[image: image1.png]



[image: image1.png]

FINAL Anatomic Pathology Report

	Study Title
	2-Year Oral Gavage Carcinogenicity Study of Benzonatate in Wistar Rats

	Principal Investigator
	Richard G. LaRock, DVM, Diplomate, ACVP

	Test Facility
	Covance Laboratories Inc.
3301 Kinsman Boulevard
Madison, Wisconsin  53704-2523
United States of America

	Covance Study Number
	8256264

	Sponsor
	Pfizer Consumer Healthcare
5 Giralda Farms
Madison, New Jersey  07940
United States of America

	Sponsor Reference Number
	BT-11-45

	Report Issue Date
	09 September 2014

	Page Number
	1 of 1312


Table of Contents

2Table of Contents

Compliance Statement and Signature Page
3
1.
Summary
4
2.
Methods
4
3.
Results and Discussion
5
3.1
Mortality
5
3.2
Macroscopic Observations
5
3.3
Microscopic Observations
5
3.3.1
Neoplasms and Hyperplasia
5
3.3.2
Nonneoplastic Findings
6
4.
Associated Study Information
7
4.1
References
8
4.2
Abbreviations
9
4.3
Comments on the Data
10
5.
Summary Tables
11
Table 5.1: Incidence of Macroscopic Observations - Terminal Euthanasia (Dosing Phase)
12
Table 5.2: Incidence of Macroscopic Observations - Unscheduled Euthanasias and Deaths
23
Table 5.3: Incidence of Macroscopic Observations - All Animals
38
Table 5.4: Incidence of Microscopic Observations - Terminal Euthanasia (Dosing Phase)
57
Table 5.5: Incidence of Microscopic Observations - Unscheduled Euthanasias and Deaths
77
Table 5.6: Incidence of Microscopic Observations - All Animals
102
Table 5.7: Summary of Severity for Selected Microscopic Observations - Terminal Euthanasia (Dosing Phase)
135
Table 5.8: Summary of Severity for Selected Microscopic Observations - Unscheduled Euthanasias and Deaths
204
Table 5.9: Summary of Severity for Selected Microscopic Observations - All Animals
286
6.
Individual Animal Data Tables
386
Table 6.1: Individual Animal Data
387


Compliance Statement and Signature Page

Except listed as follows, the anatomic pathology evaluation and report for this study were completed in accordance protocol-specified Good Laboratory Practice regulations.

· The historical data referenced were generated by a software system that does not meet current validation standards.

In the opinion of the principal investigator for anatomic pathology, this exception does not affect the interpretation of the microscopic data.
	
	
	

	Richard G. LaRock, DVM, Diplomate, ACVP
Anatomic Pathologist
	
	Date


1. Summary

The purpose of this report is to describe the anatomic pathology findings through the end of the dosing phase for Covance Study No. 8256264.  The purpose of this study was to evaluate the carcinogenic potential and determine the toxicokinetics of the test article, benzonatate, when administered daily via oral gavage to Wistar rats for at least 104 weeks.  Males were given 10, 30, or 90 mg/kg/day, and females were given 5, 15, or 50 mg/kg/day.

Administration of benzonatate had no effect on mortality or macroscopic findings.  No neoplastic or nonneoplastic microscopic findings were test article-related.  No dose dependent statistically significant increased incidence of neoplasia was observed.
2. Methods

Male and female Wistar rats were assigned to groups and administered vehicle control or test article, benzonatate, as indicated in the following table.  Each group received a dose formulation of benzonatate in the vehicle control article (reverse osmosis water) at a dose level of 0, 10, 30, or 90 mg/kg/day for males and 0, 5, 15, or 50 mg/kg/day for females.  Animals were dosed via daily oral gavage.

The study design is shown in the table as follows.

	Group
	Subgroup
	No. of Animals
	Dose Level (mg/kg/day)
	Dose Concentrationa (mg/mL)

	
	
	Male
	Female
	Males
	Females
	Males
	Females

	1 (Control)b
	1 (Carcinogenicity)
	55
	55
	0
	0
	0
	0

	
	2 (Toxicokinetic)
	3
	3
	0
	0
	0
	0

	2 (Low)
	1 (Carcinogenicity)
	50
	50
	10
	5
	2.0
	1.0

	
	2 (Toxicokinetic)
	9
	9
	10
	5
	2.0
	1.0

	3 (Mid)
	1 (Carcinogenicity)
	50
	50
	30
	15
	6.0
	3.0

	
	2 (Toxicokinetic)
	9
	9
	30
	15
	6.0
	3.0

	4 (High)
	1 (Carcinogenicity)
	55
	55
	90
	50
	18.0
	10.0

	
	2 (Toxicokinetic)
	9
	9
	90
	50
	18.0
	10.0

	a
Concentrations were corrected for lot specific purity of 99.87%.  A correction factor of 1.0013 was used.

b
Group 1 received the vehicle control article only.


At unscheduled and scheduled necropsies, macroscopic observations were recorded.  Protocol‑specified tissues (when present) from each animal were preserved in the appropriate fixative, embedded in paraffin, sectioned, and stained, and slides were examined microscopically.  Following completion of the primary microscopic evaluation, a peer review evaluation was performed.  This report represents a consensus between the principal investigator for anatomic pathology and peer review pathologist.

3. Results and Discussion

3.1 Mortality

Administration of benzonatate had no effect on survival (Text Table 3.1).  Prior to the terminal euthanasia, a total of 202 carcinogenicity animals (94 males and 108 females) were euthanized in moribund condition or found dead through Day 729 of the dosing phase.  The percent survival in treated males given 10 through 90 mg/kg/day was dose‑independent and similar to that observed in control males.  The percent survival in females given 5‑ 50 mg/kg/day exhibited a mild increasing dose‑dependent trend.  However, in each sex, the differences between control and treated survival were small and not considered test article-related.  In addition, no test article-related effect was observed in the cause of death or moribundity (death comment) determined by pathology data and microscopic evaluation of animals from unscheduled necropsies.

Text Table 3.1: Percentage Survival Prior to Terminal Sacrifice
	Benzonatate (mg/kg/day)
	Males
	Females

	
	0
	10
	30
	90
	0
	5
	15
	50

	Number of Animals
	55
	50
	50
	55
	55
	50
	50
	55

	Percentage Survival
	60
	48
	62
	51
	45
	46
	48
	55


3.2 Macroscopic Observations

Macroscopic observation data are summarized in Table 5.1, Table 5.2, and Table 5.3; individual data are listed in Table 6.1.

No test article-related macroscopic findings were observed.  A small number of tissues had an increased incidence of macroscopic findings at some dose levels.  None were considered test article‑related because a dose relationship was lacking, the increase in incidence was small, and no microscopic correlate was found or when present, the microscopic correlate was not test article-related.  The remaining macroscopic findings were background incidental findings and not test article-related.

3.3 Microscopic Observations

Microscopic observation data are summarized in Table 5.4, Table 5.5, and Table 5.6; severity of selected microscopic observation data is summarized in Table 5.7, Table 5.8, and Table 5.9.  Individual data are listed in Table 6.1.

3.3.1 Neoplasms and Hyperplasia

A minimal increased incidence of neoplastic/hyperplastic microscopic findings was observed in the heart (Text Table 3.2).
At 50 mg/kg/day, endocardial hyperplasia was noted in one female, malignant endocardial schwannoma was noted in one female, and benign endocardial schwannoma was noted in one female.  These higher incidences of these neoplasms were not statistically significant.  Endocardial hyperplasia was noted in one male given 30 mg/kg/day and in one male given 90 mg/kg/day.  Males did not have heart neoplasms.  None of these findings were observed in control animals.  However, in 400 control females and 399 control males in three similar studies in Wistar rats at Covance‑Madison, the maximum incidence in each study of endocardial hyperplasia was 1.67% in females and 0.83% in males.  This incidence is similar to that seen in this study.  Endocardial hyperplasia is a background finding in this strain (McInnes, 2012a), indicating endocardial hyperplasia was not test article-related but rather attributed to normal variation of a background finding.  In addition, malignant and benign endocardial schwannomas were each observed with a 2% incidence in 490 control male Wistar rats in similar studies at Covance‑Madison in 2006-2010.  These neoplasms were not seen in females in the historical control database.  However, because the numbers of these tumors in this study was low and statistically insignificant, the tumors were unlikely related to the administration of benzonatate but rather due to spontaneous occurrence of background neoplasia.

Text Table 3.2: Incidence of Neoplastic/Hyperplastic Microscopic Findings - Scheduled and Unscheduled Necropsies

	Sex
	Benzonatate

	
	Males
	Females

	Dose Level (mg/kg/day)
	0
	10
	30
	90
	0
	5
	15
	50

	Heart

	  Hyperplasia, endocardium
	
	
	
	
	
	
	
	

	Moderate
	0
	0
	1
	1
	0
	0
	0
	1

	  Malignant endocardial schwannoma
	
	
	
	
	
	
	
	

	Present
	0
	0
	0
	0
	0
	0
	0
	1

	  Benign endocardial schwannoma
	
	
	
	
	
	
	
	

	Present
	0
	0
	0
	0
	0
	0
	0
	1


Statistically increased incidences of some neoplastic lesions were noted in the low dose groups (10 mg/kg/day in males and 5 mg/kg/day in females).  The incidences of these tumors in the higher dose groups were not statistically significantly increased.  The increase in these tumors in the low dose groups was therefore considered incidental due to biologic variability and not related to benzonatate administration.
3.3.2 Nonneoplastic Findings

Minimally increased incidence of retinal atrophy was observed in males given ≥30 mg/kg/day.  This was not considered test article-related because the average severity score of retinal atrophy was similar in all dose groups; including controls.  Also, retinal atrophy is a common background finding in older rats compounded by varying exposure to light (McInnes, 2012b).  Finally in three similar studies with 395 males done at Covance, the maximum incidence of retina atrophy in each study was 22.0%.  This is similar to the incidence in the present study (22.9%).

Remaining microscopic findings (neoplastic and nonneoplastic) were incidental background findings common to this strain and not test article-related.

4. Associated Study Information

4.1 References

McInnes, E., “Wistar and Spraque-Dawley Rats,” Background Lesions in Laboratory Animals, p. 17, Saunders Elsevier: Edinburgh, United Kingdom (2012a).

McInnes, E., “Wistar and Spraque-Dawley Rats,” Background Lesions in Laboratory Animals, p. 35, Saunders Elsevier: Edinburgh, United Kingdom (2012b).

4.2 Abbreviations

The following lists of abbreviations are used by Covance.  Some, but not necessarily all, of this information may be needed for this report.

	Abbreviation
	Definition

	Neoplastic Findings

	
	B
	Primary, benign neoplasm

	
	C
	Multicentric neoplasm

	
	F
	Infiltrating neoplasm

	
	I
	Locally invasive neoplasm

	
	M
	Primary, malignant neoplasm

	
	N
	Metastatic neoplasm

	
	X
	Other neoplasm

	Grades for Severity or Amount

	
	1
	Minimal - describes an inconspicuous change

	
	2
	Slight - referring to a noticeable but not prominent feature

	
	3
	Moderate - a prominent feature

	
	4
	Marked - a dominant but not overwhelming feature

	
	5
	Severe - implies an overwhelming condition

	Tissue Abbreviations

	
	BALT
	Bronchi-associated lymphoid tissue

	
	GALT
	Gut-associated lymphoid tissue


4.3 Comments on the Data

The following comments on the data are used by Covance.  Some, but not necessarily all, of this information may be needed for this report.

Various models of calculators, computers, and computer programs were used to analyze data.  Because different models round off or truncate numbers differently, values in some tables (e.g., means, standard deviations, or individual values) may differ slightly from those in other tables, from individually calculated data, or from statistical analysis data.  Neither the integrity nor the interpretation of the data was affected by these differences.

5. Summary Tables

Table 5.1: Incidence of Macroscopic Observations - Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  4
  8
  8
  4
  2
  9
  2


Adipose, Other
Number Examined:
  0
  0
  0
  0
  4
  0
  0
  1


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Mass
  0
  0
  0
  0
  4
  0
  0
  1


Adipose, White,


Kidney Fat Pad
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Thickened
  0
  0
  1
  0
  0
  0
  0
  0


Adrenal
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 20
 30
 25
 22
 19
 22
 28


Discolored
  0
  0
  0
  1
  2
  3
  2
  1


Large
  0
  3
  1
  2
  1
  1
  0
  1


Raised area
  0
  1
  0
  0
  0
  0
  0
  0


Small
  0
  0
  0
  0
  1
  0
  0
  0


Bone, Other
Number Examined:
  0
  0
  1
  1
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Large
  0
  0
  1
  0
  0
  0
  0
  0


Raised area
  0
  0
  0
  1
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  4
  8
  8
  4
  2
  9
  2


Brain
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 29
 22
 31
 25
 21
 15
 20
 24


Depressed area
  4
  2
  0
  3
  4
  8
  4
  6


Cecum
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 27
 25
 23
 24
 30


Mass
  0
  0
  0
  1
  0
  0
  0
  0


Cervix
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
 25
 20
 24
 28


Discolored
  0
  0
  0
  0
  0
  1
  0
  0


Firm
  0
  0
  0
  0
  0
  1
  0
  1


Large
  0
  0
  0
  0
  0
  3
  0
  2


Clitoral Gland
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
 23
 22
 23
 29


Large
  0
  0
  0
  0
  0
  0
  1
  1


Mass
  0
  0
  0
  0
  1
  0
  0
  0


Not identified
  0
  0
  0
  0
  1
  1
  0
  1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  4
  8
  8
  4
  2
  9
  2


Epididymis
Number Examined:
 33
 24
 31
 28
  0
  0
  0
  0


Unremarkable:
 30
 24
 30
 27
  0
  0
  0
  0


Cyst
  0
  0
  0
  1
  0
  0
  0
  0


Large
  1
  0
  0
  0
  0
  0
  0
  0


Small
  2
  0
  1
  0
  0
  0
  0
  0


Eye
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 30
 27
 25
 23
 24
 30


Discolored
  0
  0
  1
  1
  0
  0
  0
  0


Protruding
  0
  0
  1
  1
  0
  0
  0
  0


Foot/Footpad
Number Examined:
  9
  3
  5
  2
  0
  2
  3
  2


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Discolored
  1
  0
  0
  0
  0
  0
  0
  0


Raised area
  0
  0
  0
  1
  0
  0
  0
  0


Scab
  4
  3
  1
  1
  0
  0
  3
  1


Scaly skin
  3
  1
  1
  1
  0
  1
  0
  1


Sore
  3
  0
  5
  0
  0
  1
  0
  0


Swollen
  1
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  4
  8
  8
  4
  2
  9
  2


Harderian Gland
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 23
 31
 28
 25
 23
 24
 30


Discolored
  0
  1
  0
  0
  0
  0
  0
  0


Jejunum
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 27
 25
 23
 24
 30


Raised area
  0
  0
  0
  1
  0
  0
  0
  0


Kidney
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 32
 23
 31
 28
 25
 22
 24
 30


Cyst
  1
  0
  0
  0
  0
  1
  0
  0


Large
  0
  1
  0
  0
  0
  0
  0
  0


Lacrimal Gland
Number Examined:
  2
  0
  1
  5
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Discolored
  2
  0
  1
  5
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  4
  8
  8
  4
  2
  9
  2


Liver
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 25
 17
 28
 20
 23
 19
 22
 26


Cyst
  0
  0
  1
  0
  0
  0
  1
  0


Discolored
  8
  6
  2
  7
  1
  4
  1
  3


Mass
  0
  0
  0
  0
  1
  0
  0
  0


Raised area
  0
  1
  0
  1
  0
  0
  0
  0


Rough surface
  0
  0
  0
  0
  0
  0
  0
  1


Lung
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 31
 24
 31
 27
 25
 21
 23
 29


Discolored
  2
  0
  0
  1
  0
  2
  1
  1


Lymph Node,


Inguinal
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 32
 24
 31
 27
 25
 22
 24
 29


Large
  0
  0
  0
  1
  0
  0
  0
  0


Not identified
  1
  0
  0
  0
  0
  1
  0
  1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  4
  8
  8
  4
  2
  9
  2


Lymph Node,


Mesenteric
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 30
 24
 30
 28
 25
 22
 21
 29


Discolored
  3
  0
  1
  0
  0
  0
  1
  0


Large
  1
  0
  0
  0
  0
  1
  2
  1


Lymph Node, Other
Number Examined:
  1
  2
  3
  1
  1
  1
  1
  2


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Discolored
  0
  0
  1
  1
  0
  0
  0
  0


Large
  1
  2
  3
  0
  1
  1
  1
  2


Mammary Gland,


Female
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
 19
 16
 21
 20


Mass
  0
  0
  0
  0
  6
  7
  3
 10


Mesentery
Number Examined:
  0
  0
  0
  0
  1
  0
  0
  1


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Mass
  0
  0
  0
  0
  1
  0
  0
  1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  4
  8
  8
  4
  2
  9
  2


Nerve, Optic
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 32
 24
 31
 28
 25
 23
 24
 30


Small
  1
  0
  0
  0
  0
  0
  0
  0


Ovary
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
 24
 19
 21
 25


Cyst
  0
  0
  0
  0
  1
  3
  2
  5


Discolored
  0
  0
  0
  0
  0
  1
  0
  0


Mass
  0
  0
  0
  0
  0
  0
  1
  0


Pancreas
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 28
 25
 23
 23
 30


Mass
  0
  0
  0
  0
  0
  0
  1
  0


Pituitary
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 28
 22
 31
 26
 12
 10
 13
 15


Discolored
  0
  0
  0
  0
  3
  1
  4
  3


Large
  0
  0
  0
  0
  0
  2
  0
  0


Mass
  5
  2
  0
  2
  9
 10
  7
 12


Raised area
  0
  0
  0
  0
  1
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  4
  8
  8
  4
  2
  9
  2


Preputial Gland
Number Examined:
 33
 24
 31
 28
  0
  0
  0
  0


Unremarkable:
 32
 23
 31
 28
  0
  0
  0
  0


Discolored
  0
  1
  0
  0
  0
  0
  0
  0


Not present
  1
  0
  0
  0
  0
  0
  0
  0


Prostate
Number Examined:
 33
 24
 31
 28
  0
  0
  0
  0


Unremarkable:
 33
 24
 29
 28
  0
  0
  0
  0


Discolored
  0
  0
  1
  0
  0
  0
  0
  0


Mass
  0
  0
  1
  0
  0
  0
  0
  0


Seminal Vesicle
Number Examined:
 33
 24
 31
 28
  0
  0
  0
  0


Unremarkable:
 31
 24
 30
 28
  0
  0
  0
  0


Large
  0
  0
  1
  0
  0
  0
  0
  0


Small
  2
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  4
  8
  8
  4
  2
  9
  2


Skin/Subcutis
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 22
 19
 28
 21
 23
 22
 20
 24


Alopecia
  2
  1
  0
  0
  0
  0
  0
  0


Discolored
  1
  0
  0
  1
  0
  0
  0
  0


Mass
  7
  3
  2
  4
  1
  0
  2
  1


Raised area
  0
  0
  1
  0
  0
  0
  0
  0


Scab
  2
  1
  0
  3
  0
  1
  2
  5


Sore
  1
  0
  0
  0
  1
  0
  1
  0


Spleen
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 21
 31
 28
 24
 22
 22
 29


Cyst
  0
  0
  0
  0
  0
  1
  0
  0


Discolored
  0
  2
  0
  0
  0
  0
  0
  0


Large
  0
  1
  0
  0
  1
  0
  2
  1


Stomach
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 29
 20
 23
 24
 23
 23
 22
 30


Discolored
  3
  3
  8
  4
  2
  0
  2
  0


Mass
  0
  1
  0
  0
  0
  0
  0
  0


Raised area
  1
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  4
  8
  8
  4
  2
  9
  2


Testis
Number Examined:
 33
 24
 31
 28
  0
  0
  0
  0


Unremarkable:
 26
 20
 30
 24
  0
  0
  0
  0


Cyst
  0
  0
  0
  1
  0
  0
  0
  0


Discolored
  3
  2
  0
  0
  0
  0
  0
  0


Large
  1
  1
  0
  1
  0
  0
  0
  0


Small
  4
  1
  1
  1
  0
  0
  0
  0


Soft
  3
  1
  1
  2
  0
  0
  0
  0


Thymus
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 30
 21
 25
 25
 19
 17
 22
 21


Cyst
  0
  0
  0
  0
  2
  0
  0
  0


Mass
  0
  0
  0
  1
  2
  3
  1
  2


Not identified
  3
  3
  6
  2
  2
  3
  1
  7


Thyroid
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 28
 22
 26
 26
 24
 23
 23
 30


Cyst
  3
  0
  0
  0
  0
  0
  0
  0


Discolored
  0
  0
  0
  0
  1
  0
  0
  0


Large
  2
  2
  5
  2
  0
  0
  1
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  4
  8
  8
  4
  2
  9
  2


Ureter
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 28
 25
 23
 23
 29


Not identified
  0
  0
  0
  0
  0
  0
  0
  1


Raised area
  0
  0
  0
  0
  0
  0
  1
  0


Urinary Bladder
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 30
 28
 25
 23
 24
 30


Large
  0
  0
  1
  0
  0
  0
  0
  0


Uterus
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
 22
 18
 23
 29


Cyst
  0
  0
  0
  0
  1
  3
  1
  1


Discolored
  0
  0
  0
  0
  0
  1
  0
  0


Intussusception
  0
  0
  0
  0
  0
  1
  0
  0


Mass
  0
  0
  0
  0
  2
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
Table 5.2: Incidence of Macroscopic Observations - Unscheduled Euthanasias and Deaths

Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  0
  2
  0
  4
  0
  1
  0
  2


Abdominal Cavity
Number Examined:
  0
  1
  0
  1
  1
  1
  1
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Abnormal contents
  0
  1
  0
  1
  0
  0
  0
  0


Mass
  0
  0
  0
  0
  1
  1
  1
  0


Adipose, Other
Number Examined:
  0
  0
  0
  0
  1
  0
  0
  3


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Mass
  0
  0
  0
  0
  0
  0
  0
  1


Thickened
  0
  0
  0
  0
  1
  0
  0
  2


Adrenal
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 24
 16
 26
 26
 22
 23
 22


Cyst
  0
  0
  0
  0
  0
  1
  0
  0


Discolored
  0
  1
  2
  1
  3
  1
  1
  3


Large
  0
  1
  1
  0
  1
  4
  1
  0


Mass
  0
  0
  0
  0
  0
  0
  1
  0


Bone, Other
Number Examined:
  2
  0
  0
  0
  0
  0
  0
  0


Unremarkable:
  1
  0
  0
  0
  0
  0
  0
  0


Large
  1
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  0
  2
  0
  4
  0
  1
  0
  2


Brain
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 13
 17
 12
 17
 12
 11
 12
 11


Depressed area
  8
  9
  7
  8
 18
 16
 14
 14


Discolored
  0
  0
  0
  1
  0
  0
  0
  0


Large
  1
  0
  0
  0
  0
  0
  0
  0


Soft
  1
  0
  0
  1
  0
  0
  0
  0


Cecum
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 25
 18
 27
 30
 27
 26
 25


Abnormal contents
  0
  1
  1
  0
  0
  0
  0
  0


Cervix
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 28
 27
 21
 23


Large
  0
  0
  0
  0
  1
  0
  0
  1


Mass
  0
  0
  0
  0
  1
  0
  5
  1


Clitoral Gland
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 29
 25
 26
 21


Discolored
  0
  0
  0
  0
  1
  1
  0
  0


Large
  0
  0
  0
  0
  0
  2
  0
  1


Not identified
  0
  0
  0
  0
  0
  0
  0
  3

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  0
  2
  0
  4
  0
  1
  0
  2


Colon
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 25
 18
 27
 30
 27
 26
 25


Abnormal contents
  0
  1
  1
  0
  0
  0
  0
  0


Duodenum
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 25
 19
 27
 30
 27
 26
 25


Abnormal contents
  0
  1
  0
  0
  0
  0
  0
  0


Epididymis
Number Examined:
 22
 26
 19
 27
  0
  0
  0
  0


Unremarkable:
 21
 25
 19
 27
  0
  0
  0
  0


Large
  0
  1
  0
  0
  0
  0
  0
  0


Small
  1
  0
  0
  0
  0
  0
  0
  0


Esophagus
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 19
 27
 29
 27
 26
 25


Perforation
  0
  0
  0
  0
  1
  0
  0
  0


Eye
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 19
 27
 30
 27
 25
 25


Raised area
  0
  0
  0
  0
  0
  0
  1
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  0
  2
  0
  4
  0
  1
  0
  2


Foot/Footpad
Number Examined:
  3
  1
  6
  5
  1
  1
  0
  4


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Discolored
  0
  0
  0
  0
  0
  0
  0
  1


Scab
  1
  1
  0
  2
  0
  0
  0
  2


Sore
  2
  0
  6
  3
  1
  1
  0
  1


Swollen
  1
  0
  3
  1
  0
  0
  0
  0


Harderian Gland
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 25
 19
 27
 30
 26
 26
 24


Discolored
  0
  1
  0
  0
  0
  1
  0
  1


Heart
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 24
 19
 27
 30
 27
 26
 25


Discolored
  0
  1
  0
  0
  0
  0
  0
  0


Thickened
  0
  1
  0
  0
  0
  0
  0
  0


Ileum
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 25
 18
 27
 30
 27
 26
 25


Abnormal contents
  0
  1
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  0
  2
  0
  4
  0
  1
  0
  2


Jejunum
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 24
 18
 27
 30
 27
 26
 25


Abnormal contents
  0
  1
  1
  0
  0
  0
  0
  0


Large
  0
  1
  0
  0
  0
  0
  0
  0


Mass
  0
  0
  1
  0
  0
  0
  0
  0


Thickened wall
  0
  1
  0
  0
  0
  0
  0
  0


Joint, Other
Number Examined:
  1
  1
  0
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Large
  1
  1
  0
  0
  0
  0
  0
  0


Kidney
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 23
 18
 25
 29
 25
 23
 24


Calculus
  0
  0
  0
  0
  0
  0
  1
  0


Discolored
  0
  0
  0
  0
  0
  2
  0
  1


Large
  1
  1
  1
  2
  1
  1
  2
  0


Mass
  0
  1
  0
  0
  0
  0
  1
  0


Raised area
  0
  1
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  0
  2
  0
  4
  0
  1
  0
  2


Lacrimal Gland
Number Examined:
  0
  1
  2
  1
  1
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Discolored
  0
  1
  2
  1
  1
  0
  0
  0


Liver
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 23
 16
 22
 29
 24
 26
 24


Abnormal shape
  0
  0
  0
  0
  0
  1
  0
  0


Cyst
  0
  0
  0
  0
  0
  0
  0
  1


Discolored
  1
  3
  3
  3
  1
  2
  0
  1


Large
  0
  0
  1
  1
  0
  0
  0
  0


Raised area
  0
  0
  0
  1
  0
  0
  0
  0


Rough surface
  0
  0
  0
  1
  0
  0
  0
  0


Lung
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 17
 24
 14
 23
 27
 22
 26
 25


Adhesion
  0
  1
  1
  0
  0
  0
  0
  0


Discolored
  5
  1
  3
  4
  3
  4
  0
  0


Mass
  0
  0
  1
  0
  0
  0
  0
  0


Raised area
  0
  0
  2
  0
  0
  1
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  0
  2
  0
  4
  0
  1
  0
  2


Lymph Node,


Inguinal
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 24
 18
 26
 29
 22
 26
 18


Discolored
  0
  0
  0
  0
  0
  0
  0
  2


Large
  0
  0
  0
  0
  1
  2
  0
  3


Not identified
  0
  2
  1
  1
  0
  3
  0
  3


Lymph Node,


Mesenteric
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 25
 19
 24
 29
 26
 26
 24


Discolored
  1
  0
  0
  2
  0
  0
  0
  0


Large
  0
  1
  0
  1
  1
  1
  0
  1


Mass
  0
  0
  0
  1
  0
  0
  0
  0


Lymph Node, Other
Number Examined:
  3
  1
  2
  4
  0
  4
  2
  3


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Discolored
  2
  1
  1
  1
  0
  1
  0
  2


Large
  2
  0
  2
  3
  0
  3
  2
  2


Mass
  0
  0
  0
  1
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  0
  2
  0
  4
  0
  1
  0
  2


Mammary Gland,


Female
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 18
 15
 17
 16


Cyst
  0
  0
  0
  0
  3
  3
  2
  3


Firm
  0
  0
  0
  0
  0
  0
  0
  1


Mass
  0
  0
  0
  0
  9
  9
  9
  7


Thickened
  0
  0
  0
  0
  3
  4
  3
  4


Mammary Gland,


Male
Number Examined:
 22
 26
 19
 27
  0
  0
  0
  0


Unremarkable:
 19
 25
 17
 26
  0
  0
  0
  0


Mass
  3
  1
  2
  1
  0
  0
  0
  0


Mandibular


Salivary Gland
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 19
 26
 30
 27
 26
 25


Mass
  0
  0
  0
  1
  0
  0
  0
  0


Mesentery
Number Examined:
  0
  0
  0
  0
  1
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Large vessel
  0
  0
  0
  0
  1
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  0
  2
  0
  4
  0
  1
  0
  2


Muscle, Other
Number Examined:
  0
  0
  0
  0
  0
  0
  1
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Firm
  0
  0
  0
  0
  0
  0
  1
  0


Ovary
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 28
 22
 24
 25


Cyst
  0
  0
  0
  0
  2
  4
  1
  0


Mass
  0
  0
  0
  0
  0
  1
  1
  0


Oviduct
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 30
 26
 25
 25


Not identified
  0
  0
  0
  0
  0
  1
  1
  0


Pancreas
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 19
 27
 30
 27
 25
 24


Mass
  0
  0
  0
  0
  0
  0
  1
  1


Parathyroid
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 25
 19
 27
 30
 27
 26
 25


Large
  0
  1
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  0
  2
  0
  4
  0
  1
  0
  2


Pituitary
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 14
 15
 11
 19
  9
 11
 10
 10


Discolored
  0
  1
  0
  0
  1
  0
  1
  1


Large
  0
  1
  0
  0
  0
  0
  1
  0


Mass
  8
  9
  8
  8
 20
 16
 15
 14


Preputial Gland
Number Examined:
 22
 26
 19
 27
  0
  0
  0
  0


Unremarkable:
 22
 26
 17
 27
  0
  0
  0
  0


Large
  0
  0
  2
  0
  0
  0
  0
  0


Prostate
Number Examined:
 22
 26
 19
 27
  0
  0
  0
  0


Unremarkable:
 21
 25
 18
 25
  0
  0
  0
  0


Firm
  1
  0
  0
  0
  0
  0
  0
  0


Gelatinous
  0
  0
  0
  1
  0
  0
  0
  0


Large
  0
  0
  0
  1
  0
  0
  0
  0


Nodule
  0
  0
  0
  1
  0
  0
  0
  0


Small
  0
  1
  1
  1
  0
  0
  0
  0


Rectum
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 18
 27
 30
 27
 26
 25


Abnormal contents
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  0
  2
  0
  4
  0
  1
  0
  2


Seminal Vesicle
Number Examined:
 22
 26
 19
 27
  0
  0
  0
  0


Unremarkable:
 19
 22
 17
 23
  0
  0
  0
  0


Small
  3
  4
  2
  4
  0
  0
  0
  0


Skin/Subcutis
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 18
 20
 16
 18
 22
 25
 24
 22


Alopecia
  0
  1
  0
  0
  1
  0
  0
  0


Broken skin
  0
  0
  1
  0
  0
  0
  0
  0


Discolored
  0
  0
  0
  1
  0
  0
  0
  0


Mass
  2
  3
  0
  5
  3
  1
  0
  1


Raised area
  0
  0
  1
  1
  0
  0
  0
  0


Scab
  2
  3
  0
  2
  2
  0
  2
  2


Scaly skin
  1
  0
  0
  0
  0
  1
  0
  0


Sore
  0
  1
  1
  1
  2
  1
  0
  1


Spleen
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 25
 17
 23
 26
 25
 23
 23


Large
  1
  1
  2
  4
  4
  2
  3
  2

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  0
  2
  0
  4
  0
  1
  0
  2


Stomach
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 17
 21
 17
 23
 24
 24
 24
 20


Abnormal contents
  1
  1
  0
  0
  2
  0
  0
  1


Depressed area
  1
  0
  1
  1
  1
  0
  0
  1


Discolored
  0
  2
  1
  3
  2
  0
  1
  2


Large
  1
  0
  0
  0
  1
  1
  0
  1


Mass
  1
  0
  0
  0
  0
  0
  1
  0


Raised area
  1
  0
  0
  0
  0
  1
  0
  0


Rough surface
  0
  2
  0
  0
  1
  0
  0
  0


Thickened
  1
  0
  0
  0
  1
  0
  0
  1


Ulceration
  2
  0
  0
  0
  0
  1
  0
  0


Tail
Number Examined:
  0
  1
  0
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Mass
  0
  1
  0
  0
  0
  0
  0
  0


Testis
Number Examined:
 22
 26
 19
 27
  0
  0
  0
  0


Unremarkable:
 17
 23
 18
 26
  0
  0
  0
  0


Large
  1
  0
  0
  0
  0
  0
  0
  0


Small
  2
  1
  0
  0
  0
  0
  0
  0


Soft
  4
  3
  1
  1
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  0
  2
  0
  4
  0
  1
  0
  2


Thoracic Cavity
Number Examined:
  1
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Abnormal contents
  1
  0
  1
  0
  0
  0
  0
  0


Thymus
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 19
 18
 25
 26
 22
 25
 23


Discolored
  0
  4
  0
  0
  0
  0
  0
  0


Firm
  0
  0
  0
  0
  0
  0
  0
  1


Large
  0
  0
  0
  0
  2
  0
  0
  1


Mass
  0
  0
  0
  0
  1
  1
  1
  0


Not identified
  1
  3
  1
  2
  1
  4
  0
  1


Thyroid
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 24
 18
 21
 28
 27
 26
 24


Cyst
  0
  0
  0
  1
  0
  0
  0
  1


Large
  1
  2
  1
  5
  2
  0
  0
  0


Tooth, Other
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Mass
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  0
  2
  0
  4
  0
  1
  0
  2


Trachea
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 25
 19
 27
 30
 27
 26
 25


Abnormal contents
  0
  1
  0
  0
  0
  0
  0
  0


Ureter
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 25
 19
 27
 29
 26
 22
 24


Large
  1
  1
  0
  0
  1
  1
  3
  0


Not identified
  0
  0
  0
  0
  0
  0
  1
  1


Urinary Bladder
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 25
 19
 27
 29
 26
 24
 25


Abnormal contents
  1
  1
  0
  0
  0
  0
  1
  0


Calculus
  0
  0
  0
  0
  0
  0
  1
  0


Discolored
  1
  0
  0
  0
  0
  0
  0
  0


Large
  1
  1
  0
  0
  0
  0
  2
  0


Not identified
  0
  0
  0
  0
  0
  1
  0
  0


Thickened
  0
  0
  0
  0
  1
  0
  2
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  0
  2
  0
  4
  0
  1
  0
  2


Uterus
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 22
 25
 21
 21


Abnormal contents
  0
  0
  0
  0
  1
  1
  2
  0


Cyst
  0
  0
  0
  0
  6
  1
  1
  0


Large
  0
  0
  0
  0
  1
  0
  3
  0


Mass
  0
  0
  0
  0
  2
  0
  0
  2


Small
  0
  0
  0
  0
  0
  0
  0
  1


Thickened wall
  0
  0
  0
  0
  0
  0
  0
  1


Vagina
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 29
 25
 24
 23


Abnormal contents
  0
  0
  0
  0
  0
  0
  0
  1


Large
  0
  0
  0
  0
  0
  0
  0
  1


Mass
  0
  0
  0
  0
  1
  1
  1
  1


Prolapsed
  0
  0
  0
  0
  0
  1
  1
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
Table 5.3: Incidence of Macroscopic Observations - All Animals

Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Abdominal Cavity
Number Examined:
  0
  1
  0
  1
  1
  1
  1
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Abnormal contents
  0
  1
  0
  1
  0
  0
  0
  0


Mass
  0
  0
  0
  0
  1
  1
  1
  0


Adipose, Other
Number Examined:
  0
  0
  0
  0
  5
  0
  0
  4


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Mass
  0
  0
  0
  0
  4
  0
  0
  2


Thickened
  0
  0
  0
  0
  1
  0
  0
  2


Adipose, White,


Kidney Fat Pad
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Thickened
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Adrenal
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 44
 46
 51
 48
 41
 45
 50


Cyst
  0
  0
  0
  0
  0
  1
  0
  0


Discolored
  0
  1
  2
  2
  5
  4
  3
  4


Large
  0
  4
  2
  2
  2
  5
  1
  1


Mass
  0
  0
  0
  0
  0
  0
  1
  0


Raised area
  0
  1
  0
  0
  0
  0
  0
  0


Small
  0
  0
  0
  0
  1
  0
  0
  0


Bone, Other
Number Examined:
  2
  0
  1
  1
  0
  0
  0
  0


Unremarkable:
  1
  0
  0
  0
  0
  0
  0
  0


Large
  1
  0
  1
  0
  0
  0
  0
  0


Raised area
  0
  0
  0
  1
  0
  0
  0
  0


Brain
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 42
 39
 43
 42
 33
 26
 32
 35


Depressed area
 12
 11
  7
 11
 22
 24
 18
 20


Discolored
  0
  0
  0
  1
  0
  0
  0
  0


Large
  1
  0
  0
  0
  0
  0
  0
  0


Soft
  1
  0
  0
  1
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Cecum
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 49
 49
 54
 55
 50
 50
 55


Abnormal contents
  0
  1
  1
  0
  0
  0
  0
  0


Mass
  0
  0
  0
  1
  0
  0
  0
  0


Cervix
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 53
 47
 45
 51


Discolored
  0
  0
  0
  0
  0
  1
  0
  0


Firm
  0
  0
  0
  0
  0
  1
  0
  1


Large
  0
  0
  0
  0
  1
  3
  0
  3


Mass
  0
  0
  0
  0
  1
  0
  5
  1


Clitoral Gland
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 52
 47
 49
 50


Discolored
  0
  0
  0
  0
  1
  1
  0
  0


Large
  0
  0
  0
  0
  0
  2
  1
  2


Mass
  0
  0
  0
  0
  1
  0
  0
  0


Not identified
  0
  0
  0
  0
  1
  1
  0
  4

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Colon
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 49
 49
 55
 55
 50
 50
 55


Abnormal contents
  0
  1
  1
  0
  0
  0
  0
  0


Duodenum
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 49
 50
 55
 55
 50
 50
 55


Abnormal contents
  0
  1
  0
  0
  0
  0
  0
  0


Epididymis
Number Examined:
 55
 50
 50
 55
  0
  0
  0
  0


Unremarkable:
 51
 49
 49
 54
  0
  0
  0
  0


Cyst
  0
  0
  0
  1
  0
  0
  0
  0


Large
  1
  1
  0
  0
  0
  0
  0
  0


Small
  3
  0
  1
  0
  0
  0
  0
  0


Esophagus
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 50
 50
 55
 54
 50
 50
 55


Perforation
  0
  0
  0
  0
  1
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Eye
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 50
 49
 54
 55
 50
 49
 55


Discolored
  0
  0
  1
  1
  0
  0
  0
  0


Protruding
  0
  0
  1
  1
  0
  0
  0
  0


Raised area
  0
  0
  0
  0
  0
  0
  1
  0


Foot/Footpad
Number Examined:
 12
  4
 11
  7
  1
  3
  3
  6


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Discolored
  1
  0
  0
  0
  0
  0
  0
  1


Raised area
  0
  0
  0
  1
  0
  0
  0
  0


Scab
  5
  4
  1
  3
  0
  0
  3
  3


Scaly skin
  3
  1
  1
  1
  0
  1
  0
  1


Sore
  5
  0
 11
  3
  1
  2
  0
  1


Swollen
  2
  0
  3
  1
  0
  0
  0
  0


Harderian Gland
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 48
 50
 55
 55
 49
 50
 54


Discolored
  0
  2
  0
  0
  0
  1
  0
  1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Heart
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 48
 50
 55
 55
 50
 50
 55


Discolored
  0
  1
  0
  0
  0
  0
  0
  0


Thickened
  0
  1
  0
  0
  0
  0
  0
  0


Ileum
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 49
 49
 55
 55
 50
 50
 55


Abnormal contents
  0
  1
  1
  0
  0
  0
  0
  0


Jejunum
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 48
 49
 54
 55
 50
 50
 55


Abnormal contents
  0
  1
  1
  0
  0
  0
  0
  0


Large
  0
  1
  0
  0
  0
  0
  0
  0


Mass
  0
  0
  1
  0
  0
  0
  0
  0


Raised area
  0
  0
  0
  1
  0
  0
  0
  0


Thickened wall
  0
  1
  0
  0
  0
  0
  0
  0


Joint, Other
Number Examined:
  1
  1
  0
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Large
  1
  1
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Kidney
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 53
 46
 48
 53
 54
 47
 47
 53


Calculus
  0
  0
  0
  0
  0
  0
  1
  1


Cyst
  1
  0
  0
  0
  0
  1
  0
  0


Discolored
  0
  0
  0
  0
  0
  2
  0
  1


Large
  1
  2
  2
  2
  1
  1
  2
  1


Mass
  0
  1
  0
  0
  0
  0
  1
  0


Raised area
  0
  1
  0
  0
  0
  0
  0
  0


Lacrimal Gland
Number Examined:
  2
  1
  3
  6
  1
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Discolored
  2
  1
  3
  6
  1
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Liver
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 46
 40
 44
 42
 52
 43
 48
 50


Abnormal shape
  0
  0
  0
  0
  0
  1
  0
  0


Cyst
  0
  0
  1
  0
  0
  0
  1
  1


Discolored
  9
  9
  5
 10
  2
  6
  1
  4


Large
  0
  0
  1
  1
  0
  0
  0
  0


Mass
  0
  0
  0
  0
  1
  0
  0
  0


Raised area
  0
  1
  0
  2
  0
  0
  0
  0


Rough surface
  0
  0
  0
  1
  0
  0
  0
  1


Lung
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 48
 47
 45
 50
 51
 43
 49
 54


Adhesion
  0
  1
  1
  0
  0
  0
  0
  0


Discolored
  7
  2
  3
  5
  3
  6
  1
  1


Mass
  0
  0
  1
  0
  0
  0
  0
  0


Raised area
  0
  0
  2
  0
  1
  1
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Lymph Node,


Inguinal
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 54
 48
 49
 53
 54
 44
 50
 47


Discolored
  0
  0
  0
  0
  0
  0
  0
  2


Large
  0
  0
  0
  1
  1
  2
  0
  3


Not identified
  1
  2
  1
  1
  0
  4
  0
  4


Lymph Node,


Mesenteric
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 51
 49
 49
 52
 54
 48
 47
 53


Discolored
  4
  0
  1
  2
  0
  0
  1
  0


Large
  1
  1
  0
  1
  1
  2
  2
  2


Mass
  0
  0
  0
  1
  0
  0
  0
  0


Lymph Node, Other
Number Examined:
  4
  3
  5
  5
  1
  5
  3
  5


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Discolored
  2
  1
  2
  2
  0
  1
  0
  2


Large
  3
  2
  5
  3
  1
  4
  3
  4


Mass
  0
  0
  0
  1
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Mammary Gland,


Female
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 37
 31
 38
 36


Cyst
  0
  0
  0
  0
  3
  3
  2
  3


Firm
  0
  0
  0
  0
  0
  0
  0
  1


Mass
  0
  0
  0
  0
 15
 16
 12
 17


Thickened
  0
  0
  0
  0
  3
  4
  3
  4


Mammary Gland,


Male
Number Examined:
 55
 50
 50
 55
  0
  0
  0
  0


Unremarkable:
 52
 49
 48
 54
  0
  0
  0
  0


Mass
  3
  1
  2
  1
  0
  0
  0
  0


Mandibular


Salivary Gland
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 50
 50
 54
 55
 50
 50
 55


Mass
  0
  0
  0
  1
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Mesentery
Number Examined:
  0
  0
  0
  0
  2
  0
  0
  1


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Large vessel
  0
  0
  0
  0
  1
  0
  0
  0


Mass
  0
  0
  0
  0
  1
  0
  0
  1


Muscle, Other
Number Examined:
  0
  0
  0
  0
  0
  0
  1
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Firm
  0
  0
  0
  0
  0
  0
  1
  0


Nerve, Optic
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 54
 50
 50
 55
 55
 50
 50
 55


Small
  1
  0
  0
  0
  0
  0
  0
  0


Ovary
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 52
 41
 45
 50


Cyst
  0
  0
  0
  0
  3
  7
  3
  5


Discolored
  0
  0
  0
  0
  0
  1
  0
  0


Mass
  0
  0
  0
  0
  0
  1
  2
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Oviduct
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 55
 49
 49
 55


Not identified
  0
  0
  0
  0
  0
  1
  1
  0


Pancreas
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 50
 50
 55
 55
 50
 48
 54


Mass
  0
  0
  0
  0
  0
  0
  2
  1


Parathyroid
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 49
 50
 55
 55
 50
 50
 55


Large
  0
  1
  0
  0
  0
  0
  0
  0


Pituitary
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 42
 37
 42
 45
 21
 21
 23
 25


Discolored
  0
  1
  0
  0
  4
  1
  5
  4


Large
  0
  1
  0
  0
  0
  2
  1
  0


Mass
 13
 11
  8
 10
 29
 26
 22
 26


Raised area
  0
  0
  0
  0
  1
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Preputial Gland
Number Examined:
 55
 50
 50
 55
  0
  0
  0
  0


Unremarkable:
 54
 49
 48
 55
  0
  0
  0
  0


Discolored
  0
  1
  0
  0
  0
  0
  0
  0


Large
  0
  0
  2
  0
  0
  0
  0
  0


Not present
  1
  0
  0
  0
  0
  0
  0
  0


Prostate
Number Examined:
 55
 50
 50
 55
  0
  0
  0
  0


Unremarkable:
 54
 49
 47
 53
  0
  0
  0
  0


Discolored
  0
  0
  1
  0
  0
  0
  0
  0


Firm
  1
  0
  0
  0
  0
  0
  0
  0


Gelatinous
  0
  0
  0
  1
  0
  0
  0
  0


Large
  0
  0
  0
  1
  0
  0
  0
  0


Mass
  0
  0
  1
  0
  0
  0
  0
  0


Nodule
  0
  0
  0
  1
  0
  0
  0
  0


Small
  0
  1
  1
  1
  0
  0
  0
  0


Rectum
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 50
 49
 55
 55
 50
 50
 55


Abnormal contents
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Seminal Vesicle
Number Examined:
 55
 50
 50
 55
  0
  0
  0
  0


Unremarkable:
 50
 46
 47
 51
  0
  0
  0
  0


Large
  0
  0
  1
  0
  0
  0
  0
  0


Small
  5
  4
  2
  4
  0
  0
  0
  0


Skin/Subcutis
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 40
 39
 44
 39
 44
 47
 44
 46


Alopecia
  2
  2
  0
  0
  1
  0
  0
  0


Broken skin
  0
  0
  1
  0
  0
  0
  0
  0


Discolored
  1
  0
  0
  2
  0
  0
  0
  0


Mass
  9
  6
  2
  9
  5
  1
  2
  2


Raised area
  0
  0
  2
  1
  0
  0
  0
  0


Scab
  4
  4
  0
  5
  2
  1
  4
  7


Scaly skin
  1
  0
  0
  0
  0
  1
  0
  0


Sore
  1
  1
  1
  1
  3
  1
  1
  1


Spleen
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 54
 46
 48
 51
 50
 47
 45
 52


Cyst
  0
  0
  0
  0
  0
  1
  0
  0


Discolored
  0
  2
  0
  0
  0
  0
  0
  0


Large
  1
  2
  2
  4
  5
  2
  5
  3

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Stomach
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 46
 41
 40
 47
 47
 47
 46
 50


Abnormal contents
  1
  1
  0
  0
  2
  0
  0
  1


Depressed area
  1
  0
  1
  1
  1
  0
  0
  1


Discolored
  3
  5
  9
  7
  4
  0
  3
  2


Large
  1
  0
  0
  0
  1
  1
  0
  1


Mass
  1
  1
  0
  0
  0
  0
  1
  0


Raised area
  2
  0
  0
  0
  0
  1
  0
  0


Rough surface
  0
  2
  0
  0
  1
  0
  0
  0


Thickened
  1
  0
  0
  0
  1
  0
  0
  1


Ulceration
  2
  0
  0
  0
  0
  1
  0
  0


Tail
Number Examined:
  0
  1
  0
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Mass
  0
  1
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Testis
Number Examined:
 55
 50
 50
 55
  0
  0
  0
  0


Unremarkable:
 43
 43
 48
 50
  0
  0
  0
  0


Cyst
  0
  0
  0
  1
  0
  0
  0
  0


Discolored
  3
  2
  0
  0
  0
  0
  0
  0


Large
  2
  1
  0
  1
  0
  0
  0
  0


Small
  6
  2
  1
  1
  0
  0
  0
  0


Soft
  7
  4
  2
  3
  0
  0
  0
  0


Thoracic Cavity
Number Examined:
  1
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Abnormal contents
  1
  0
  1
  0
  0
  0
  0
  0


Thymus
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 51
 40
 43
 50
 45
 39
 46
 44


Cyst
  0
  0
  0
  0
  2
  0
  0
  0


Discolored
  0
  4
  0
  0
  0
  0
  0
  0


Firm
  0
  0
  0
  0
  0
  0
  0
  1


Large
  0
  0
  0
  0
  2
  0
  0
  1


Mass
  0
  0
  0
  1
  3
  4
  3
  2


Not identified
  4
  6
  7
  4
  3
  7
  1
  8

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Thyroid
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 49
 46
 42
 47
 52
 50
 49
 54


Cyst
  3
  1
  0
  1
  0
  0
  0
  1


Discolored
  0
  0
  0
  0
  1
  0
  0
  0


Large
  3
  4
  8
  7
  2
  0
  1
  0


Tooth, Other
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Mass
  0
  0
  1
  0
  0
  0
  0
  0


Trachea
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 49
 50
 55
 55
 50
 50
 55


Abnormal contents
  0
  1
  0
  0
  0
  0
  0
  0


Ureter
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 54
 49
 50
 55
 54
 49
 45
 53


Large
  1
  1
  0
  0
  1
  1
  3
  0


Not identified
  0
  0
  0
  0
  0
  0
  1
  2


Raised area
  0
  0
  0
  0
  0
  0
  1
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Urinary Bladder
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 54
 49
 49
 55
 54
 49
 48
 55


Abnormal contents
  1
  1
  0
  0
  0
  0
  1
  0


Calculus
  0
  0
  0
  0
  0
  0
  1
  0


Discolored
  1
  0
  0
  0
  0
  0
  0
  0


Large
  1
  1
  1
  0
  0
  0
  2
  0


Not identified
  0
  0
  0
  0
  0
  1
  0
  0


Thickened
  0
  0
  0
  0
  1
  0
  2
  0


Uterus
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 44
 43
 44
 50


Abnormal contents
  0
  0
  0
  0
  1
  1
  2
  0


Cyst
  0
  0
  0
  0
  7
  4
  2
  1


Discolored
  0
  0
  0
  0
  0
  1
  0
  0


Intussusception
  0
  0
  0
  0
  0
  1
  0
  0


Large
  0
  0
  0
  0
  1
  0
  3
  0


Mass
  0
  0
  0
  0
  4
  0
  0
  2


Small
  0
  0
  0
  0
  0
  0
  0
  1


Thickened wall
  0
  0
  0
  0
  0
  0
  0
  1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Macroscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Unremarkable:
  5
  6
  6
 12
  4
  3
  8
  4


Vagina
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 54
 48
 48
 53


Abnormal contents
  0
  0
  0
  0
  0
  0
  0
  1


Large
  0
  0
  0
  0
  0
  0
  0
  1


Mass
  0
  0
  0
  0
  1
  1
  1
  1


Prolapsed
  0
  0
  0
  0
  0
  1
  1
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
Table 5.4: Incidence of Microscopic Observations - Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Abdominal Cavity
Number Examined:
  0
  0
  0
  1
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Necrosis, fat
  0
  0
  0
  1
  0
  0
  0
  0


Adipose, Other
Number Examined:
  0
  0
  0
  0
  4
  0
  0
  1


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


C‑Vascular neoplasm, see body,


whole for type
  0
  0
  0
  0
  1
  0
  0
  0


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  0
  0
  1


Necrosis
  0
  0
  0
  0
  3
  0
  0
  1


Adipose, White,


Kidney Fat Pad
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Hemorrhage
  0
  0
  1
  0
  0
  0
  0
  0


Inflammation, chronic‑active
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Adrenal, Cortex
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  2
  1
  1
  1
  0
  0
  0
  0


Atrophy
  0
  0
  0
  0
  1
  0
  0
  1


B‑Adenoma
  4
  2
  2
  0
  1
  1
  1
  2


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  0
  0
  0
  1


Degeneration, cystic/hemorrhagic
 28
 22
 29
 27
 24
 23
 24
 29


Hyperplasia
  3
  3
  1
  1
  1
  1
  1
  0


Hypertrophy
  5
  7
  7
  2
  3
  3
  5
  2


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  0
  1
  0


M‑Carcinoma
  0
  1
  0
  2
  1
  1
  0
  1


Adrenal, Medulla
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 32
 22
 30
 27
 23
 22
 23
 29


B‑Pheochromocytoma
  1
  0
  1
  0
  2
  0
  0
  0


Hyperplasia
  0
  1
  0
  1
  0
  0
  1
  0


Infiltrate, mononuclear cell
  0
  0
  0
  0
  0
  1
  0
  1


M‑Malignant pheochromocytoma
  0
  1
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Body, Whole/Cavity
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 26
 17
 25
 23
 22
 23
 20
 27


B‑Angioma
  0
  0
  0
  0
  0
  0
  1
  0


B‑Hemangioma
  1
  1
  2
  1
  1
  0
  1
  1


M‑Hemangiosarcoma
  5
  4
  3
  1
  2
  0
  2
  1


M‑Leukemia, mononuclear cell
  0
  0
  0
  0
  0
  0
  0
  1


M‑Lymphosarcoma
  1
  1
  1
  2
  0
  0
  0
  0


M‑Mesothelioma
  1
  1
  0
  1
  0
  0
  0
  0


M‑Plasma cell tumor
  0
  0
  0
  0
  1
  0
  0
  0


Brain
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 27
 22
 30
 24
 16
 11
 14
 17


B‑Granular cell tumor
  0
  0
  0
  1
  1
  0
  0
  0


Compression, ventral
  6
  2
  0
  3
  9
 12
 10
 13


M‑Malignant astrocytoma
  0
  0
  1
  0
  0
  0
  0
  0


N‑Carcinoma
  0
  0
  0
  0
  1
  0
  0
  0


Cecum
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 32
 24
 31
 27
 25
 23
 22
 30


B‑Lipoma
  0
  0
  0
  1
  0
  0
  0
  0


Ectasia, crypt/gland
  1
  0
  0
  0
  0
  0
  0
  0


Hemorrhage
  1
  0
  0
  0
  0
  0
  0
  0


Inflammation
  1
  0
  0
  0
  0
  0
  0
  0


Inflammation, chronic,


vascular/perivascular
  0
  0
  0
  0
  0
  0
  1
  0


Parasite,  nematode
  0
  0
  0
  0
  0
  0
  1
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Cervix
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
 20
 18
 19
 25


B‑Polyp, stromal
  0
  0
  0
  0
  0
  1
  0
  0


Hyperplasia, epithelium
  0
  0
  0
  0
  3
  0
  5
  2


Hypertrophy, stroma
  0
  0
  0
  0
  0
  1
  0
  1


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  1
  0
  1


Lumen, exudate/debris
  0
  0
  0
  0
  1
  3
  0
  1


M‑Carcinoma
  0
  0
  0
  0
  1
  0
  0
  0


Clitoral Gland
Number Examined:
  0
  0
  0
  0
  1
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Inflammation/cyst
  0
  0
  0
  0
  1
  0
  0
  0


Colon
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 32
 23
 29
 28
 25
 22
 24
 30


Parasite, nematode
  1
  1
  2
  0
  0
  1
  0
  0


Death Comment
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Scheduled sacrifice
 33
 24
 31
 28
 25
 23
 24
 30


Duodenum
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 28
 24
 23
 24
 30


C‑Vascular neoplasm, see body,


whole for type
  0
  0
  0
  0
  1
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Epididymis
Number Examined:
 33
 24
 31
 28
  0
  0
  0
  0


Unremarkable:
 27
 22
 26
 25
  0
  0
  0
  0


C‑Mesothelioma, see body, whole
  1
  1
  0
  1
  0
  0
  0
  0


Granuloma, sperm
  1
  0
  1
  0
  0
  0
  0
  0


Hypospermia
  4
  1
  2
  2
  0
  0
  0
  0


Infiltrate, mononuclear cell
  1
  0
  2
  0
  0
  0
  0
  0


Esophagus
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 31
 24
 30
 27
 24
 23
 24
 30


Degeneration/regeneration,


muscularis
  2
  0
  1
  1
  1
  0
  0
  0


Eye
Number Examined:
 32
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 24
 20
 21
 19
 19
 19
 20
 20


Atrophy, retina
  7
  4
 10
  9
  6
  4
  4
 10


B‑Schwannoma
  1
  0
  0
  0
  0
  0
  0
  0


Cataract
  0
  0
  1
  1
  0
  0
  0
  0


Inflammation, chronic‑active
  0
  0
  0
  1
  0
  0
  0
  0


Rosette, retina
  1
  0
  0
  0
  0
  0
  0
  0


Foot/Footpad
Number Examined:
  8
  3
  5
  2
  0
  2
  3
  2


Unremarkable:
  0
  1
  0
  0
  0
  0
  0
  0


Inflammation/hyperplasia
  8
  2
  5
  2
  0
  2
  3
  2


Ulcer
  4
  0
  3
  0
  0
  0
  0
  2

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Harderian Gland
Number Examined:
 32
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 10
 12
 19
 12
 17
 15
 16
 17


Degeneration
  1
  0
  0
  0
  0
  0
  0
  0


Hyperplasia
  5
  2
  2
  3
  2
  1
  0
  1


Infiltrate, mononuclear cell
 18
 11
 12
 15
  8
  7
  8
 10


Inflammation, chronic‑active
  0
  0
  0
  1
  0
  0
  0
  0


Inflammation, granulomatous
  0
  1
  0
  1
  0
  1
  1
  3


Heart
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  2
  2
  0
  0
  6
  7
  5
  3


B‑Endocardial schwannoma
  0
  0
  0
  0
  0
  0
  0
  1


Cardiomyopathy, degenerative
 31
 22
 30
 28
 19
 16
 19
 27


Hyperplasia, endocardium
  0
  0
  0
  0
  0
  0
  0
  1


Inflammation, vessel
  0
  0
  1
  0
  0
  0
  0
  0


M‑Endocardial schwannoma
  0
  0
  0
  0
  0
  0
  0
  1


Ileum
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 27
 25
 23
 24
 30


Inflammation, chronic‑active
  0
  0
  0
  1
  0
  0
  0
  0


Jejunum
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 27
 25
 23
 24
 30


N‑Carcinoma
  0
  0
  0
  1
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Kidney
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  3
  2
  3
  1
  6
  4
  4
  5


B‑Infiltrating lipoma
  0
  0
  0
  0
  0
  1
  0
  0


Cyst
  1
  0
  3
  1
  1
  1
  0
  0


Dilatation, pelvis
  0
  2
  2
  1
  1
  2
  1
  3


Dilatation, tubule(s)
  0
  0
  0
  0
  0
  1
  0
  0


Hemorrhage/hematoma
  1
  0
  0
  0
  0
  0
  0
  0


Hyperplasia, transitional cell
  3
  0
  1
  2
 16
  8
  4
  9


Hyperplasia, tubule cell
  0
  1
  0
  0
  0
  0
  0
  0


Mineralization, pelvis
  7
  5
  2
  4
 17
 12
 15
 16


Nephropathy, chronic progressive
 30
 22
 28
 27
  8
 15
 16
 15


Pyelonephritis
  6
  0
  1
  0
  1
  0
  0
  0


Lacrimal Gland
Number Examined:
  2
  0
  1
  5
  0
  0
  0
  0


Unremarkable:
  1
  0
  0
  0
  0
  0
  0
  0


Ectopic Harderian gland
  1
  0
  1
  5
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  1
  1
  1
  1
  0
  0
  0
  1


Angiectasis
  5
  5
  2
  3
  3
  5
  2
  4


B‑Adenoma, hepatocellular
  2
  0
  1
  0
  2
  0
  0
  2


Barbiturate lysis
  0
  0
  0
  1
  0
  0
  0
  1


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  0
  0
  0
  1


Cyst, biliary
  0
  0
  0
  0
  0
  0
  1
  0


Degeneration, cystic
  5
  0
  0
  3
  2
  0
  0
  0


Fibrosis/biliary hyperplasia
  7
  6
  9
  9
 17
 13
 12
 15


Focus, cellular alteration,


basophilic
 23
 16
 27
 21
 22
 23
 20
 24


Focus, cellular alteration, clear
  0
  0
  0
  0
  1
  0
  0
  0


Focus, cellular alteration,


eosinophilic
 12
 12
 14
 10
  6
  4
  6
  8


Hematopoiesis, extramedullary
  0
  2
  0
  0
  0
  1
  0
  1


Hyperplasia, Kupffer cell
  0
  1
  0
  0
  0
  0
  0
  0


Infiltrate, mononuclear cell
 19
 11
 15
 16
 17
 13
 11
 15


Lipidosis, tension
  0
  0
  0
  1
  0
  0
  0
  0


M‑Carcinoma, hepatocellular
  0
  0
  0
  0
  1
  0
  0
  0


Mitosis, hepatocyte, increased
  0
  0
  0
  0
  0
  1
  0
  0


Multinucleated hepatocyte,


increased
  0
  0
  0
  0
  3
  0
  1
  4


N‑Carcinoma
  0
  0
  0
  0
  0
  0
  0
  1


Necrosis, hepatocyte
  0
  0
  0
  2
  1
  0
  0
  1


N‑Sarcoma
  0
  1
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  1
  1
  1
  1
  0
  0
  0
  1


Pigment, increased
  0
  0
  0
  0
  1
  0
  0
  0


Vacuolation, increased, hepatocyte
  4
 11
 10
  3
  5
  3
  2
  4


Lung
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 23
 15
 19
 22
 16
 15
 19
 22


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  0
  0
  0
  1


C‑Vascular neoplasm, see body,


whole for type
  0
  1
  0
  0
  0
  0
  0
  0


Granuloma
  3
  1
  1
  0
  0
  2
  0
  1


Hyperplasia, epithelium, alveolus
  0
  1
  1
  0
  0
  0
  0
  0


Infiltrate, macrophages, alveolus
  0
  0
  0
  0
  0
  0
  1
  0


Infiltrate, macrophages,


vacuolated
  9
  7
 10
  6
  8
  6
  4
  7


Inflammation, mixed cell
  1
  1
  2
  1
  3
  3
  1
  1


N‑Carcinoma
  0
  0
  0
  0
  1
  0
  0
  0


Pigment
  0
  0
  1
  0
  0
  0
  1
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node,


Inguinal
Number Examined:
 29
 20
 29
 26
 23
 19
 18
 24


Unremarkable:
 27
 20
 29
 25
 22
 19
 18
 24


Dilatation, sinus
  0
  0
  0
  1
  0
  0
  0
  0


Hyperplasia, lymphocytes
  2
  0
  0
  1
  0
  0
  0
  0


N‑Carcinoma
  0
  0
  0
  0
  1
  0
  0
  0


Lymph Node,


Mesenteric
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 26
 21
 23
 23
 22
 21
 18
 26


Angiectasis
  0
  0
  1
  1
  0
  0
  0
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  0
  0
  0
  1


C‑Vascular neoplasm, see body,


whole for type
  5
  2
  5
  2
  2
  0
  3
  2


Erythrocytes, sinus, increased
  3
  1
  2
  3
  1
  1
  5
  1


Inflammation
  0
  0
  0
  0
  0
  1
  0
  0


Lymph Node, Other
Number Examined:
  1
  1
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Dilatation, sinus
  1
  0
  0
  0
  0
  0
  0
  0


Hyperplasia, lymphocytes
  0
  0
  1
  0
  0
  0
  0
  0


N‑Sarcoma
  0
  1
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland
Number Examined:
 30
 17
 23
 19
 25
 23
 23
 30


Unremarkable:
 24
 17
 21
 15
  5
  3
  8
  3


B‑Adenoma
  0
  0
  0
  0
  0
  0
  2
  0


B‑Fibroadenoma
  0
  0
  0
  0
  3
  6
  3
  4


Cyst/ectasia with inflammation
  6
  0
  2
  4
 15
 18
 11
 21


Hyperplasia
  0
  0
  0
  0
 16
 17
 11
 18


M‑Carcinoma
  0
  0
  0
  0
  3
  3
  2
  4


Mandibular


Salivary Gland
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 28
 25
 22
 24
 30


M‑Sarcoma
  0
  0
  0
  0
  0
  1
  0
  0


Marrow, Sternum
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 28
 23
 31
 28
 25
 23
 24
 28


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  0
  0
  0
  1


Hyperplasia, myeloid
  5
  1
  0
  0
  0
  0
  0
  1


Mesentery
Number Examined:
  0
  0
  0
  0
  1
  0
  0
  1


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Inflammation
  0
  0
  0
  0
  1
  0
  0
  0


N‑Carcinoma
  0
  0
  0
  0
  0
  0
  0
  1


Necrosis
  0
  0
  0
  0
  1
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Biceps


Femoris
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 16
  5
  2
  6
  7
 15
 20
 11


Degeneration/regeneration
 17
 19
 29
 22
 18
  8
  4
 19


Nerve, Optic
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 27
 24
 23
 23
 30


Atrophy
  0
  0
  0
  0
  1
  0
  1
  0


Degeneration, axon
  0
  0
  0
  1
  0
  0
  0
  0


Nerve, Sciatic
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 30
 28
 14
 22
 20
 23


Degeneration, axon, increased
  0
  0
  1
  0
 11
  1
  4
  7


Ovary
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 29


Unremarkable:
  0
  0
  0
  0
 13
  8
  7
 12


B‑Granulosa/theca cell tumor
  0
  0
  0
  0
  2
  1
  1
  3


C‑Vascular neoplasm, see body,


whole for type
  0
  0
  0
  0
  0
  0
  1
  0


Cyst, bursa
  0
  0
  0
  0
  1
  1
  1
  3


Cyst, corpus luteum
  0
  0
  0
  0
  0
  0
  1
  1


Cyst, follicle
  0
  0
  0
  0
  0
  1
  5
  0


Cyst, parovarian
  0
  0
  0
  0
  6
  3
  2
  6


Hyperplasia, interstitial cell
  0
  0
  0
  0
  7
 12
 11
  7

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  5
  5
  3
  0
 13
 14
 20
 15


Alteration, basophilic
  1
  2
  0
  5
  1
  0
  0
  1


Atrophy, acinar
  2
  4
  4
  6
  2
  3
  0
  3


B‑Adenoma, islet cell
  1
  0
  0
  0
  2
  0
  1
  0


Depletion, zymogen
  0
  0
  2
  0
  0
  0
  0
  1


Ectopic spleen
  0
  0
  0
  0
  0
  0
  0
  1


Hyperplasia, islet cell
 26
 19
 26
 27
  8
  8
  0
  9


Infiltrate, mononuclear cell
  1
  5
 10
  4
  2
  1
  2
  5


Inflammation, acute
  0
  0
  0
  1
  0
  0
  0
  0


Inflammation, chronic
  4
  0
  3
  2
  1
  0
  0
  0


Inflammation, vessel
  0
  0
  1
  0
  0
  0
  1
  0


M‑Carcinoma, acinar Cell
  0
  0
  0
  0
  0
  1
  0
  0


M‑Carcinoma, islet cell
  1
  0
  0
  0
  0
  0
  0
  1


N‑Carcinoma
  0
  0
  0
  0
  0
  0
  0
  1


Thrombus
  0
  0
  0
  0
  0
  0
  1
  0


Parathyroid
Number Examined:
 33
 22
 30
 28
 25
 23
 24
 29


Unremarkable:
 30
 19
 28
 25
 25
 22
 24
 29


B‑Adenoma
  0
  1
  1
  1
  0
  1
  0
  0


Hyperplasia
  3
  2
  1
  2
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 10
 10
  9
  9
  3
  2
  5
  2


B‑Adenoma
 13
  6
 12
 13
 18
 18
 18
 26


Cyst, craniopharyngeal
  2
  1
  0
  0
  0
  0
  0
  0


Hyperplasia
 10
  9
 11
  8
  4
  3
  2
  5


M‑Carcinoma
  0
  0
  0
  0
  1
  0
  0
  0


Preputial Gland
Number Examined:
  1
  1
  0
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Inflammation, chronic‑active
  1
  1
  0
  0
  0
  0
  0
  0


Prostate
Number Examined:
 33
 24
 31
 28
  0
  0
  0
  0


Unremarkable:
 15
 10
  9
 14
  0
  0
  0
  0


B‑Adenoma
  0
  0
  1
  1
  0
  0
  0
  0


Hyperplasia
  1
  0
  2
  1
  0
  0
  0
  0


Inflammation, chronic‑active
 17
 14
 20
 14
  0
  0
  0
  0


M‑Carcinoma
  0
  0
  1
  0
  0
  0
  0
  0


Seminal Vesicle
Number Examined:
 33
 24
 31
 28
  0
  0
  0
  0


Unremarkable:
 29
 24
 29
 27
  0
  0
  0
  0


Decreased secretion
  2
  0
  0
  0
  0
  0
  0
  0


Hyperplasia
  1
  0
  1
  1
  0
  0
  0
  0


Inflammation, chronic‑active
  3
  0
  2
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Skin/Subcutis
Number Examined:
 33
 23
 31
 28
 25
 23
 24
 30


Unremarkable:
 22
 19
 28
 20
 24
 22
 20
 25


B‑Adenoma, sebaceous
  0
  0
  1
  1
  0
  0
  0
  0


B‑Fibroma
  1
  1
  0
  0
  0
  0
  0
  1


B‑Hibernoma
  1
  0
  0
  0
  0
  0
  0
  0


B‑Keratoacanthoma
  5
  0
  1
  2
  0
  0
  0
  0


B‑Papilloma, squamous cell
  2
  1
  1
  1
  0
  0
  1
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  1
  0
  0
  0
  0
  0
  0
  0


C‑Vascular neoplasm, see body,


whole for type
  0
  0
  0
  0
  1
  0
  0
  0


Erosion/ulcer
  0
  1
  0
  0
  0
  1
  1
  1


Inflammation, chronic‑active
  2
  1
  0
  4
  0
  1
  2
  4


M‑Carcinoma
  1
  0
  0
  0
  0
  0
  0
  0


M‑Carcinoma, squamous cell
  0
  0
  0
  1
  0
  0
  0
  0


M‑Fibrosarcoma
  0
  0
  0
  0
  0
  0
  1
  0


M‑Liposarcoma
  0
  1
  0
  0
  0
  0
  0
  0


Spinal Cord
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 22
 29
 26
 24
 22
 23
 28


Degeneration, axon, increased
  0
  2
  2
  2
  1
  1
  1
  2

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 17
 18
 22
 14
 14
  7
 10
 11


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  0
  0
  0
  1


Congestion
  0
  0
  0
  0
  0
  1
  0
  0


C‑Vascular neoplasm, see body,


whole for type
  1
  2
  0
  0
  0
  0
  0
  0


Fibrosis, capsule
  0
  0
  0
  0
  0
  1
  0
  0


Hematoma
  0
  0
  0
  0
  0
  0
  0
  1


Hematopoiesis, extramedullary,


increased
 16
  4
  9
 14
 11
 14
 14
 18


Pigment, increased
  0
  0
  0
  0
  0
  1
  0
  0


Stomach, Glandular
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 30
 24
 21
 28
 25
 23
 21
 29


Degeneration, muscle
  1
  0
  1
  0
  0
  0
  0
  0


Erosion/ulcer
  0
  0
  2
  0
  0
  0
  0
  1


Hemorrhage
  0
  0
  7
  0
  0
  0
  2
  0


Hyperplasia, epithelium
  1
  0
  0
  0
  0
  0
  0
  0


Inflammation, chronic‑active
  1
  0
  0
  0
  0
  0
  0
  0


Inflammation, vessel
  0
  0
  1
  0
  0
  0
  1
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach,


Nonglandular
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 30
 23
 30
 28
 25
 23
 23
 30


Hyperplasia, epithelium
  3
  0
  1
  0
  0
  0
  1
  0


Inflammation, chronic‑active
  3
  0
  0
  0
  0
  0
  0
  0


M‑Sarcoma
  0
  1
  0
  0
  0
  0
  0
  0


Ulcer/erosion
  1
  0
  0
  0
  0
  0
  0
  0


Testis
Number Examined:
 33
 24
 31
 28
  0
  0
  0
  0


Unremarkable:
 26
 20
 27
 23
  0
  0
  0
  0


Atrophy/degeneration
  5
  3
  2
  3
  0
  0
  0
  0


B‑Interstitial cell tumor
  2
  1
  1
  1
  0
  0
  0
  0


C‑Mesothelioma, see body, whole
  0
  1
  0
  1
  0
  0
  0
  0


Edema
  0
  0
  1
  1
  0
  0
  0
  0


Granuloma, sperm
  1
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus
Number Examined:
 32
 24
 30
 27
 25
 22
 24
 30


Unremarkable:
 24
 16
 20
 17
 11
 13
 15
 14


B‑Thymoma
  0
  0
  2
  2
  3
  3
  1
  3


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  1
  1
  1
  0
  0
  0
  0


C‑Mesothelioma, see body whole
  0
  0
  0
  1
  0
  0
  0
  0


Cyst, increased
  0
  0
  0
  0
  2
  0
  2
  4


Hemorrhage
  0
  0
  1
  0
  2
  1
  1
  3


Hyperplasia, epithelium
  5
  5
  4
  5
  6
  4
  5
 10


Hyperplasia, lymphocyte
  3
  4
  7
  5
  6
  4
  4
  5


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  0
  1
  0


Thyroid
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
  1
  2
  0
  0


B‑Adenoma, C‑cell
  3
  5
  6
  6
  5
  6
  2
  5


B‑Adenoma, follicular cell
  7
  7
  7
  5
  1
  3
  2
  1


Cyst, follicle
  6
  7
  2
  2
  5
  5
  2
  4


Hyperplasia, diffuse, C‑cell
 33
 23
 30
 28
 23
 18
 24
 29


Hyperplasia, focal,  C‑cell
  4
  2
  3
  4
  1
  4
  4
  3


Hyperplasia, follicular cell
  6
  6
  7
  3
  2
  4
  2
  2


Infiltrate, mononuclear cell
  0
  0
  0
  1
  0
  1
  0
  0


M‑Carcinoma, C‑cell
  0
  1
  0
  0
  0
  0
  0
  0


M‑Carcinoma, follicular cell
  3
  1
  3
  3
  1
  0
  1
  1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tongue
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 30
 28
 25
 23
 23
 29


Infiltrate, mononuclear cell
  0
  0
  1
  0
  0
  0
  0
  1


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  0
  1
  0


Ureter
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 29


Unremarkable:
 33
 24
 30
 27
 25
 23
 24
 29


Hyperplasia, transitional cell
  0
  0
  0
  1
  0
  0
  0
  0


Inflammation
  0
  0
  1
  1
  0
  0
  0
  0


Urinary Bladder
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 29


Unremarkable:
 33
 24
 30
 28
 25
 23
 24
 29


Hemorrhage
  0
  0
  1
  0
  0
  0
  0
  0


Inflammation
  0
  0
  1
  0
  0
  0
  0
  0


Uterus
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
 15
 14
 15
 23


B‑Polyp, endometrial stromal
  0
  0
  0
  0
  1
  4
  1
  0


Cyst
  0
  0
  0
  0
  1
  5
  5
  3


Dilatation
  0
  0
  0
  0
  3
  0
  2
  0


Hyperplasia, cystic endometrial
  0
  0
  0
  0
  2
  1
  1
  1


Hyperplasia, endometrium
  0
  0
  0
  0
  0
  1
  0
  1


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  0
  0
  1


Intussusception
  0
  0
  0
  0
  0
  1
  0
  0


Lumen, debris, cellular
  0
  0
  0
  0
  0
  1
  0
  0


M‑Carcinoma
  0
  0
  0
  0
  3
  0
  0
  1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Vagina
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
 16
 14
 15
 13


Exudate, lumen
  0
  0
  0
  0
  0
  2
  0
  0


Mucification, epithelium
  0
  0
  0
  0
  9
  9
  9
 17

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
Table 5.5: Incidence of Microscopic Observations - Unscheduled Euthanasias and Deaths

Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Abdominal Cavity
Number Examined:
  0
  0
  0
  0
  1
  1
  1
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


C‑Vascular neoplasm, see body,


whole for type
  0
  0
  0
  0
  0
  1
  0
  0


Hemorrhage
  0
  0
  0
  0
  1
  0
  0
  0


I‑Carcinoma
  0
  0
  0
  0
  0
  0
  1
  0


Adipose, Other
Number Examined:
  0
  0
  0
  0
  1
  0
  0
  3


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  1


N‑Carcinoma
  0
  0
  0
  0
  1
  0
  0
  1


Necrosis
  0
  0
  0
  0
  0
  0
  0
  1


Adipose, White,


Mesenteric
Number Examined:
  0
  0
  0
  1
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


M‑Fibrosarcoma
  0
  0
  0
  1
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Adrenal, Cortex
Number Examined:
 22
 25
 19
 27
 30
 27
 26
 25


Unremarkable:
 12
 11
  6
 14
  3
  3
  3
  1


Atrophy
  0
  0
  0
  0
  0
  0
  0
  1


B‑Adenoma
  0
  1
  0
  0
  0
  1
  1
  1


Degeneration, cystic/hemorrhagic
 10
 13
 13
 12
 27
 23
 23
 23


Hematopoiesis, increased
  0
  0
  0
  0
  0
  0
  0
  1


Hyperplasia
  0
  1
  0
  1
  0
  2
  0
  1


Hypertrophy
  0
  2
  2
  0
  3
  0
  1
  2


M‑Carcinoma
  0
  0
  0
  0
  0
  0
  1
  0


N‑Carcinoma
  0
  0
  0
  0
  1
  0
  0
  0


Necrosis
  0
  1
  0
  0
  0
  0
  0
  0


Adrenal, Medulla
Number Examined:
 22
 25
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 24
 18
 26
 30
 27
 25
 25


B‑Pheochromocytoma
  0
  0
  1
  0
  0
  0
  0
  0


Infiltrate, mononuclear cell
  0
  0
  0
  1
  0
  0
  1
  0


M‑Malignant pheochromocytoma
  0
  1
  0
  0
  0
  0
  0
  0


Aorta
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 25
 19
 27
 30
 27
 26
 25


Mineralization
  0
  1
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Body, Whole/Cavity
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 20
 20
 15
 19
 27
 24
 21
 21


B‑Hemangioma
  0
  1
  1
  1
  1
  0
  0
  0


M‑Hemangiosarcoma
  1
  2
  1
  4
  0
  2
  1
  0


M‑Histiocytic Sarcoma
  0
  3
  1
  2
  2
  1
  1
  4


M‑Lymphosarcoma
  2
  1
  1
  1
  0
  0
  3
  0


Brain
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 10
 15
 11
 14
 11
 10
 10
  9


B‑Granular cell tumor
  0
  1
  0
  1
  0
  0
  0
  0


B‑Oligodendroglioma
  1
  0
  0
  2
  0
  0
  0
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  1
  0
  0
  0
  0


Compression, ventral
  8
 10
  8
  8
 19
 17
 16
 16


Gliosis
  0
  0
  0
  1
  0
  1
  0
  0


Hemorrhage
  1
  0
  0
  0
  0
  0
  0
  0


I‑Carcinoma
  0
  0
  0
  1
  1
  0
  0
  1


M‑Malignant astrocytoma
  1
  0
  0
  0
  0
  0
  0
  0


M‑Meningeal sarcoma
  0
  0
  0
  1
  0
  0
  0
  0


Necrosis, gray matter
  0
  0
  0
  1
  0
  1
  0
  0


Necrosis/loss, neurons
  0
  1
  0
  0
  0
  0
  0
  0


Vacuoles, white matter
  1
  0
  0
  0
  0
  0
  0
  0


Cecum
Number Examined:
 22
 25
 19
 25
 30
 25
 26
 25


Unremarkable:
 22
 25
 19
 25
 30
 25
 26
 24


Erosion/ulcer
  0
  0
  0
  0
  0
  0
  0
  1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Cervix
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 25
 21
 21
 21


B‑Polyp, stromal
  0
  0
  0
  0
  1
  1
  0
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  0
  0
  1
  2


C‑Vascular neoplasm, see body,


whole for type
  0
  0
  0
  0
  0
  0
  1
  0


Cyst
  0
  0
  0
  0
  0
  1
  0
  0


Hyperplasia, epithelium
  0
  0
  0
  0
  2
  1
  0
  2


I‑Carcinoma
  0
  0
  0
  0
  0
  1
  0
  0


I‑Sarcoma
  0
  0
  0
  0
  1
  0
  0
  0


Lumen, exudate/debris
  0
  0
  0
  0
  3
  1
  0
  0


M‑Carcinoma
  0
  0
  0
  0
  0
  0
  1
  0


M‑Carcinoma, squamous cell
  0
  0
  0
  0
  0
  1
  0
  0


M‑Leiomyosarcoma
  0
  0
  0
  0
  0
  0
  1
  0


M‑Sarcoma, stromal
  0
  0
  0
  0
  0
  1
  2
  0


Clitoral Gland
Number Examined:
  0
  0
  0
  0
  1
  1
  0
  3


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  1


Inflammation/cyst
  0
  0
  0
  0
  1
  0
  0
  2


M‑Carcinoma
  0
  0
  0
  0
  0
  1
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Colon
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 19
 26
 28
 27
 26
 25


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  1
  0
  0
  0


Parasite, nematode
  0
  0
  0
  1
  1
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Death Comment
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Accidental
  1
  0
  0
  0
  1
  0
  0
  0


Chronic anemia
  0
  0
  0
  0
  0
  1
  0
  0


Degeneration, peripheral nerve
  0
  0
  0
  1
  0
  0
  0
  0


Heart failure
  0
  1
  0
  0
  0
  0
  0
  0


Hematopoietic neoplasm
  1
  3
  0
  3
  1
  1
  1
  4


Inflammation
  3
  3
  6
  5
  1
  2
  4
  2


Malacia, central nervous system
  1
  0
  0
  0
  0
  0
  0
  0


Mesothelioma
  0
  0
  1
  0
  0
  0
  0
  0


Neoplasia, abdominal cavity
  0
  0
  0
  1
  0
  0
  0
  0


Neoplasia, alimentary
  1
  1
  1
  0
  0
  0
  0
  0


Neoplasia, endocrine
  0
  0
  0
  0
  1
  0
  0
  0


Neoplasia, mammary
  0
  0
  0
  0
  3
  6
  2
  3


Neoplasia, nervous system
  2
  2
  0
  3
  0
  0
  0
  0


Neoplasia, pituitary
  8
 10
  7
  5
 18
 10
 13
 12


Neoplasia, reproductive/urinary
  0
  0
  0
  0
  4
  3
  5
  1


Neoplasia, skeletal
  0
  0
  2
  0
  0
  0
  0
  0


Neoplasia, skin
  2
  3
  1
  4
  1
  1
  1
  0


Neoplasm, vascular
  1
  0
  0
  1
  0
  1
  0
  0


Undetermined
  2
  3
  1
  4
  0
  2
  0
  3


Duodenum
Number Examined:
 21
 24
 19
 26
 30
 25
 26
 25


Unremarkable:
 21
 24
 18
 26
 30
 25
 26
 25


Ulcer
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Epididymis
Number Examined:
 22
 26
 19
 27
  0
  0
  0
  0


Unremarkable:
 20
 24
 19
 27
  0
  0
  0
  0


Granuloma, sperm
  0
  1
  0
  0
  0
  0
  0
  0


Hypospermia
  2
  1
  0
  0
  0
  0
  0
  0


Esophagus
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 24
 19
 27
 29
 25
 26
 25


Degeneration/regeneration,


muscularis
  1
  2
  0
  0
  1
  2
  0
  0


Inflammation, chronic‑active
  0
  0
  0
  0
  1
  1
  0
  0


Ulcer
  0
  0
  0
  0
  1
  0
  0
  0


Eye
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 20
 14
 21
 23
 25
 22
 21


Atrophy, retina
  1
  6
  5
  6
  7
  1
  4
  4


Rosette, retina
  0
  0
  0
  0
  0
  1
  0
  0


Ulceration, cornea
  0
  0
  0
  0
  0
  0
  1
  0


Foot/Footpad
Number Examined:
  3
  1
  6
  5
  1
  1
  0
  4


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Inflammation/hyperplasia
  3
  1
  6
  5
  1
  1
  0
  4


New bone formation
  0
  0
  0
  1
  0
  0
  0
  0


Ulcer
  0
  1
  3
  2
  1
  0
  0
  1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


GALT/Peyer's Patch
Number Examined:
 21
 25
 19
 27
 28
 24
 23
 24


Unremarkable:
 21
 25
 19
 26
 27
 24
 23
 24


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  1
  0
  0
  0
  0


Necrosis, lymphocytes
  0
  0
  0
  0
  1
  0
  0
  0


Harderian Gland
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 11
 17
 13
 16
 20
 19
 18
 18


B‑Adenoma
  0
  0
  0
  0
  1
  0
  0
  0


Hyperplasia
  1
  1
  1
  1
  1
  1
  0
  1


Infiltrate, mononuclear cell
 10
  6
  6
 11
  8
  7
  6
  7


Inflammation, chronic‑active
  0
  1
  0
  0
  0
  0
  0
  0


Inflammation, granulomatous
  1
  1
  0
  0
  0
  1
  2
  0


Heart
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  9
  9
  3
  9
 15
 15
 19
 15


Cardiomyopathy, degenerative
 12
 14
 15
 17
 15
 12
  6
 10


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  1
  0
  0
  0
  0
  0
  0


Hemorrhage
  2
  1
  0
  0
  1
  1
  0
  0


Hyperplasia, endocardium
  0
  0
  1
  1
  0
  0
  0
  0


Infiltrate, mononuclear cell
  0
  0
  0
  0
  0
  0
  1
  0


Inflammation, vessel
  1
  0
  0
  1
  0
  0
  0
  0


M‑Atriocaval mesothelioma
  0
  0
  1
  0
  0
  0
  0
  0


Mineralization, vessel
  0
  1
  0
  0
  0
  0
  0
  0


Thrombus, atrium
  0
  1
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Jejunum
Number Examined:
 19
 25
 19
 25
 29
 27
 25
 25


Unremarkable:
 19
 24
 18
 25
 29
 27
 25
 25


M‑Carcinoma
  0
  1
  0
  0
  0
  0
  0
  0


M‑Schwannoma
  0
  0
  1
  0
  0
  0
  0
  0


Joint, Other
Number Examined:
  1
  1
  0
  0
  0
  0
  0
  0


Unremarkable:
  1
  0
  0
  0
  0
  0
  0
  0


Hyperostosis, periosteum
  0
  1
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Kidney
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  9
  6
  5
  4
  7
  5
  6
  7


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  1
  0
  2
  0
  0
  0
  0


Cyst
  0
  1
  0
  0
  0
  1
  0
  0


Degeneration/necrosis, tubule
  0
  0
  0
  0
  0
  1
  0
  0


Degeneration/Regeneration, Tubule
  1
  0
  0
  0
  0
  0
  0
  0


Dilatation, pelvis
  3
  1
  1
  4
  1
  1
  3
  0


Dilatation, tubule(s)
  1
  0
  0
  0
  1
  1
  0
  0


Hyaline droplet, tubule cell
  0
  1
  0
  1
  0
  0
  0
  1


Hyperplasia, transitional cell
  3
  3
  3
  4
 16
 12
 12
 13


Hyperplasia, tubule cell
  0
  1
  0
  0
  0
  1
  0
  0


Inflammation, chronic
  1
  0
  0
  0
  0
  0
  0
  0


Mineralization, pelvis
  3
  2
  2
  2
 16
 15
 14
 14


M‑Liposarcoma
  0
  1
  0
  0
  0
  0
  0
  0


Nephropathy, chronic progressive
 11
 17
 13
 18
 16
 14
  8
 11


Pigment, increased
  0
  0
  0
  0
  2
  1
  0
  1


Pyelonephritis
  3
  1
  3
  4
  2
  4
  3
  2


Lacrimal Gland
Number Examined:
  0
  1
  2
  1
  1
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  1
  0
  0
  0


Ectopic Harderian gland
  0
  1
  2
  1
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  4
 10
  4
  4
  2
  3
  2
  2


Angiectasis
  0
  0
  1
  0
  4
  1
  2
  1


B‑Adenoma, hepatocellular
  0
  0
  0
  0
  0
  0
  1
  0


Barbiturate lysis
  0
  0
  0
  1
  0
  0
  0
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  1
  2
  0
  3
  0
  0
  1
  0


Congestion
  0
  0
  0
  0
  1
  0
  0
  0


Cyst, biliary
  0
  0
  0
  1
  0
  0
  0
  0


Fibrosis/biliary hyperplasia
  5
  0
  4
  4
  6
  6
  6
  6


Focus, cellular alteration,


basophilic
  6
  4
  8
 12
 22
 21
 20
 19


Focus, cellular alteration, clear
  0
  1
  0
  0
  0
  0
  0
  1


Focus, cellular alteration,


eosinophilic
  4
  3
  4
  4
  2
  2
  0
  0


Hematocyst
  0
  0
  0
  0
  0
  0
  0
  1


Hematopoiesis, extramedullary
  2
  2
  0
  0
  7
  3
  5
  1


Hemorrhage, centrilobular
  0
  0
  1
  0
  0
  0
  0
  1


Hyperplasia, Kupffer cell
  0
  0
  0
  1
  0
  1
  1
  1


Infiltrate, mononuclear cell
 10
  5
  9
 13
  8
 12
 10
 10


Karyomegaly, hepatocyte
  0
  0
  0
  0
  1
  0
  2
  1


Mitosis, hepatocyte, increased
  0
  0
  0
  1
  2
  2
  2
  1


Multinucleated hepatocyte,


increased
  0
  0
  0
  0
  1
  0
  0
  0


Necrosis, hepatocyte
  3
  3
  2
  4
  2
  2
  4
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  4
 10
  4
  4
  2
  3
  2
  2


Necrosis/degeneration,


hepatocyte, centrilobular
  1
  1
  2
  1
  1
  2
  1
  2


Pigment, increased
  1
  0
  0
  0
  0
  3
  0
  1


Vacuolation, increased, hepatocyte
  3
  5
  3
  4
  6
  3
  1
  5


Lung
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 11
 16
 11
 16
 24
 19
 22
 21


C‑Hematopoietic neoplasm, see


body, whole for type
  1
  2
  0
  2
  0
  1
  0
  1


Granuloma
  2
  2
  1
  1
  0
  0
  0
  0


Hemorrhage
  4
  1
  1
  1
  1
  0
  0
  0


Hyperplasia, epithelium, alveolus
  3
  0
  0
  0
  0
  0
  0
  0


Infiltrate, macrophages, alveolus
  2
  1
  0
  2
  0
  0
  0
  0


Infiltrate, macrophages,


vacuolated
  4
  5
  5
  8
  3
  5
  3
  3


Inflammation, acute
  0
  2
  0
  0
  1
  0
  0
  0


Inflammation, mixed cell
  3
  1
  2
  0
  0
  0
  1
  0


Leukocytosis
  0
  0
  0
  0
  0
  0
  1
  0


N‑Atriocaval mesothelioma
  0
  0
  1
  0
  0
  0
  0
  0


N‑Carcinoma
  0
  0
  0
  0
  2
  2
  1
  0


Pigment
  0
  1
  0
  0
  0
  0
  0
  0


Thrombus
  0
  0
  0
  0
  1
  0
  0
  0


X‑Osteosarcoma, metastatic,


primary unknown
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node,


Inguinal
Number Examined:
 16
 21
 12
 23
 27
 22
 18
 21


Unremarkable:
 15
 19
 12
 22
 25
 20
 17
 18


C‑Hematopoietic neoplasm, see


body, whole for type
  1
  0
  0
  0
  0
  0
  1
  0


Erythrocytes, sinus
  0
  0
  0
  0
  0
  0
  0
  1


Hyperplasia, lymphocytes
  0
  2
  0
  1
  2
  2
  0
  1


N‑Carcinoma
  0
  0
  0
  0
  0
  0
  0
  1


Lymph Node,


Mesenteric
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 19
 21
 16
 20
 27
 23
 26
 24


C‑Hematopoietic neoplasm, see


body, whole for type
  1
  1
  1
  1
  0
  0
  0
  0


C‑Vascular neoplasm, see body,


whole for type
  0
  3
  2
  3
  1
  1
  0
  0


Dilatation, sinus
  0
  1
  0
  0
  0
  0
  0
  0


Erythrocytes, sinus, increased
  1
  0
  0
  3
  2
  1
  0
  1


Hyperplasia, lymphocytes
  1
  0
  0
  0
  1
  1
  0
  0


Necrosis, lymphocytes
  0
  0
  0
  0
  1
  1
  0
  0


N‑Sarcoma
  0
  0
  0
  1
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Other
Number Examined:
  2
  1
  2
  3
  0
  1
  0
  3


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Abscess
  0
  0
  0
  0
  0
  0
  0
  1


C‑Hematopoietic neoplasm, see


body, whole for type
  1
  0
  0
  1
  0
  0
  0
  0


Erythrocytes, sinus, increased
  2
  1
  0
  1
  0
  1
  0
  2


Hyperplasia, lymphocytes
  0
  0
  1
  1
  0
  0
  0
  1


Infiltrate, neutrophils
  0
  0
  0
  0
  0
  0
  0
  1


N‑Atriocaval mesothelioma
  0
  0
  1
  0
  0
  0
  0
  0


N‑Sarcoma
  0
  0
  0
  1
  0
  0
  0
  0


Pigment
  0
  0
  0
  0
  0
  1
  0
  0


Mammary Gland
Number Examined:
 22
 24
 17
 21
 30
 27
 26
 24


Unremarkable:
 20
 24
 16
 18
 10
  8
 11
  7


Abscess
  0
  0
  0
  0
  1
  0
  0
  0


B‑Adenoma
  0
  0
  0
  0
  1
  0
  1
  2


B‑Fibroadenoma
  1
  0
  0
  0
  2
  7
  4
  2


Cyst/ectasia with inflammation
  1
  0
  1
  3
 16
 14
 14
 13


Granuloma
  0
  0
  0
  0
  1
  0
  0
  0


Hyperplasia
  0
  0
  0
  1
 13
 11
 10
 10


M‑Carcinoma
  0
  0
  0
  0
  6
  6
  5
  8

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mandibular


Salivary Gland
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 19
 26
 30
 26
 26
 25


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  1
  0
  0


M‑Carcinoma
  0
  0
  0
  1
  0
  0
  0
  0


Marrow, Sternum
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 15
 18
 16
 16
 19
 19
 18
 19


C‑Hematopoietic neoplasm, see


body, whole for type
  1
  0
  0
  1
  0
  0
  0
  0


Hyperplasia, erythroid
  0
  0
  0
  1
  1
  1
  0
  0


Hyperplasia, myeloid
  6
  8
  3
  9
 10
  7
  8
  6


Mesentery
Number Examined:
  0
  0
  0
  0
  1
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Hemorrhage
  0
  0
  0
  0
  1
  0
  0
  0


Muscle, Biceps


Femoris
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 23
 17
 24
 30
 25
 22
 24


Degeneration/regeneration
  1
  3
  2
  3
  0
  2
  4
  1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Other
Number Examined:
  0
  0
  0
  0
  0
  0
  1
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  0
  0
  1
  0


Nasal Turbinate
Number Examined:
 22
 26
 19
 27
 29
 27
 25
 25


Unremarkable:
 21
 25
 19
 26
 29
 27
 23
 25


Exudate, lumen
  1
  1
  0
  0
  0
  0
  0
  0


Inflammation
  0
  0
  0
  1
  0
  0
  1
  0


M‑Carcinoma, squamous cell
  0
  0
  0
  0
  0
  0
  1
  0


Nerve, Sciatic
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 19
 26
 30
 27
 26
 25


Degeneration, axon, increased
  0
  0
  0
  1
  0
  0
  0
  0


Ovary
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 24
 17
 20
 22


B‑Granulosa/theca cell tumor
  0
  0
  0
  0
  0
  0
  0
  1


C‑Vascular neoplasm, see body,


whole for type
  0
  0
  0
  0
  0
  1
  0
  0


Cyst, bursa
  0
  0
  0
  0
  1
  3
  0
  0


Cyst, corpus luteum
  0
  0
  0
  0
  0
  0
  1
  0


Cyst, parovarian
  0
  0
  0
  0
  3
  3
  0
  1


Hyperplasia, interstitial cell
  0
  0
  0
  0
  2
  3
  4
  2


N‑Carcinoma
  0
  0
  0
  0
  0
  0
  1
  1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  5
  8
  1
  8
 13
 12
 14
 16


Alteration, basophilic
  2
  0
  2
  1
  1
  0
  2
  1


Atrophy, acinar
  3
  1
  0
  2
  1
  2
  1
  1


B‑Adenoma, islet cell
  0
  1
  1
  0
  0
  0
  1
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  1
  1
  0
  0
  1


C‑Vascular neoplasm, see body,


whole for type
  0
  0
  0
  1
  0
  0
  0
  0


Depletion, zymogen
  1
  1
  2
  0
  2
  1
  1
  0


Hyperplasia, acinar cell
  0
  0
  0
  2
  0
  0
  0
  0


Hyperplasia, islet cell
 15
 17
 17
 16
  9
 11
  6
  6


Infiltrate, mononuclear cell
  1
  3
  2
  3
  2
  3
  3
  1


Inflammation, chronic
  2
  1
  1
  4
  3
  2
  0
  2


N‑Carcinoma
  0
  0
  0
  0
  1
  0
  1
  1


N‑Sarcoma
  0
  0
  0
  1
  0
  0
  0
  0


Parathyroid
Number Examined:
 21
 25
 19
 25
 29
 27
 26
 24


Unremarkable:
 21
 23
 18
 24
 27
 27
 26
 24


B‑Adenoma
  0
  0
  0
  0
  1
  0
  0
  0


Hyperplasia
  0
  2
  1
  1
  2
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary
Number Examined:
 21
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  8
  9
  9
 14
  3
  6
  6
  7


B‑Adenoma
  9
 15
  9
 10
 23
 20
 19
 15


Cyst, craniopharyngeal
  0
  0
  0
  1
  0
  0
  0
  0


Hematopoiesis, increased
  0
  0
  0
  0
  0
  0
  0
  1


Hemorrhage
  0
  0
  0
  0
  0
  0
  0
  1


Hyperplasia
  3
  2
  1
  2
  5
  2
  1
  0


Hyperplasia, erythroid
  0
  0
  0
  0
  0
  0
  0
  1


I‑Sarcoma
  1
  0
  0
  0
  0
  0
  0
  0


M‑Carcinoma
  0
  0
  0
  0
  1
  0
  0
  1


Preputial Gland
Number Examined:
  0
  0
  2
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Ectasia
  0
  0
  1
  0
  0
  0
  0
  0


Inflammation, chronic‑active
  0
  0
  2
  0
  0
  0
  0
  0


Prostate
Number Examined:
 22
 26
 19
 27
  0
  0
  0
  0


Unremarkable:
  9
 15
  7
 14
  0
  0
  0
  0


Hyperplasia
  0
  1
  1
  2
  0
  0
  0
  0


Inflammation, chronic‑active
 12
 10
 12
 13
  0
  0
  0
  0


M‑Carcinoma
  1
  0
  0
  0
  0
  0
  0
  0


Seminal Vesicle
Number Examined:
 22
 26
 19
 27
  0
  0
  0
  0


Unremarkable:
 19
 22
 18
 24
  0
  0
  0
  0


Decreased secretion
  3
  3
  1
  3
  0
  0
  0
  0


Inflammation, chronic‑active
  0
  1
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Skin/Subcutis
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 24


Unremarkable:
 16
 18
 15
 17
 24
 23
 22
 21


B‑Basal cell tumor
  1
  1
  0
  0
  1
  0
  0
  0


B‑Fibroma
  1
  2
  2
  0
  0
  0
  0
  0


B‑Keratoacanthoma
  0
  0
  0
  1
  1
  0
  0
  0


B‑Myxoma
  0
  0
  0
  0
  0
  0
  1
  0


B‑Papilloma, squamous cell
  0
  0
  0
  1
  0
  0
  0
  0


B‑Trichoepithelioma
  0
  1
  0
  1
  0
  0
  0
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  2
  0
  0
  1
  1
  0
  1


C‑Vascular neoplasm, see body,


whole for type
  1
  0
  0
  1
  0
  0
  0
  0


Cyst, epidermal inclusion
  0
  0
  0
  0
  0
  1
  0
  0


Erosion/ulcer
  1
  2
  1
  1
  0
  1
  1
  2


Hemorrhage
  0
  0
  0
  0
  1
  0
  0
  0


Inflammation, chronic‑active
  2
  2
  1
  2
  1
  2
  2
  2


M‑Carcinoma
  0
  0
  0
  1
  0
  0
  0
  0


M‑Carcinoma, squamous cell
  0
  0
  0
  1
  0
  0
  0
  0


M‑Fibrosarcoma
  0
  1
  0
  2
  0
  0
  1
  0


M‑Malignant schwannoma
  0
  0
  1
  0
  1
  1
  0
  0


M‑Sarcoma
  1
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spinal Cord
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 17
 20
 15
 23
 28
 23
 25
 23


B‑Meningioma
  0
  1
  0
  0
  0
  0
  0
  0


Degeneration, axon, increased
  4
  6
  4
  3
  2
  4
  1
  2


Gliosis
  0
  0
  0
  1
  0
  0
  0
  0


Hemorrhage
  1
  0
  0
  0
  0
  0
  0
  0


Malacia
  1
  0
  0
  0
  0
  0
  0
  0


Spleen
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 10
 16
  7
 13
 11
  9
  9
 10


C‑Hematopoietic neoplasm, see


body, whole for type
  1
  2
  0
  1
  0
  0
  0
  0


Fibrosis, capsule
  0
  0
  1
  1
  0
  0
  0
  0


Hematopoiesis, extramedullary,


increased
 10
  9
 10
 13
 14
 13
 15
 11


Pigment, increased
  1
  1
  0
  0
  5
  5
  2
  4


Thrombus
  0
  0
  1
  0
  0
  0
  0
  0


X‑Osteosarcoma, metastatic,


primary unknown
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Glandular
Number Examined:
 22
 25
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 24
 18
 25
 30
 26
 25
 24


Cyst, squamous cell
  0
  0
  0
  1
  0
  0
  0
  0


Erosion/ulcer
  0
  1
  1
  1
  0
  0
  0
  1


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  1
  0
  0


Inflammation, granulomatous
  0
  0
  0
  1
  0
  0
  0
  0


M‑Carcinoma
  1
  0
  0
  0
  0
  0
  0
  0


N‑Carcinoma
  0
  0
  0
  0
  0
  0
  1
  0


Stomach,


Nonglandular
Number Examined:
 22
 25
 19
 27
 30
 27
 26
 25


Unremarkable:
 19
 23
 18
 25
 27
 24
 24
 22


Cyst
  0
  0
  0
  0
  0
  0
  2
  0


Hyperplasia, epithelium
  2
  1
  0
  1
  2
  1
  1
  0


Inflammation, chronic‑active
  3
  2
  0
  2
  2
  3
  0
  2


Ulcer/erosion
  3
  2
  1
  1
  2
  2
  0
  2


Sublingual


Salivary Gland
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Hyperplasia
  0
  0
  1
  0
  0
  0
  0
  0


Tail
Number Examined:
  0
  1
  0
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


M‑Rhabdomyosarcoma (muscle tumor)
  0
  1
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Testis
Number Examined:
 22
 26
 19
 27
  0
  0
  0
  0


Unremarkable:
 16
 23
 18
 27
  0
  0
  0
  0


Atrophy/degeneration
  4
  2
  0
  0
  0
  0
  0
  0


B‑Interstitial cell tumor
  0
  2
  1
  0
  0
  0
  0
  0


Edema
  1
  0
  0
  0
  0
  0
  0
  0


Granuloma, sperm
  1
  0
  0
  0
  0
  0
  0
  0


Thoracic Cavity
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


N‑Atriocaval mesothelioma
  0
  0
  1
  0
  0
  0
  0
  0


Thymus
Number Examined:
 22
 25
 19
 27
 30
 24
 26
 23


Unremarkable:
 17
 19
 16
 25
 24
 18
 19
 21


B‑Thymoma
  0
  0
  0
  0
  0
  1
  1
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  2
  2
  1
  2
  0
  0
  2
  0


C‑Vascular neoplasm, see body,


whole for type
  0
  0
  0
  0
  0
  1
  0
  0


Hematopoiesis, extramedullary
  0
  0
  0
  0
  0
  0
  1
  0


Hemorrhage
  3
  3
  2
  0
  1
  0
  0
  2


Hyperplasia, epithelium
  1
  2
  0
  0
  3
  3
  1
  0


Hyperplasia, lymphocyte
  0
  1
  0
  0
  3
  2
  1
  0


Inflammation, chronic‑active
  0
  0
  0
  0
  1
  0
  0
  0


Necrosis, lymphocytes
  0
  1
  0
  0
  1
  1
  2
  1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  6
  4
  1
  3
  4
  7
  2
  8


B‑Adenoma, C‑cell
  2
  2
  1
  2
  2
  6
  6
  1


B‑Adenoma, follicular cell
  0
  6
  3
  5
  1
  1
  1
  1


Cyst, follicle
  2
  1
  2
  0
  3
  2
  2
  1


Hyperplasia, diffuse, C‑cell
 14
 21
 16
 24
 23
 19
 23
 16


Hyperplasia, focal,  C‑cell
  1
  2
  2
  1
  1
  0
  1
  1


Hyperplasia, follicular cell
  6
  8
  4
  4
  0
  1
  1
  0


Infiltrate, mononuclear cell
  0
  0
  1
  0
  0
  0
  0
  0


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  1
  0
  0


M‑Carcinoma, C‑cell
  0
  2
  0
  0
  1
  0
  0
  0


M‑Carcinoma, follicular cell
  3
  0
  0
  2
  0
  0
  1
  0


Tongue
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 18
 27
 30
 27
 26
 25


Erosion/ulcer
  0
  0
  1
  0
  0
  0
  0
  0


Inflammation, chronic‑active
  0
  0
  1
  0
  0
  0
  0
  0


Tooth, Other
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


M‑Osteosarcoma
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Trachea
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 18
 27
 29
 26
 26
 25


Hemorrhage
  0
  0
  1
  0
  0
  0
  0
  0


Hyperplasia, epithelium
  0
  0
  0
  0
  1
  0
  0
  0


Inflammation, acute
  0
  0
  1
  0
  1
  0
  0
  0


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  1
  0
  0


Ureter
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 20
 25
 19
 27
 29
 26
 24
 25


Dilatation
  0
  0
  0
  0
  1
  0
  0
  0


Erosion/ulcer
  0
  0
  0
  0
  0
  1
  0
  0


Hyperplasia, transitional cell
  2
  1
  0
  0
  0
  1
  2
  0


Inflammation
  2
  1
  0
  0
  1
  1
  2
  0


Urinary Bladder
Number Examined:
 22
 26
 19
 27
 30
 26
 26
 25


Unremarkable:
 20
 24
 19
 26
 29
 25
 23
 25


Hemorrhage
  1
  0
  0
  0
  0
  0
  0
  0


Hyperplasia, transitional cell
  1
  1
  0
  1
  0
  1
  2
  0


Inflammation
  2
  2
  0
  1
  0
  1
  2
  0


M‑Carcinoma, transitional cell
  0
  0
  0
  0
  1
  0
  0
  0


N‑Carcinoma
  0
  0
  0
  0
  0
  0
  1
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Uterus
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 21
 22
 20
 19


B‑Polyp, endometrial stromal
  0
  0
  0
  0
  1
  1
  1
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  1
  0
  1
  1


Cyst
  0
  0
  0
  0
  1
  1
  0
  1


Dilatation
  0
  0
  0
  0
  0
  1
  4
  1


Hemorrhage
  0
  0
  0
  0
  0
  1
  0
  0


Hyperplasia, cystic endometrial
  0
  0
  0
  0
  3
  0
  0
  1


Hyperplasia, endometrium
  0
  0
  0
  0
  0
  0
  1
  0


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  2
  4
  0


M‑Carcinoma
  0
  0
  0
  0
  1
  1
  0
  1


M‑Carcinoma, squamous cell
  0
  0
  0
  0
  0
  0
  0
  1


M‑Leiomyosarcoma
  0
  0
  0
  0
  1
  0
  0
  0


M‑Sarcoma, stromal
  0
  0
  0
  0
  1
  0
  0
  0


N‑Carcinoma
  0
  0
  0
  0
  1
  0
  0
  0


Vagina
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 17
 12
 15
 18


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  0
  0
  1
  1


Exudate, lumen
  0
  0
  0
  0
  4
  3
  1
  4


I‑CarcinomaI‑Carcinoma
  0
  0
  0
  0
  0
  1
  0
  0


I‑Sarcoma
  0
  0
  0
  0
  1
  1
  0
  0


Mucification, epithelium
  0
  0
  0
  0
  8
 12
  9
  4

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
Table 5.6: Incidence of Microscopic Observations - All Animals

Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Abdominal Cavity
Number Examined:
  0
  0
  0
  1
  1
  1
  1
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


C‑Vascular neoplasm, see body,


whole for type
  0
  0
  0
  0
  0
  1
  0
  0


Hemorrhage
  0
  0
  0
  0
  1
  0
  0
  0


I‑Carcinoma
  0
  0
  0
  0
  0
  0
  1
  0


Necrosis, fat
  0
  0
  0
  1
  0
  0
  0
  0


Adipose, Other
Number Examined:
  0
  0
  0
  0
  5
  0
  0
  4


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  1


C‑Vascular neoplasm, see body,


whole for type
  0
  0
  0
  0
  1
  0
  0
  0


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  0
  0
  1


N‑Carcinoma
  0
  0
  0
  0
  1
  0
  0
  1


Necrosis
  0
  0
  0
  0
  3
  0
  0
  2


Adipose, White,


Kidney Fat Pad
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Hemorrhage
  0
  0
  1
  0
  0
  0
  0
  0


Inflammation, chronic‑active
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Adipose, White,


Mesenteric
Number Examined:
  0
  0
  0
  1
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


M‑Fibrosarcoma
  0
  0
  0
  1
  0
  0
  0
  0


Adrenal, Cortex
Number Examined:
 55
 49
 50
 55
 55
 50
 50
 55


Unremarkable:
 14
 12
  7
 15
  3
  3
  3
  1


Atrophy
  0
  0
  0
  0
  1
  0
  0
  2


B‑Adenoma
  4
  3
  2
  0
  1
  2
  2
  3


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  0
  0
  0
  1


Degeneration, cystic/hemorrhagic
 38
 35
 42
 39
 51
 46
 47
 52


Hematopoiesis, increased
  0
  0
  0
  0
  0
  0
  0
  1


Hyperplasia
  3
  4
  1
  2
  1
  3
  1
  1


Hypertrophy
  5
  9
  9
  2
  6
  3
  6
  4


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  0
  1
  0


M‑Carcinoma
  0
  1
  0
  2
  1
  1
  1
  1


N‑Carcinoma
  0
  0
  0
  0
  1
  0
  0
  0


Necrosis
  0
  1
  0
  0
  0
  0
  0
  0


Adrenal, Medulla
Number Examined:
 55
 49
 50
 55
 55
 50
 50
 55


Unremarkable:
 54
 46
 48
 53
 53
 49
 48
 54


B‑Pheochromocytoma
  1
  0
  2
  0
  2
  0
  0
  0


Hyperplasia
  0
  1
  0
  1
  0
  0
  1
  0


Infiltrate, mononuclear cell
  0
  0
  0
  1
  0
  1
  1
  1


M‑Malignant pheochromocytoma
  0
  2
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Aorta
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 49
 50
 55
 55
 50
 50
 55


Mineralization
  0
  1
  0
  0
  0
  0
  0
  0


Body, Whole/Cavity
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 46
 37
 40
 42
 49
 47
 41
 48


B‑Angioma
  0
  0
  0
  0
  0
  0
  1
  0


B‑Hemangioma
  1
  2
  3
  2
  2
  0
  1
  1


M‑Hemangiosarcoma
  6
  6
  4
  5
  2
  2
  3
  1


M‑Histiocytic Sarcoma
  0
  3
  1
  2
  2
  1
  1
  4


M‑Leukemia, mononuclear cell
  0
  0
  0
  0
  0
  0
  0
  1


M‑Lymphosarcoma
  3
  2
  2
  3
  0
  0
  3
  0


M‑Mesothelioma
  1
  1
  0
  1
  0
  0
  0
  0


M‑Plasma cell tumor
  0
  0
  0
  0
  1
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Brain
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 37
 37
 41
 38
 27
 21
 24
 26


B‑Granular cell tumor
  0
  1
  0
  2
  1
  0
  0
  0


B‑Oligodendroglioma
  1
  0
  0
  2
  0
  0
  0
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  1
  0
  0
  0
  0


Compression, ventral
 14
 12
  8
 11
 28
 29
 26
 29


Gliosis
  0
  0
  0
  1
  0
  1
  0
  0


Hemorrhage
  1
  0
  0
  0
  0
  0
  0
  0


I‑Carcinoma
  0
  0
  0
  1
  1
  0
  0
  1


M‑Malignant astrocytoma
  1
  0
  1
  0
  0
  0
  0
  0


M‑Meningeal sarcoma
  0
  0
  0
  1
  0
  0
  0
  0


N‑Carcinoma
  0
  0
  0
  0
  1
  0
  0
  0


Necrosis, gray matter
  0
  0
  0
  1
  0
  1
  0
  0


Necrosis/loss, neurons
  0
  1
  0
  0
  0
  0
  0
  0


Vacuoles, white matter
  1
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Cecum
Number Examined:
 55
 49
 50
 53
 55
 48
 50
 55


Unremarkable:
 54
 49
 50
 52
 55
 48
 48
 54


B‑Lipoma
  0
  0
  0
  1
  0
  0
  0
  0


Ectasia, crypt/gland
  1
  0
  0
  0
  0
  0
  0
  0


Erosion/ulcer
  0
  0
  0
  0
  0
  0
  0
  1


Hemorrhage
  1
  0
  0
  0
  0
  0
  0
  0


Inflammation
  1
  0
  0
  0
  0
  0
  0
  0


Inflammation, chronic,


vascular/perivascular
  0
  0
  0
  0
  0
  0
  1
  0


Parasite,  nematode
  0
  0
  0
  0
  0
  0
  1
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Cervix
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 45
 39
 40
 46


B‑Polyp, stromal
  0
  0
  0
  0
  1
  2
  0
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  0
  0
  1
  2


C‑Vascular neoplasm, see body,


whole for type
  0
  0
  0
  0
  0
  0
  1
  0


Cyst
  0
  0
  0
  0
  0
  1
  0
  0


Hyperplasia, epithelium
  0
  0
  0
  0
  5
  1
  5
  4


Hypertrophy, stroma
  0
  0
  0
  0
  0
  1
  0
  1


I‑Carcinoma
  0
  0
  0
  0
  0
  1
  0
  0


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  1
  0
  1


I‑Sarcoma
  0
  0
  0
  0
  1
  0
  0
  0


Lumen, exudate/debris
  0
  0
  0
  0
  4
  4
  0
  1


M‑Carcinoma
  0
  0
  0
  0
  1
  0
  1
  0


M‑Carcinoma, squamous cell
  0
  0
  0
  0
  0
  1
  0
  0


M‑Leiomyosarcoma
  0
  0
  0
  0
  0
  0
  1
  0


M‑Sarcoma, stromal
  0
  0
  0
  0
  0
  1
  2
  0


Clitoral Gland
Number Examined:
  0
  0
  0
  0
  2
  1
  0
  3


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  1


Inflammation/cyst
  0
  0
  0
  0
  2
  0
  0
  2


M‑Carcinoma
  0
  0
  0
  0
  0
  1
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Colon
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 54
 49
 48
 54
 53
 49
 50
 55


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  1
  0
  0
  0


Parasite, nematode
  1
  1
  2
  1
  1
  1
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Death Comment
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Accidental
  1
  0
  0
  0
  1
  0
  0
  0


Chronic anemia
  0
  0
  0
  0
  0
  1
  0
  0


Degeneration, peripheral nerve
  0
  0
  0
  1
  0
  0
  0
  0


Heart failure
  0
  1
  0
  0
  0
  0
  0
  0


Hematopoietic neoplasm
  1
  3
  0
  3
  1
  1
  1
  4


Inflammation
  3
  3
  6
  5
  1
  2
  4
  2


Malacia, central nervous system
  1
  0
  0
  0
  0
  0
  0
  0


Mesothelioma
  0
  0
  1
  0
  0
  0
  0
  0


Neoplasia, abdominal cavity
  0
  0
  0
  1
  0
  0
  0
  0


Neoplasia, alimentary
  1
  1
  1
  0
  0
  0
  0
  0


Neoplasia, endocrine
  0
  0
  0
  0
  1
  0
  0
  0


Neoplasia, mammary
  0
  0
  0
  0
  3
  6
  2
  3


Neoplasia, nervous system
  2
  2
  0
  3
  0
  0
  0
  0


Neoplasia, pituitary
  8
 10
  7
  5
 18
 10
 13
 12


Neoplasia, reproductive/urinary
  0
  0
  0
  0
  4
  3
  5
  1


Neoplasia, skeletal
  0
  0
  2
  0
  0
  0
  0
  0


Neoplasia, skin
  2
  3
  1
  4
  1
  1
  1
  0


Neoplasm, vascular
  1
  0
  0
  1
  0
  1
  0
  0


Scheduled sacrifice
 33
 24
 31
 28
 25
 23
 24
 30


Undetermined
  2
  3
  1
  4
  0
  2
  0
  3

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Duodenum
Number Examined:
 54
 48
 50
 54
 55
 48
 50
 55


Unremarkable:
 54
 48
 49
 54
 54
 48
 50
 55


C‑Vascular neoplasm, see body,


whole for type
  0
  0
  0
  0
  1
  0
  0
  0


Ulcer
  0
  0
  1
  0
  0
  0
  0
  0


Epididymis
Number Examined:
 55
 50
 50
 55
  0
  0
  0
  0


Unremarkable:
 47
 46
 45
 52
  0
  0
  0
  0


C‑Mesothelioma, see body, whole
  1
  1
  0
  1
  0
  0
  0
  0


Granuloma, sperm
  1
  1
  1
  0
  0
  0
  0
  0


Hypospermia
  6
  2
  2
  2
  0
  0
  0
  0


Infiltrate, mononuclear cell
  1
  0
  2
  0
  0
  0
  0
  0


Esophagus
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 52
 48
 49
 54
 53
 48
 50
 55


Degeneration/regeneration,


muscularis
  3
  2
  1
  1
  2
  2
  0
  0


Inflammation, chronic‑active
  0
  0
  0
  0
  1
  1
  0
  0


Ulcer
  0
  0
  0
  0
  1
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Eye
Number Examined:
 54
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 45
 40
 35
 40
 42
 44
 42
 41


Atrophy, retina
  8
 10
 15
 15
 13
  5
  8
 14


B‑Schwannoma
  1
  0
  0
  0
  0
  0
  0
  0


Cataract
  0
  0
  1
  1
  0
  0
  0
  0


Inflammation, chronic‑active
  0
  0
  0
  1
  0
  0
  0
  0


Rosette, retina
  1
  0
  0
  0
  0
  1
  0
  0


Ulceration, cornea
  0
  0
  0
  0
  0
  0
  1
  0


Foot/Footpad
Number Examined:
 11
  4
 11
  7
  1
  3
  3
  6


Unremarkable:
  0
  1
  0
  0
  0
  0
  0
  0


Inflammation/hyperplasia
 11
  3
 11
  7
  1
  3
  3
  6


New bone formation
  0
  0
  0
  1
  0
  0
  0
  0


Ulcer
  4
  1
  6
  2
  1
  0
  0
  3


GALT/Peyer's Patch
Number Examined:
 52
 49
 49
 55
 52
 46
 44
 51


Unremarkable:
 52
 49
 49
 54
 51
 46
 44
 51


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  1
  0
  0
  0
  0


Necrosis, lymphocytes
  0
  0
  0
  0
  1
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Harderian Gland
Number Examined:
 54
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 21
 29
 32
 28
 37
 34
 34
 35


B‑Adenoma
  0
  0
  0
  0
  1
  0
  0
  0


Degeneration
  1
  0
  0
  0
  0
  0
  0
  0


Hyperplasia
  6
  3
  3
  4
  3
  2
  0
  2


Infiltrate, mononuclear cell
 28
 17
 18
 26
 16
 14
 14
 17


Inflammation, chronic‑active
  0
  1
  0
  1
  0
  0
  0
  0


Inflammation, granulomatous
  1
  2
  0
  1
  0
  2
  3
  3


Heart
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 11
 11
  3
  9
 21
 22
 24
 18


B‑Endocardial schwannoma
  0
  0
  0
  0
  0
  0
  0
  1


Cardiomyopathy, degenerative
 43
 36
 45
 45
 34
 28
 25
 37


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  1
  0
  0
  0
  0
  0
  0


Hemorrhage
  2
  1
  0
  0
  1
  1
  0
  0


Hyperplasia, endocardium
  0
  0
  1
  1
  0
  0
  0
  1


Infiltrate, mononuclear cell
  0
  0
  0
  0
  0
  0
  1
  0


Inflammation, vessel
  1
  0
  1
  1
  0
  0
  0
  0


M‑Atriocaval mesothelioma
  0
  0
  1
  0
  0
  0
  0
  0


M‑Endocardial schwannoma
  0
  0
  0
  0
  0
  0
  0
  1


Mineralization, vessel
  0
  1
  0
  0
  0
  0
  0
  0


Thrombus, atrium
  0
  1
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ileum
Number Examined:
 54
 49
 48
 54
 55
 48
 50
 54


Unremarkable:
 54
 49
 48
 53
 55
 48
 50
 54


Inflammation, chronic‑active
  0
  0
  0
  1
  0
  0
  0
  0


Jejunum
Number Examined:
 52
 49
 50
 53
 54
 50
 49
 55


Unremarkable:
 52
 48
 49
 52
 54
 50
 49
 55


M‑Carcinoma
  0
  1
  0
  0
  0
  0
  0
  0


M‑Schwannoma
  0
  0
  1
  0
  0
  0
  0
  0


N‑Carcinoma
  0
  0
  0
  1
  0
  0
  0
  0


Joint, Other
Number Examined:
  1
  1
  0
  0
  0
  0
  0
  0


Unremarkable:
  1
  0
  0
  0
  0
  0
  0
  0


Hyperostosis, periosteum
  0
  1
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Kidney
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 12
  8
  8
  5
 13
  9
 10
 12


B‑Infiltrating lipoma
  0
  0
  0
  0
  0
  1
  0
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  1
  0
  2
  0
  0
  0
  0


Cyst
  1
  1
  3
  1
  1
  2
  0
  0


Degeneration/necrosis, tubule
  0
  0
  0
  0
  0
  1
  0
  0


Degeneration/Regeneration, Tubule
  1
  0
  0
  0
  0
  0
  0
  0


Dilatation, pelvis
  3
  3
  3
  5
  2
  3
  4
  3


Dilatation, tubule(s)
  1
  0
  0
  0
  1
  2
  0
  0


Hemorrhage/hematoma
  1
  0
  0
  0
  0
  0
  0
  0


Hyaline droplet, tubule cell
  0
  1
  0
  1
  0
  0
  0
  1


Hyperplasia, transitional cell
  6
  3
  4
  6
 32
 20
 16
 22


Hyperplasia, tubule cell
  0
  2
  0
  0
  0
  1
  0
  0


Inflammation, chronic
  1
  0
  0
  0
  0
  0
  0
  0


Mineralization, pelvis
 10
  7
  4
  6
 33
 27
 29
 30


M‑Liposarcoma
  0
  1
  0
  0
  0
  0
  0
  0


Nephropathy, chronic progressive
 41
 39
 41
 45
 24
 29
 24
 26


Pigment, increased
  0
  0
  0
  0
  2
  1
  0
  1


Pyelonephritis
  9
  1
  4
  4
  3
  4
  3
  2


Lacrimal Gland
Number Examined:
  2
  1
  3
  6
  1
  0
  0
  0


Unremarkable:
  1
  0
  0
  0
  1
  0
  0
  0


Ectopic Harderian gland
  1
  1
  3
  6
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  5
 11
  5
  5
  2
  3
  2
  3


Angiectasis
  5
  5
  3
  3
  7
  6
  4
  5


B‑Adenoma, hepatocellular
  2
  0
  1
  0
  2
  0
  1
  2


Barbiturate lysis
  0
  0
  0
  2
  0
  0
  0
  1


C‑Hematopoietic neoplasm, see


body, whole for type
  1
  2
  0
  3
  0
  0
  1
  1


Congestion
  0
  0
  0
  0
  1
  0
  0
  0


Cyst, biliary
  0
  0
  0
  1
  0
  0
  1
  0


Degeneration, cystic
  5
  0
  0
  3
  2
  0
  0
  0


Fibrosis/biliary hyperplasia
 12
  6
 13
 13
 23
 19
 18
 21


Focus, cellular alteration,


basophilic
 29
 20
 35
 33
 44
 44
 40
 43


Focus, cellular alteration, clear
  0
  1
  0
  0
  1
  0
  0
  1


Focus, cellular alteration,


eosinophilic
 16
 15
 18
 14
  8
  6
  6
  8


Hematocyst
  0
  0
  0
  0
  0
  0
  0
  1


Hematopoiesis, extramedullary
  2
  4
  0
  0
  7
  4
  5
  2


Hemorrhage, centrilobular
  0
  0
  1
  0
  0
  0
  0
  1


Hyperplasia, Kupffer cell
  0
  1
  0
  1
  0
  1
  1
  1


Infiltrate, mononuclear cell
 29
 16
 24
 29
 25
 25
 21
 25


Karyomegaly, hepatocyte
  0
  0
  0
  0
  1
  0
  2
  1


Lipidosis, tension
  0
  0
  0
  1
  0
  0
  0
  0


M‑Carcinoma, hepatocellular
  0
  0
  0
  0
  1
  0
  0
  0


Mitosis, hepatocyte, increased
  0
  0
  0
  1
  2
  3
  2
  1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  5
 11
  5
  5
  2
  3
  2
  3


Multinucleated hepatocyte,


increased
  0
  0
  0
  0
  4
  0
  1
  4


N‑Carcinoma
  0
  0
  0
  0
  0
  0
  0
  1


Necrosis, hepatocyte
  3
  3
  2
  6
  3
  2
  4
  1


Necrosis/degeneration,


hepatocyte, centrilobular
  1
  1
  2
  1
  1
  2
  1
  2


N‑Sarcoma
  0
  1
  0
  0
  0
  0
  0
  0


Pigment, increased
  1
  0
  0
  0
  1
  3
  0
  1


Vacuolation, increased, hepatocyte
  7
 16
 13
  7
 11
  6
  3
  9

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lung
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 34
 31
 30
 38
 40
 34
 41
 43


C‑Hematopoietic neoplasm, see


body, whole for type
  1
  2
  0
  2
  0
  1
  0
  2


C‑Vascular neoplasm, see body,


whole for type
  0
  1
  0
  0
  0
  0
  0
  0


Granuloma
  5
  3
  2
  1
  0
  2
  0
  1


Hemorrhage
  4
  1
  1
  1
  1
  0
  0
  0


Hyperplasia, epithelium, alveolus
  3
  1
  1
  0
  0
  0
  0
  0


Infiltrate, macrophages, alveolus
  2
  1
  0
  2
  0
  0
  1
  0


Infiltrate, macrophages,


vacuolated
 13
 12
 15
 14
 11
 11
  7
 10


Inflammation, acute
  0
  2
  0
  0
  1
  0
  0
  0


Inflammation, mixed cell
  4
  2
  4
  1
  3
  3
  2
  1


Leukocytosis
  0
  0
  0
  0
  0
  0
  1
  0


N‑Atriocaval mesothelioma
  0
  0
  1
  0
  0
  0
  0
  0


N‑Carcinoma
  0
  0
  0
  0
  3
  2
  1
  0


Pigment
  0
  1
  1
  0
  0
  0
  1
  0


Thrombus
  0
  0
  0
  0
  1
  0
  0
  0


X‑Osteosarcoma, metastatic,


primary unknown
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node,


Inguinal
Number Examined:
 45
 41
 41
 49
 50
 41
 36
 45


Unremarkable:
 42
 39
 41
 47
 47
 39
 35
 42


C‑Hematopoietic neoplasm, see


body, whole for type
  1
  0
  0
  0
  0
  0
  1
  0


Dilatation, sinus
  0
  0
  0
  1
  0
  0
  0
  0


Erythrocytes, sinus
  0
  0
  0
  0
  0
  0
  0
  1


Hyperplasia, lymphocytes
  2
  2
  0
  2
  2
  2
  0
  1


N‑Carcinoma
  0
  0
  0
  0
  1
  0
  0
  1


Lymph Node,


Mesenteric
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 45
 42
 39
 43
 49
 44
 44
 50


Angiectasis
  0
  0
  1
  1
  0
  0
  0
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  1
  1
  1
  1
  0
  0
  0
  1


C‑Vascular neoplasm, see body,


whole for type
  5
  5
  7
  5
  3
  1
  3
  2


Dilatation, sinus
  0
  1
  0
  0
  0
  0
  0
  0


Erythrocytes, sinus, increased
  4
  1
  2
  6
  3
  2
  5
  2


Hyperplasia, lymphocytes
  1
  0
  0
  0
  1
  1
  0
  0


Inflammation
  0
  0
  0
  0
  0
  1
  0
  0


Necrosis, lymphocytes
  0
  0
  0
  0
  1
  1
  0
  0


N‑Sarcoma
  0
  0
  0
  1
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Other
Number Examined:
  3
  2
  3
  3
  0
  1
  0
  3


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Abscess
  0
  0
  0
  0
  0
  0
  0
  1


C‑Hematopoietic neoplasm, see


body, whole for type
  1
  0
  0
  1
  0
  0
  0
  0


Dilatation, sinus
  1
  0
  0
  0
  0
  0
  0
  0


Erythrocytes, sinus, increased
  2
  1
  0
  1
  0
  1
  0
  2


Hyperplasia, lymphocytes
  0
  0
  2
  1
  0
  0
  0
  1


Infiltrate, neutrophils
  0
  0
  0
  0
  0
  0
  0
  1


N‑Atriocaval mesothelioma
  0
  0
  1
  0
  0
  0
  0
  0


N‑Sarcoma
  0
  1
  0
  1
  0
  0
  0
  0


Pigment
  0
  0
  0
  0
  0
  1
  0
  0


Mammary Gland
Number Examined:
 52
 41
 40
 40
 55
 50
 49
 54


Unremarkable:
 44
 41
 37
 33
 15
 11
 19
 10


Abscess
  0
  0
  0
  0
  1
  0
  0
  0


B‑Adenoma
  0
  0
  0
  0
  1
  0
  3
  2


B‑Fibroadenoma
  1
  0
  0
  0
  5
 13
  7
  6


Cyst/ectasia with inflammation
  7
  0
  3
  7
 31
 32
 25
 34


Granuloma
  0
  0
  0
  0
  1
  0
  0
  0


Hyperplasia
  0
  0
  0
  1
 29
 28
 21
 28


M‑Carcinoma
  0
  0
  0
  0
  9
  9
  7
 12

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mandibular


Salivary Gland
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 50
 50
 54
 55
 48
 50
 55


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  1
  0
  0


M‑Carcinoma
  0
  0
  0
  1
  0
  0
  0
  0


M‑Sarcoma
  0
  0
  0
  0
  0
  1
  0
  0


Marrow, Sternum
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 43
 41
 47
 44
 44
 42
 42
 47


C‑Hematopoietic neoplasm, see


body, whole for type
  1
  0
  0
  1
  0
  0
  0
  1


Hyperplasia, erythroid
  0
  0
  0
  1
  1
  1
  0
  0


Hyperplasia, myeloid
 11
  9
  3
  9
 10
  7
  8
  7


Mesentery
Number Examined:
  0
  0
  0
  0
  2
  0
  0
  1


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Hemorrhage
  0
  0
  0
  0
  1
  0
  0
  0


Inflammation
  0
  0
  0
  0
  1
  0
  0
  0


N‑Carcinoma
  0
  0
  0
  0
  0
  0
  0
  1


Necrosis
  0
  0
  0
  0
  1
  0
  0
  0


Muscle, Biceps


Femoris
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 37
 28
 19
 30
 37
 40
 42
 35


Degeneration/regeneration
 18
 22
 31
 25
 18
 10
  8
 20

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Other
Number Examined:
  0
  0
  0
  0
  0
  0
  1
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  0
  0
  1
  0


Nasal Turbinate
Number Examined:
 55
 50
 50
 55
 54
 50
 49
 55


Unremarkable:
 54
 49
 50
 54
 54
 50
 47
 55


Exudate, lumen
  1
  1
  0
  0
  0
  0
  0
  0


Inflammation
  0
  0
  0
  1
  0
  0
  1
  0


M‑Carcinoma, squamous cell
  0
  0
  0
  0
  0
  0
  1
  0


Nerve, Optic
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 50
 50
 54
 54
 50
 49
 55


Atrophy
  0
  0
  0
  0
  1
  0
  1
  0


Degeneration, axon
  0
  0
  0
  1
  0
  0
  0
  0


Nerve, Sciatic
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 50
 49
 54
 44
 49
 46
 48


Degeneration, axon, increased
  0
  0
  1
  1
 11
  1
  4
  7

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ovary
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 54


Unremarkable:
  0
  0
  0
  0
 37
 25
 27
 34


B‑Granulosa/theca cell tumor
  0
  0
  0
  0
  2
  1
  1
  4


C‑Vascular neoplasm, see body,


whole for type
  0
  0
  0
  0
  0
  1
  1
  0


Cyst, bursa
  0
  0
  0
  0
  2
  4
  1
  3


Cyst, corpus luteum
  0
  0
  0
  0
  0
  0
  2
  1


Cyst, follicle
  0
  0
  0
  0
  0
  1
  5
  0


Cyst, parovarian
  0
  0
  0
  0
  9
  6
  2
  7


Hyperplasia, interstitial cell
  0
  0
  0
  0
  9
 15
 15
  9


N‑Carcinoma
  0
  0
  0
  0
  0
  0
  1
  1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 10
 13
  4
  8
 26
 26
 34
 31


Alteration, basophilic
  3
  2
  2
  6
  2
  0
  2
  2


Atrophy, acinar
  5
  5
  4
  8
  3
  5
  1
  4


B‑Adenoma, islet cell
  1
  1
  1
  0
  2
  0
  2
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  1
  1
  0
  0
  1


C‑Vascular neoplasm, see body,


whole for type
  0
  0
  0
  1
  0
  0
  0
  0


Depletion, zymogen
  1
  1
  4
  0
  2
  1
  1
  1


Ectopic spleen
  0
  0
  0
  0
  0
  0
  0
  1


Hyperplasia, acinar cell
  0
  0
  0
  2
  0
  0
  0
  0


Hyperplasia, islet cell
 41
 36
 43
 43
 17
 19
  6
 15


Infiltrate, mononuclear cell
  2
  8
 12
  7
  4
  4
  5
  6


Inflammation, acute
  0
  0
  0
  1
  0
  0
  0
  0


Inflammation, chronic
  6
  1
  4
  6
  4
  2
  0
  2


Inflammation, vessel
  0
  0
  1
  0
  0
  0
  1
  0


M‑Carcinoma, acinar Cell
  0
  0
  0
  0
  0
  1
  0
  0


M‑Carcinoma, islet cell
  1
  0
  0
  0
  0
  0
  0
  1


N‑Carcinoma
  0
  0
  0
  0
  1
  0
  1
  2


N‑Sarcoma
  0
  0
  0
  1
  0
  0
  0
  0


Thrombus
  0
  0
  0
  0
  0
  0
  1
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Parathyroid
Number Examined:
 54
 47
 49
 53
 54
 50
 50
 53


Unremarkable:
 51
 42
 46
 49
 52
 49
 50
 53


B‑Adenoma
  0
  1
  1
  1
  1
  1
  0
  0


Hyperplasia
  3
  4
  2
  3
  2
  0
  0
  0


Pituitary
Number Examined:
 54
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 18
 19
 18
 23
  6
  8
 11
  9


B‑Adenoma
 22
 21
 21
 23
 41
 38
 37
 41


Cyst, craniopharyngeal
  2
  1
  0
  1
  0
  0
  0
  0


Hematopoiesis, increased
  0
  0
  0
  0
  0
  0
  0
  1


Hemorrhage
  0
  0
  0
  0
  0
  0
  0
  1


Hyperplasia
 13
 11
 12
 10
  9
  5
  3
  5


Hyperplasia, erythroid
  0
  0
  0
  0
  0
  0
  0
  1


I‑Sarcoma
  1
  0
  0
  0
  0
  0
  0
  0


M‑Carcinoma
  0
  0
  0
  0
  2
  0
  0
  1


Preputial Gland
Number Examined:
  1
  1
  2
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Ectasia
  0
  0
  1
  0
  0
  0
  0
  0


Inflammation, chronic‑active
  1
  1
  2
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Prostate
Number Examined:
 55
 50
 50
 55
  0
  0
  0
  0


Unremarkable:
 24
 25
 16
 28
  0
  0
  0
  0


B‑Adenoma
  0
  0
  1
  1
  0
  0
  0
  0


Hyperplasia
  1
  1
  3
  3
  0
  0
  0
  0


Inflammation, chronic‑active
 29
 24
 32
 27
  0
  0
  0
  0


M‑Carcinoma
  1
  0
  1
  0
  0
  0
  0
  0


Seminal Vesicle
Number Examined:
 55
 50
 50
 55
  0
  0
  0
  0


Unremarkable:
 48
 46
 47
 51
  0
  0
  0
  0


Decreased secretion
  5
  3
  1
  3
  0
  0
  0
  0


Hyperplasia
  1
  0
  1
  1
  0
  0
  0
  0


Inflammation, chronic‑active
  3
  1
  2
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Skin/Subcutis
Number Examined:
 55
 49
 50
 55
 55
 50
 50
 54


Unremarkable:
 38
 37
 43
 37
 48
 45
 42
 46


B‑Adenoma, sebaceous
  0
  0
  1
  1
  0
  0
  0
  0


B‑Basal cell tumor
  1
  1
  0
  0
  1
  0
  0
  0


B‑Fibroma
  2
  3
  2
  0
  0
  0
  0
  1


B‑Hibernoma
  1
  0
  0
  0
  0
  0
  0
  0


B‑Keratoacanthoma
  5
  0
  1
  3
  1
  0
  0
  0


B‑Myxoma
  0
  0
  0
  0
  0
  0
  1
  0


B‑Papilloma, squamous cell
  2
  1
  1
  2
  0
  0
  1
  0


B‑Trichoepithelioma
  0
  1
  0
  1
  0
  0
  0
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  1
  2
  0
  0
  1
  1
  0
  1


C‑Vascular neoplasm, see body,


whole for type
  1
  0
  0
  1
  1
  0
  0
  0


Cyst, epidermal inclusion
  0
  0
  0
  0
  0
  1
  0
  0


Erosion/ulcer
  1
  3
  1
  1
  0
  2
  2
  3


Hemorrhage
  0
  0
  0
  0
  1
  0
  0
  0


Inflammation, chronic‑active
  4
  3
  1
  6
  1
  3
  4
  6


M‑Carcinoma
  1
  0
  0
  1
  0
  0
  0
  0


M‑Carcinoma, squamous cell
  0
  0
  0
  2
  0
  0
  0
  0


M‑Fibrosarcoma
  0
  1
  0
  2
  0
  0
  2
  0


M‑Liposarcoma
  0
  1
  0
  0
  0
  0
  0
  0


M‑Malignant schwannoma
  0
  0
  1
  0
  1
  1
  0
  0


M‑Sarcoma
  1
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spinal Cord
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 50
 42
 44
 49
 52
 45
 48
 51


B‑Meningioma
  0
  1
  0
  0
  0
  0
  0
  0


Degeneration, axon, increased
  4
  8
  6
  5
  3
  5
  2
  4


Gliosis
  0
  0
  0
  1
  0
  0
  0
  0


Hemorrhage
  1
  0
  0
  0
  0
  0
  0
  0


Malacia
  1
  0
  0
  0
  0
  0
  0
  0


Spleen
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 27
 34
 29
 27
 25
 16
 19
 21


C‑Hematopoietic neoplasm, see


body, whole for type
  1
  2
  0
  1
  0
  0
  0
  1


Congestion
  0
  0
  0
  0
  0
  1
  0
  0


C‑Vascular neoplasm, see body,


whole for type
  1
  2
  0
  0
  0
  0
  0
  0


Fibrosis, capsule
  0
  0
  1
  1
  0
  1
  0
  0


Hematoma
  0
  0
  0
  0
  0
  0
  0
  1


Hematopoiesis, extramedullary,


increased
 26
 13
 19
 27
 25
 27
 29
 29


Pigment, increased
  1
  1
  0
  0
  5
  6
  2
  4


Thrombus
  0
  0
  1
  0
  0
  0
  0
  0


X‑Osteosarcoma, metastatic,


primary unknown
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Glandular
Number Examined:
 55
 49
 50
 55
 55
 50
 50
 55


Unremarkable:
 51
 48
 39
 53
 55
 49
 46
 53


Cyst, squamous cell
  0
  0
  0
  1
  0
  0
  0
  0


Degeneration, muscle
  1
  0
  1
  0
  0
  0
  0
  0


Erosion/ulcer
  0
  1
  3
  1
  0
  0
  0
  2


Hemorrhage
  0
  0
  7
  0
  0
  0
  2
  0


Hyperplasia, epithelium
  1
  0
  0
  0
  0
  0
  0
  0


Inflammation, chronic‑active
  1
  0
  0
  0
  0
  1
  0
  0


Inflammation, granulomatous
  0
  0
  0
  1
  0
  0
  0
  0


Inflammation, vessel
  0
  0
  1
  0
  0
  0
  1
  0


M‑Carcinoma
  1
  0
  0
  0
  0
  0
  0
  0


N‑Carcinoma
  0
  0
  0
  0
  0
  0
  1
  0


Stomach,


Nonglandular
Number Examined:
 55
 49
 50
 55
 55
 50
 50
 55


Unremarkable:
 49
 46
 48
 53
 52
 47
 47
 52


Cyst
  0
  0
  0
  0
  0
  0
  2
  0


Hyperplasia, epithelium
  5
  1
  1
  1
  2
  1
  2
  0


Inflammation, chronic‑active
  6
  2
  0
  2
  2
  3
  0
  2


M‑Sarcoma
  0
  1
  0
  0
  0
  0
  0
  0


Ulcer/erosion
  4
  2
  1
  1
  2
  2
  0
  2


Sublingual


Salivary Gland
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Hyperplasia
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tail
Number Examined:
  0
  1
  0
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


M‑Rhabdomyosarcoma (muscle tumor)
  0
  1
  0
  0
  0
  0
  0
  0


Testis
Number Examined:
 55
 50
 50
 55
  0
  0
  0
  0


Unremarkable:
 42
 43
 45
 50
  0
  0
  0
  0


Atrophy/degeneration
  9
  5
  2
  3
  0
  0
  0
  0


B‑Interstitial cell tumor
  2
  3
  2
  1
  0
  0
  0
  0


C‑Mesothelioma, see body, whole
  0
  1
  0
  1
  0
  0
  0
  0


Edema
  1
  0
  1
  1
  0
  0
  0
  0


Granuloma, sperm
  2
  0
  0
  0
  0
  0
  0
  0


Thoracic Cavity
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


N‑Atriocaval mesothelioma
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus
Number Examined:
 54
 49
 49
 54
 55
 46
 50
 53


Unremarkable:
 41
 35
 36
 42
 35
 31
 34
 35


B‑Thymoma
  0
  0
  2
  2
  3
  4
  2
  3


C‑Hematopoietic neoplasm, see


body, whole for type
  2
  3
  2
  3
  0
  0
  2
  0


C‑Mesothelioma, see body whole
  0
  0
  0
  1
  0
  0
  0
  0


C‑Vascular neoplasm, see body,


whole for type
  0
  0
  0
  0
  0
  1
  0
  0


Cyst, increased
  0
  0
  0
  0
  2
  0
  2
  4


Hematopoiesis, extramedullary
  0
  0
  0
  0
  0
  0
  1
  0


Hemorrhage
  3
  3
  3
  0
  3
  1
  1
  5


Hyperplasia, epithelium
  6
  7
  4
  5
  9
  7
  6
 10


Hyperplasia, lymphocyte
  3
  5
  7
  5
  9
  6
  5
  5


Inflammation, chronic‑active
  0
  0
  0
  0
  1
  0
  1
  0


Necrosis, lymphocytes
  0
  1
  0
  0
  1
  1
  2
  1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  6
  4
  1
  3
  5
  9
  2
  8


B‑Adenoma, C‑cell
  5
  7
  7
  8
  7
 12
  8
  6


B‑Adenoma, follicular cell
  7
 13
 10
 10
  2
  4
  3
  2


Cyst, follicle
  8
  8
  4
  2
  8
  7
  4
  5


Hyperplasia, diffuse, C‑cell
 47
 44
 46
 52
 46
 37
 47
 45


Hyperplasia, focal,  C‑cell
  5
  4
  5
  5
  2
  4
  5
  4


Hyperplasia, follicular cell
 12
 14
 11
  7
  2
  5
  3
  2


Infiltrate, mononuclear cell
  0
  0
  1
  1
  0
  1
  0
  0


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  1
  0
  0


M‑Carcinoma, C‑cell
  0
  3
  0
  0
  1
  0
  0
  0


M‑Carcinoma, follicular cell
  6
  1
  3
  5
  1
  0
  2
  1


Tongue
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 50
 48
 55
 55
 50
 49
 54


Erosion/ulcer
  0
  0
  1
  0
  0
  0
  0
  0


Infiltrate, mononuclear cell
  0
  0
  1
  0
  0
  0
  0
  1


Inflammation, chronic‑active
  0
  0
  1
  0
  0
  0
  1
  0


Tooth, Other
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


M‑Osteosarcoma
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Trachea
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 50
 49
 55
 54
 49
 50
 55


Hemorrhage
  0
  0
  1
  0
  0
  0
  0
  0


Hyperplasia, epithelium
  0
  0
  0
  0
  1
  0
  0
  0


Inflammation, acute
  0
  0
  1
  0
  1
  0
  0
  0


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  1
  0
  0


Ureter
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 54


Unremarkable:
 53
 49
 49
 54
 54
 49
 48
 54


Dilatation
  0
  0
  0
  0
  1
  0
  0
  0


Erosion/ulcer
  0
  0
  0
  0
  0
  1
  0
  0


Hyperplasia, transitional cell
  2
  1
  0
  1
  0
  1
  2
  0


Inflammation
  2
  1
  1
  1
  1
  1
  2
  0


Urinary Bladder
Number Examined:
 55
 50
 50
 55
 55
 49
 50
 54


Unremarkable:
 53
 48
 49
 54
 54
 48
 47
 54


Hemorrhage
  1
  0
  1
  0
  0
  0
  0
  0


Hyperplasia, transitional cell
  1
  1
  0
  1
  0
  1
  2
  0


Inflammation
  2
  2
  1
  1
  0
  1
  2
  0


M‑Carcinoma, transitional cell
  0
  0
  0
  0
  1
  0
  0
  0


N‑Carcinoma
  0
  0
  0
  0
  0
  0
  1
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Uterus
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 36
 36
 35
 42


B‑Polyp, endometrial stromal
  0
  0
  0
  0
  2
  5
  2
  0


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  1
  0
  1
  1


Cyst
  0
  0
  0
  0
  2
  6
  5
  4


Dilatation
  0
  0
  0
  0
  3
  1
  6
  1


Hemorrhage
  0
  0
  0
  0
  0
  1
  0
  0


Hyperplasia, cystic endometrial
  0
  0
  0
  0
  5
  1
  1
  2


Hyperplasia, endometrium
  0
  0
  0
  0
  0
  1
  1
  1


Inflammation, chronic‑active
  0
  0
  0
  0
  0
  2
  4
  1


Intussusception
  0
  0
  0
  0
  0
  1
  0
  0


Lumen, debris, cellular
  0
  0
  0
  0
  0
  1
  0
  0


M‑Carcinoma
  0
  0
  0
  0
  4
  1
  0
  2


M‑Carcinoma, squamous cell
  0
  0
  0
  0
  0
  0
  0
  1


M‑Leiomyosarcoma
  0
  0
  0
  0
  1
  0
  0
  0


M‑Sarcoma, stromal
  0
  0
  0
  0
  1
  0
  0
  0


N‑Carcinoma
  0
  0
  0
  0
  1
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Incidence of Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Vagina
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 33
 26
 30
 31


C‑Hematopoietic neoplasm, see


body, whole for type
  0
  0
  0
  0
  0
  0
  1
  1


Exudate, lumen
  0
  0
  0
  0
  4
  5
  1
  4


I‑CarcinomaI‑Carcinoma
  0
  0
  0
  0
  0
  1
  0
  0


I‑Sarcoma
  0
  0
  0
  0
  1
  1
  0
  0


Mucification, epithelium
  0
  0
  0
  0
 17
 21
 18
 21

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
Table 5.7: Summary of Severity for Selected Microscopic Observations - Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Abdominal Cavity
Number Examined:
  0
  0
  0
  1
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Necrosis, fat


finding not present ‑
  0
  0
  0
  0
  0
  0
  0
  0


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0


Adipose, Other
Number Examined:
  0
  0
  0
  0
  4
  0
  0
  1


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Inflammation, chronic‑active


finding not present ‑
  0
  0
  0
  0
  4
  0
  0
  0


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0


Necrosis


finding not present ‑
  0
  0
  0
  0
  1
  0
  0
  0


moderate 3
  0
  0
  0
  0
  3
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  3
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  3.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Adipose, White,


Kidney Fat Pad
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Hemorrhage


finding not present ‑
  0
  0
  0
  0
  0
  0
  0
  0


marked 4
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  4.0
  0.0
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
  0
  0
  0
  0
  0
  0
  0
  0


marked 4
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  4.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Adrenal, Cortex
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  2
  1
  1
  1
  0
  0
  0
  0


Atrophy


finding not present ‑
 33
 24
 31
 28
 24
 23
 24
 29


marked 4
  0
  0
  0
  0
  1
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  4.0
  0.0
  0.0
  4.0


Degeneration, cystic/hemorrhagic


finding not present ‑
  5
  2
  2
  1
  1
  0
  0
  1


minimal 1
 11
 10
 10
 14
  1
  3
  2
  0


slight 2
 17
  9
 18
 11
  8
  3
  5
  7


moderate 3
  0
  3
  1
  2
 12
 14
 15
 17


marked 4
  0
  0
  0
  0
  3
  2
  2
  5


severe 5
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
 28
 22
 29
 27
 24
 23
 24
 29


Average Severity:
  1.6
  1.7
  1.7
  1.6
  2.7
  2.8
  2.7
  2.9

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Adrenal, Cortex
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  2
  1
  1
  1
  0
  0
  0
  0


Hyperplasia


finding not present ‑
 30
 21
 30
 27
 24
 22
 23
 30


minimal 1
  0
  1
  0
  0
  0
  0
  0
  0


slight 2
  2
  2
  1
  1
  1
  0
  0
  0


moderate 3
  0
  0
  0
  0
  0
  1
  1
  0


marked 4
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  3
  3
  1
  1
  1
  1
  1
  0


Average Severity:
  2.7
  1.7
  2.0
  2.0
  2.0
  3.0
  3.0
  0.0


Hypertrophy


finding not present ‑
 28
 17
 24
 26
 22
 20
 19
 28


minimal 1
  0
  0
  1
  0
  0
  1
  0
  0


slight 2
  5
  5
  4
  1
  3
  0
  1
  2


moderate 3
  0
  2
  2
  1
  0
  1
  4
  0


marked 4
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  5
  7
  7
  2
  3
  3
  5
  2


Average Severity:
  2.0
  2.3
  2.1
  2.5
  2.0
  2.7
  2.8
  2.0


Inflammation, chronic‑active


finding not present ‑
 33
 24
 31
 28
 25
 23
 23
 30


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Adrenal, Medulla
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 32
 22
 30
 27
 23
 22
 23
 29


Hyperplasia


finding not present ‑
 33
 23
 31
 27
 25
 23
 23
 30


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


moderate 3
  0
  1
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  1
  0
  0
  1
  0


Average Severity:
  0.0
  3.0
  0.0
  3.0
  0.0
  0.0
  2.0
  0.0


Infiltrate, mononuclear cell


finding not present ‑
 33
 24
 31
 28
 25
 22
 24
 29


minimal 1
  0
  0
  0
  0
  0
  1
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  1.0
  0.0
  1.0


Aorta
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 28
 25
 23
 24
 30


Body, Whole/Cavity
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 26
 17
 25
 23
 22
 23
 20
 27

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Brain
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 27
 22
 30
 24
 16
 11
 14
 17


Compression, ventral


finding not present ‑
 27
 22
 31
 25
 16
 11
 14
 17


minimal 1
  3
  1
  0
  1
  6
  5
  7
  5


slight 2
  3
  1
  0
  2
  1
  7
  3
  8


moderate 3
  0
  0
  0
  0
  2
  0
  0
  0


Total Incidence:
  6
  2
  0
  3
  9
 12
 10
 13


Average Severity:
  1.5
  1.5
  0.0
  1.7
  1.6
  1.6
  1.3
  1.6

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Cecum
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 32
 24
 31
 27
 25
 23
 22
 30


Ectasia, crypt/gland


finding not present ‑
 32
 24
 31
 28
 25
 23
 24
 30


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Hemorrhage


finding not present ‑
 32
 24
 31
 28
 25
 23
 24
 30


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Inflammation


finding not present ‑
 32
 24
 31
 28
 25
 23
 24
 30


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Cecum
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 32
 24
 31
 27
 25
 23
 22
 30


Inflammation, chronic,


vascular/perivascular


finding not present ‑
 33
 24
 31
 28
 25
 23
 23
 30


moderate 3
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0


Parasite,  nematode


finding not present ‑
 33
 24
 31
 28
 25
 23
 23
 30


Present
  0
  0
  0
  0
  0
  0
  1
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Cervix
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
 20
 18
 19
 25


Hyperplasia, epithelium


finding not present ‑
  0
  0
  0
  0
 22
 23
 19
 28


minimal 1
  0
  0
  0
  0
  0
  0
  3
  0


slight 2
  0
  0
  0
  0
  3
  0
  2
  1


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  3
  0
  5
  2


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  1.4
  2.5


Hypertrophy, stroma


finding not present ‑
  0
  0
  0
  0
 25
 22
 24
 29


slight 2
  0
  0
  0
  0
  0
  1
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  2.0


Inflammation, chronic‑active


finding not present ‑
  0
  0
  0
  0
 25
 22
 24
 29


slight 2
  0
  0
  0
  0
  0
  1
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Cervix
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
 20
 18
 19
 25


Lumen, exudate/debris


finding not present ‑
  0
  0
  0
  0
 24
 20
 24
 29


minimal 1
  0
  0
  0
  0
  1
  1
  0
  1


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


marked 4
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  3
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.0
  2.3
  0.0
  1.0


Clitoral Gland
Number Examined:
  0
  0
  0
  0
  1
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Inflammation/cyst


finding not present ‑
  0
  0
  0
  0
  0
  0
  0
  0


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0


Colon
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 32
 23
 29
 28
 25
 22
 24
 30


Parasite, nematode


finding not present ‑
 32
 23
 29
 28
 25
 22
 24
 30


Present
  1
  1
  2
  0
  0
  1
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Death Comment
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Scheduled sacrifice


finding not present ‑
  0
  0
  0
  0
  0
  0
  0
  0


Present
 33
 24
 31
 28
 25
 23
 24
 30


Duodenum
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 28
 24
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Epididymis
Number Examined:
 33
 24
 31
 28
  0
  0
  0
  0


Unremarkable:
 27
 22
 26
 25
  0
  0
  0
  0


Granuloma, sperm


finding not present ‑
 32
 24
 30
 28
  0
  0
  0
  0


moderate 3
  1
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  3.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0


Hypospermia


finding not present ‑
 29
 23
 29
 26
  0
  0
  0
  0


moderate 3
  3
  1
  2
  1
  0
  0
  0
  0


marked 4
  1
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  4
  1
  2
  2
  0
  0
  0
  0


Average Severity:
  3.3
  3.0
  3.0
  3.5
  0.0
  0.0
  0.0
  0.0


Infiltrate, mononuclear cell


finding not present ‑
 32
 24
 29
 28
  0
  0
  0
  0


minimal 1
  1
  0
  2
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  2
  0
  0
  0
  0
  0


Average Severity:
  1.0
  0.0
  1.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Esophagus
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 31
 24
 30
 27
 24
 23
 24
 30


Degeneration/regeneration,


muscularis


finding not present ‑
 31
 24
 30
 27
 24
 23
 24
 30


minimal 1
  2
  0
  1
  1
  1
  0
  0
  0


Total Incidence:
  2
  0
  1
  1
  1
  0
  0
  0


Average Severity:
  1.0
  0.0
  1.0
  1.0
  1.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Eye
Number Examined:
 32
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 24
 20
 21
 19
 19
 19
 20
 20


Atrophy, retina


finding not present ‑
 25
 20
 21
 19
 19
 19
 20
 20


minimal 1
  1
  0
  1
  0
  1
  0
  0
  1


slight 2
  2
  2
  3
  4
  2
  2
  2
  6


moderate 3
  4
  2
  6
  5
  3
  2
  2
  3


Total Incidence:
  7
  4
 10
  9
  6
  4
  4
 10


Average Severity:
  2.4
  2.5
  2.5
  2.6
  2.3
  2.5
  2.5
  2.2


Cataract


finding not present ‑
 32
 24
 30
 27
 25
 23
 24
 30


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  3.0
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 32
 24
 31
 27
 25
 23
 24
 30


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Eye
Number Examined:
 32
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 24
 20
 21
 19
 19
 19
 20
 20


Rosette, retina


finding not present ‑
 31
 24
 31
 28
 25
 23
 24
 30


minimal 1
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  1.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Foot/Footpad
Number Examined:
  8
  3
  5
  2
  0
  2
  3
  2


Unremarkable:
  0
  1
  0
  0
  0
  0
  0
  0


Inflammation/hyperplasia


finding not present ‑
  0
  1
  0
  0
  0
  0
  0
  0


slight 2
  4
  1
  1
  1
  0
  1
  3
  0


moderate 3
  2
  1
  2
  1
  0
  1
  0
  2


marked 4
  2
  0
  2
  0
  0
  0
  0
  0


Total Incidence:
  8
  2
  5
  2
  0
  2
  3
  2


Average Severity:
  2.8
  2.5
  3.2
  2.5
  0.0
  2.5
  2.0
  3.0


Ulcer


finding not present ‑
  4
  3
  2
  2
  0
  2
  3
  0


minimal 1
  0
  0
  0
  0
  0
  0
  0
  1


slight 2
  2
  0
  0
  0
  0
  0
  0
  0


moderate 3
  0
  0
  2
  0
  0
  0
  0
  1


marked 4
  2
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  4
  0
  3
  0
  0
  0
  0
  2


Average Severity:
  3.0
  0.0
  3.3
  0.0
  0.0
  0.0
  0.0
  2.0


GALT/Peyer's Patch
Number Examined:
 31
 24
 30
 28
 24
 22
 21
 27


Unremarkable:
 31
 24
 30
 28
 24
 22
 21
 27

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Harderian Gland
Number Examined:
 32
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 10
 12
 19
 12
 17
 15
 16
 17


Degeneration


finding not present ‑
 31
 24
 31
 28
 25
 23
 24
 30


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Hyperplasia


finding not present ‑
 27
 22
 29
 25
 23
 22
 24
 29


minimal 1
  1
  1
  0
  2
  1
  0
  0
  0


slight 2
  1
  1
  1
  1
  0
  1
  0
  1


moderate 3
  2
  0
  1
  0
  1
  0
  0
  0


marked 4
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  5
  2
  2
  3
  2
  1
  0
  1


Average Severity:
  2.6
  1.5
  2.5
  1.3
  2.0
  2.0
  0.0
  2.0


Infiltrate, mononuclear cell


finding not present ‑
 14
 13
 19
 13
 17
 16
 16
 20


minimal 1
 15
  9
  7
 13
  7
  6
  6
  8


slight 2
  3
  2
  5
  2
  1
  1
  2
  2


Total Incidence:
 18
 11
 12
 15
  8
  7
  8
 10


Average Severity:
  1.2
  1.2
  1.4
  1.1
  1.1
  1.1
  1.3
  1.2

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Harderian Gland
Number Examined:
 32
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 10
 12
 19
 12
 17
 15
 16
 17


Inflammation, chronic‑active


finding not present ‑
 32
 24
 31
 27
 25
 23
 24
 30


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0


Inflammation, granulomatous


finding not present ‑
 32
 23
 31
 27
 25
 22
 23
 27


minimal 1
  0
  1
  0
  1
  0
  1
  1
  2


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  1
  0
  1
  0
  1
  1
  3


Average Severity:
  0.0
  1.0
  0.0
  1.0
  0.0
  1.0
  1.0
  1.7

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Heart
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  2
  2
  0
  0
  6
  7
  5
  3


Cardiomyopathy, degenerative


finding not present ‑
  2
  2
  1
  0
  6
  7
  5
  3


minimal 1
  7
  4
 10
  6
 16
 11
 13
 20


slight 2
 22
 15
 18
 19
  3
  5
  6
  7


moderate 3
  2
  3
  2
  3
  0
  0
  0
  0


Total Incidence:
 31
 22
 30
 28
 19
 16
 19
 27


Average Severity:
  1.8
  2.0
  1.7
  1.9
  1.2
  1.3
  1.3
  1.3


Hyperplasia, endocardium


finding not present ‑
 33
 24
 31
 28
 25
 23
 24
 29


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0


Inflammation, vessel


finding not present ‑
 33
 24
 30
 28
 25
 23
 24
 30


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ileum
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 27
 25
 23
 24
 30


Inflammation, chronic‑active


finding not present ‑
 33
 24
 31
 27
 25
 23
 24
 30


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0


Jejunum
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 27
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Kidney
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  3
  2
  3
  1
  6
  4
  4
  5


Cyst


finding not present ‑
 32
 24
 28
 27
 24
 22
 24
 30


minimal 1
  1
  0
  1
  0
  0
  0
  0
  0


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


moderate 3
  0
  0
  1
  1
  1
  1
  0
  0


Total Incidence:
  1
  0
  3
  1
  1
  1
  0
  0


Average Severity:
  1.0
  0.0
  2.0
  3.0
  3.0
  3.0
  0.0
  0.0


Dilatation, pelvis


finding not present ‑
 33
 22
 29
 27
 24
 21
 23
 27


minimal 1
  0
  0
  0
  0
  1
  1
  1
  2


slight 2
  0
  2
  1
  1
  0
  1
  0
  1


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  2
  2
  1
  1
  2
  1
  3


Average Severity:
  0.0
  2.0
  2.5
  2.0
  1.0
  1.5
  1.0
  1.3


Dilatation, tubule(s)


finding not present ‑
 33
 24
 31
 28
 25
 22
 24
 30


moderate 3
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Kidney
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  3
  2
  3
  1
  6
  4
  4
  5


Hemorrhage/hematoma


finding not present ‑
 32
 24
 31
 28
 25
 23
 24
 30


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Hyperplasia, transitional cell


finding not present ‑
 30
 24
 30
 26
  9
 15
 20
 21


minimal 1
  1
  0
  1
  1
 12
  5
  3
  8


slight 2
  2
  0
  0
  1
  3
  2
  1
  1


moderate 3
  0
  0
  0
  0
  1
  1
  0
  0


Total Incidence:
  3
  0
  1
  2
 16
  8
  4
  9


Average Severity:
  1.7
  0.0
  1.0
  1.5
  1.3
  1.5
  1.3
  1.1


Hyperplasia, tubule cell


finding not present ‑
 33
 23
 31
 28
 25
 23
 24
 30


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Kidney
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  3
  2
  3
  1
  6
  4
  4
  5


Mineralization, pelvis


finding not present ‑
 26
 19
 29
 24
  8
 11
  9
 14


minimal 1
  5
  4
  0
  3
 12
  8
 12
 15


slight 2
  2
  1
  2
  1
  5
  3
  3
  1


moderate 3
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  7
  5
  2
  4
 17
 12
 15
 16


Average Severity:
  1.3
  1.2
  2.0
  1.3
  1.3
  1.4
  1.2
  1.1


Nephropathy, chronic progressive


finding not present ‑
  3
  2
  3
  1
 17
  8
  8
 15


minimal 1
 10
  7
 13
 14
  7
  9
 12
 10


slight 2
 13
 11
  8
  9
  1
  6
  4
  5


moderate 3
  6
  3
  6
  4
  0
  0
  0
  0


marked 4
  1
  1
  1
  0
  0
  0
  0
  0


Total Incidence:
 30
 22
 28
 27
  8
 15
 16
 15


Average Severity:
  1.9
  1.9
  1.8
  1.6
  1.1
  1.4
  1.3
  1.3


Pyelonephritis


finding not present ‑
 27
 24
 30
 28
 24
 23
 24
 30


minimal 1
  2
  0
  0
  0
  0
  0
  0
  0


slight 2
  4
  0
  1
  0
  1
  0
  0
  0


Total Incidence:
  6
  0
  1
  0
  1
  0
  0
  0


Average Severity:
  1.7
  0.0
  2.0
  0.0
  2.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lacrimal Gland
Number Examined:
  2
  0
  1
  5
  0
  0
  0
  0


Unremarkable:
  1
  0
  0
  0
  0
  0
  0
  0


Ectopic Harderian gland


finding not present ‑
  1
  0
  0
  0
  0
  0
  0
  0


minimal 1
  0
  0
  0
  2
  0
  0
  0
  0


slight 2
  1
  0
  1
  0
  0
  0
  0
  0


moderate 3
  0
  0
  0
  3
  0
  0
  0
  0


Total Incidence:
  1
  0
  1
  5
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  2.0
  2.2
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  1
  1
  1
  1
  0
  0
  0
  1


Angiectasis


finding not present ‑
 28
 19
 29
 25
 22
 18
 22
 26


minimal 1
  0
  2
  1
  0
  1
  3
  0
  1


slight 2
  5
  2
  0
  3
  2
  2
  1
  3


moderate 3
  0
  1
  1
  0
  0
  0
  1
  0


Total Incidence:
  5
  5
  2
  3
  3
  5
  2
  4


Average Severity:
  2.0
  1.8
  2.0
  2.0
  1.7
  1.4
  2.5
  1.8


Barbiturate lysis


finding not present ‑
 33
 24
 31
 27
 25
 23
 24
 29


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  3.0


Cyst, biliary


finding not present ‑
 33
 24
 31
 28
 25
 23
 23
 30


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  1
  1
  1
  1
  0
  0
  0
  1


Degeneration, cystic


finding not present ‑
 28
 24
 31
 25
 23
 23
 24
 30


minimal 1
  2
  0
  0
  3
  0
  0
  0
  0


slight 2
  2
  0
  0
  0
  2
  0
  0
  0


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  5
  0
  0
  3
  2
  0
  0
  0


Average Severity:
  1.8
  0.0
  0.0
  1.0
  2.0
  0.0
  0.0
  0.0


Fibrosis/biliary hyperplasia


finding not present ‑
 26
 18
 22
 19
  8
 10
 12
 15


minimal 1
  4
  3
  6
  5
  6
  4
  1
  4


slight 2
  3
  1
  3
  2
  3
  2
  4
  2


moderate 3
  0
  2
  0
  2
  8
  6
  7
  8


marked 4
  0
  0
  0
  0
  0
  1
  0
  1


Total Incidence:
  7
  6
  9
  9
 17
 13
 12
 15


Average Severity:
  1.4
  1.8
  1.3
  1.7
  2.1
  2.3
  2.5
  2.4

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  1
  1
  1
  1
  0
  0
  0
  1


Focus, cellular alteration,


basophilic


finding not present ‑
 10
  8
  4
  7
  3
  0
  4
  6


minimal 1
  9
  4
  3
  5
  3
  2
  2
  0


slight 2
 10
  4
 13
  5
  2
  2
  4
  7


moderate 3
  4
  7
  8
  6
  5
  7
  3
  4


marked 4
  0
  1
  2
  5
  9
  6
  6
 11


severe 5
  0
  0
  1
  0
  3
  6
  5
  2


Total Incidence:
 23
 16
 27
 21
 22
 23
 20
 24


Average Severity:
  1.8
  2.3
  2.4
  2.5
  3.3
  3.5
  3.4
  3.3


Focus, cellular alteration, clear


finding not present ‑
 33
 24
 31
 28
 24
 23
 24
 30


slight 2
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  1
  1
  1
  1
  0
  0
  0
  1


Focus, cellular alteration,


eosinophilic


finding not present ‑
 21
 12
 17
 18
 19
 19
 18
 22


minimal 1
  2
  3
  3
  0
  2
  0
  2
  0


slight 2
  4
  3
  7
  5
  2
  4
  2
  4


moderate 3
  6
  5
  4
  4
  1
  0
  1
  1


marked 4
  0
  1
  0
  1
  1
  0
  1
  3


Total Incidence:
 12
 12
 14
 10
  6
  4
  6
  8


Average Severity:
  2.3
  2.3
  2.1
  2.6
  2.2
  2.0
  2.2
  2.9


Hematopoiesis, extramedullary


finding not present ‑
 33
 22
 31
 28
 25
 22
 24
 29


minimal 1
  0
  0
  0
  0
  0
  1
  0
  0


slight 2
  0
  1
  0
  0
  0
  0
  0
  1


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  2
  0
  0
  0
  1
  0
  1


Average Severity:
  0.0
  2.5
  0.0
  0.0
  0.0
  1.0
  0.0
  2.0


Hyperplasia, Kupffer cell


finding not present ‑
 33
 23
 31
 28
 25
 23
 24
 30


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  1
  1
  1
  1
  0
  0
  0
  1


Infiltrate, mononuclear cell


finding not present ‑
 14
 13
 16
 12
  8
 10
 13
 15


minimal 1
 16
  6
 10
 11
  9
  4
 10
  8


slight 2
  3
  5
  4
  5
  8
  9
  1
  7


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
 19
 11
 15
 16
 17
 13
 11
 15


Average Severity:
  1.2
  1.5
  1.4
  1.3
  1.5
  1.7
  1.1
  1.5


Lipidosis, tension


finding not present ‑
 33
 24
 31
 27
 25
 23
 24
 30


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0


Mitosis, hepatocyte, increased


finding not present ‑
 33
 24
 31
 28
 25
 22
 24
 30


minimal 1
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  1
  1
  1
  1
  0
  0
  0
  1


Multinucleated hepatocyte,


increased


finding not present ‑
 33
 24
 31
 28
 22
 23
 23
 26


minimal 1
  0
  0
  0
  0
  2
  0
  1
  0


slight 2
  0
  0
  0
  0
  1
  0
  0
  4


Total Incidence:
  0
  0
  0
  0
  3
  0
  1
  4


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.3
  0.0
  1.0
  2.0


Necrosis, hepatocyte


finding not present ‑
 33
 24
 31
 26
 24
 23
 24
 29


minimal 1
  0
  0
  0
  1
  0
  0
  0
  0


slight 2
  0
  0
  0
  1
  1
  0
  0
  1


Total Incidence:
  0
  0
  0
  2
  1
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  1.5
  2.0
  0.0
  0.0
  2.0


Pigment, increased


finding not present ‑
 33
 24
 31
 28
 24
 23
 24
 30


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  4.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  1
  1
  1
  1
  0
  0
  0
  1


Vacuolation, increased, hepatocyte


finding not present ‑
 29
 13
 21
 25
 20
 20
 22
 26


minimal 1
  0
  4
  1
  2
  1
  0
  1
  0


slight 2
  3
  4
  8
  0
  4
  2
  1
  3


moderate 3
  1
  2
  1
  1
  0
  0
  0
  1


marked 4
  0
  1
  0
  0
  0
  1
  0
  0


Total Incidence:
  4
 11
 10
  3
  5
  3
  2
  4


Average Severity:
  2.3
  2.0
  2.0
  1.7
  1.8
  2.7
  1.5
  2.3

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lung
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 23
 15
 19
 22
 16
 15
 19
 22


Granuloma


finding not present ‑
 30
 23
 30
 28
 25
 21
 24
 29


minimal 1
  2
  1
  1
  0
  0
  2
  0
  1


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  3
  1
  1
  0
  0
  2
  0
  1


Average Severity:
  1.3
  1.0
  1.0
  0.0
  0.0
  1.0
  0.0
  1.0


Hyperplasia, epithelium, alveolus


finding not present ‑
 33
 23
 30
 28
 25
 23
 24
 30


minimal 1
  0
  1
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  1.0
  1.0
  0.0
  0.0
  0.0
  0.0
  0.0


Infiltrate, macrophages, alveolus


finding not present ‑
 33
 24
 31
 28
 25
 23
 23
 30


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lung
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 23
 15
 19
 22
 16
 15
 19
 22


Infiltrate, macrophages,


vacuolated


finding not present ‑
 24
 17
 21
 22
 17
 17
 20
 23


minimal 1
  6
  5
  6
  4
  7
  2
  2
  5


slight 2
  3
  2
  4
  1
  1
  3
  2
  2


moderate 3
  0
  0
  0
  1
  0
  1
  0
  0


Total Incidence:
  9
  7
 10
  6
  8
  6
  4
  7


Average Severity:
  1.3
  1.3
  1.4
  1.5
  1.1
  1.8
  1.5
  1.3


Inflammation, mixed cell


finding not present ‑
 32
 23
 29
 27
 22
 20
 23
 29


minimal 1
  0
  1
  2
  0
  3
  2
  1
  1


slight 2
  1
  0
  0
  1
  0
  1
  0
  0


Total Incidence:
  1
  1
  2
  1
  3
  3
  1
  1


Average Severity:
  2.0
  1.0
  1.0
  2.0
  1.0
  1.3
  1.0
  1.0


Pigment


finding not present ‑
 33
 24
 30
 28
 25
 23
 23
 30


minimal 1
  0
  0
  1
  0
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0
  2.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node,


Inguinal
Number Examined:
 29
 20
 29
 26
 23
 19
 18
 24


Unremarkable:
 27
 20
 29
 25
 22
 19
 18
 24


Dilatation, sinus


finding not present ‑
 29
 20
 29
 25
 23
 19
 18
 24


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0


Hyperplasia, lymphocytes


finding not present ‑
 27
 20
 29
 25
 23
 19
 18
 24


slight 2
  2
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  2
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node,


Mesenteric
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 26
 21
 23
 23
 22
 21
 18
 26


Angiectasis


finding not present ‑
 33
 24
 30
 27
 25
 23
 24
 30


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


marked 4
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  4.0
  3.0
  0.0
  0.0
  0.0
  0.0


Erythrocytes, sinus, increased


finding not present ‑
 30
 23
 29
 25
 24
 22
 19
 29


minimal 1
  0
  1
  0
  1
  1
  1
  0
  0


slight 2
  3
  0
  1
  2
  0
  0
  3
  1


moderate 3
  0
  0
  1
  0
  0
  0
  2
  0


Total Incidence:
  3
  1
  2
  3
  1
  1
  5
  1


Average Severity:
  2.0
  1.0
  2.5
  1.7
  1.0
  1.0
  2.4
  2.0


Inflammation


finding not present ‑
 33
 24
 31
 28
 25
 22
 24
 30


minimal 1
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Other
Number Examined:
  1
  1
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Dilatation, sinus


finding not present ‑
  0
  1
  1
  0
  0
  0
  0
  0


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Hyperplasia, lymphocytes


finding not present ‑
  1
  1
  0
  0
  0
  0
  0
  0


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland
Number Examined:
 30
 17
 23
 19
 25
 23
 23
 30


Unremarkable:
 24
 17
 21
 15
  5
  3
  8
  3


Cyst/ectasia with inflammation


finding not present ‑
 24
 17
 21
 15
 10
  5
 12
  9


minimal 1
  4
  0
  1
  2
  7
  8
  4
  7


slight 2
  2
  0
  1
  2
  6
  6
  4
  9


moderate 3
  0
  0
  0
  0
  1
  3
  2
  3


marked 4
  0
  0
  0
  0
  1
  1
  1
  2


Total Incidence:
  6
  0
  2
  4
 15
 18
 11
 21


Average Severity:
  1.3
  0.0
  1.5
  1.5
  1.7
  1.8
  2.0
  2.0


Hyperplasia


finding not present ‑
 30
 17
 23
 19
  9
  6
 12
 12


minimal 1
  0
  0
  0
  0
  4
  6
  2
  4


slight 2
  0
  0
  0
  0
 10
  6
  7
  9


moderate 3
  0
  0
  0
  0
  2
  5
  2
  4


marked 4
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
 16
 17
 11
 18


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.9
  1.9
  2.0
  2.1


Mandibular


Salivary Gland
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 28
 25
 22
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Marrow, Sternum
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 28
 23
 31
 28
 25
 23
 24
 28


Hyperplasia, myeloid


finding not present ‑
 28
 23
 31
 28
 25
 23
 24
 29


minimal 1
  2
  0
  0
  0
  0
  0
  0
  0


slight 2
  3
  1
  0
  0
  0
  0
  0
  1


Total Incidence:
  5
  1
  0
  0
  0
  0
  0
  1


Average Severity:
  1.6
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0


Mesentery
Number Examined:
  0
  0
  0
  0
  1
  0
  0
  1


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Inflammation


finding not present ‑
  0
  0
  0
  0
  0
  0
  0
  1


slight 2
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0


Necrosis


finding not present ‑
  0
  0
  0
  0
  0
  0
  0
  1


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Biceps


Femoris
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 16
  5
  2
  6
  7
 15
 20
 11


Degeneration/regeneration


finding not present ‑
 16
  5
  2
  6
  7
 15
 20
 11


minimal 1
 13
 19
 17
 16
 16
  8
  4
 18


slight 2
  4
  0
 10
  6
  2
  0
  0
  1


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


marked 4
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
 17
 19
 29
 22
 18
  8
  4
 19


Average Severity:
  1.2
  1.0
  1.5
  1.3
  1.1
  1.0
  1.0
  1.1


Nasal Turbinate
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Nerve, Optic
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 27
 24
 23
 23
 30


Atrophy


finding not present ‑
 33
 24
 31
 28
 24
 23
 23
 30


slight 2
  0
  0
  0
  0
  1
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  2.0
  0.0


Degeneration, axon


finding not present ‑
 33
 24
 31
 27
 25
 23
 24
 30


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0


Nerve, Sciatic
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 30
 28
 14
 22
 20
 23


Degeneration, axon, increased


finding not present ‑
 33
 24
 30
 28
 14
 22
 20
 23


minimal 1
  0
  0
  0
  0
 10
  1
  4
  7


slight 2
  0
  0
  1
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
 11
  1
  4
  7


Average Severity:
  0.0
  0.0
  2.0
  0.0
  1.1
  1.0
  1.0
  1.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ovary
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 29


Unremarkable:
  0
  0
  0
  0
 13
  8
  7
 12


Cyst, bursa


finding not present ‑
  0
  0
  0
  0
 24
 22
 23
 26


slight 2
  0
  0
  0
  0
  1
  1
  0
  2


moderate 3
  0
  0
  0
  0
  0
  0
  1
  1


Total Incidence:
  0
  0
  0
  0
  1
  1
  1
  3


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  2.0
  3.0
  2.3


Cyst, corpus luteum


finding not present ‑
  0
  0
  0
  0
 25
 23
 23
 28


slight 2
  0
  0
  0
  0
  0
  0
  1
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  2.0


Cyst, follicle


finding not present ‑
  0
  0
  0
  0
 25
 22
 19
 29


minimal 1
  0
  0
  0
  0
  0
  1
  1
  0


slight 2
  0
  0
  0
  0
  0
  0
  4
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  5
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  1.0
  1.8
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ovary
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 29


Unremarkable:
  0
  0
  0
  0
 13
  8
  7
 12


Cyst, parovarian


finding not present ‑
  0
  0
  0
  0
 19
 20
 22
 23


slight 2
  0
  0
  0
  0
  4
  1
  2
  4


moderate 3
  0
  0
  0
  0
  1
  2
  0
  2


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  6
  3
  2
  6


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.5
  2.7
  2.0
  2.3


Hyperplasia, interstitial cell


finding not present ‑
  0
  0
  0
  0
 18
 11
 13
 22


minimal 1
  0
  0
  0
  0
  0
  2
  3
  0


slight 2
  0
  0
  0
  0
  4
  8
  7
  6


moderate 3
  0
  0
  0
  0
  3
  2
  1
  1


Total Incidence:
  0
  0
  0
  0
  7
 12
 11
  7


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.4
  2.0
  1.8
  2.1


Oviduct
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  5
  5
  3
  0
 13
 14
 20
 15


Alteration, basophilic


finding not present ‑
 32
 22
 31
 23
 24
 23
 24
 29


minimal 1
  0
  2
  0
  4
  0
  0
  0
  1


slight 2
  1
  0
  0
  1
  1
  0
  0
  0


Total Incidence:
  1
  2
  0
  5
  1
  0
  0
  1


Average Severity:
  2.0
  1.0
  0.0
  1.2
  2.0
  0.0
  0.0
  1.0


Atrophy, acinar


finding not present ‑
 31
 20
 27
 22
 23
 20
 24
 27


minimal 1
  1
  2
  2
  2
  1
  0
  0
  0


slight 2
  1
  2
  2
  3
  1
  0
  0
  3


moderate 3
  0
  0
  0
  1
  0
  3
  0
  0


Total Incidence:
  2
  4
  4
  6
  2
  3
  0
  3


Average Severity:
  1.5
  1.5
  1.5
  1.8
  1.5
  3.0
  0.0
  2.0


Depletion, zymogen


finding not present ‑
 33
 24
 29
 28
 25
 23
 24
 29


slight 2
  0
  0
  1
  0
  0
  0
  0
  1


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  2
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  2.5
  0.0
  0.0
  0.0
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  5
  5
  3
  0
 13
 14
 20
 15


Ectopic spleen


finding not present ‑
 33
 24
 31
 28
 25
 23
 24
 29


Present
  0
  0
  0
  0
  0
  0
  0
  1


Hyperplasia, islet cell


finding not present ‑
  7
  5
  5
  1
 17
 15
 24
 21


minimal 1
  6
  6
  7
  5
  5
  2
  0
  4


slight 2
 17
  9
 14
 18
  2
  4
  0
  5


moderate 3
  2
  4
  4
  3
  1
  1
  0
  0


marked 4
  1
  0
  1
  1
  0
  1
  0
  0


Total Incidence:
 26
 19
 26
 27
  8
  8
  0
  9


Average Severity:
  1.9
  1.9
  2.0
  2.0
  1.5
  2.1
  0.0
  1.6


Infiltrate, mononuclear cell


finding not present ‑
 32
 19
 21
 24
 23
 22
 22
 25


minimal 1
  1
  4
  9
  3
  2
  1
  2
  4


slight 2
  0
  1
  1
  1
  0
  0
  0
  1


Total Incidence:
  1
  5
 10
  4
  2
  1
  2
  5


Average Severity:
  1.0
  1.2
  1.1
  1.3
  1.0
  1.0
  1.0
  1.2

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  5
  5
  3
  0
 13
 14
 20
 15


Inflammation, acute


finding not present ‑
 33
 24
 31
 27
 25
 23
 24
 30


minimal 1
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic


finding not present ‑
 29
 24
 28
 26
 24
 23
 24
 30


slight 2
  4
  0
  3
  2
  1
  0
  0
  0


Total Incidence:
  4
  0
  3
  2
  1
  0
  0
  0


Average Severity:
  2.0
  0.0
  2.0
  2.0
  2.0
  0.0
  0.0
  0.0


Inflammation, vessel


finding not present ‑
 33
 24
 30
 28
 25
 23
 23
 30


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


marked 4
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  4.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  5
  5
  3
  0
 13
 14
 20
 15


Thrombus


finding not present ‑
 33
 24
 31
 28
 25
 23
 23
 30


marked 4
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  4.0
  0.0


Parathyroid
Number Examined:
 33
 22
 30
 28
 25
 23
 24
 29


Unremarkable:
 30
 19
 28
 25
 25
 22
 24
 29


Hyperplasia


finding not present ‑
 30
 20
 29
 26
 25
 23
 24
 29


minimal 1
  1
  0
  0
  0
  0
  0
  0
  0


slight 2
  1
  1
  0
  2
  0
  0
  0
  0


moderate 3
  1
  1
  1
  0
  0
  0
  0
  0


Total Incidence:
  3
  2
  1
  2
  0
  0
  0
  0


Average Severity:
  2.0
  2.5
  3.0
  2.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 10
 10
  9
  9
  3
  2
  5
  2


Cyst, craniopharyngeal


finding not present ‑
 31
 23
 31
 28
 25
 23
 24
 30


slight 2
  1
  1
  0
  0
  0
  0
  0
  0


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  2
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  2.5
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Hyperplasia


finding not present ‑
 23
 15
 20
 20
 21
 20
 22
 25


minimal 1
  0
  1
  0
  0
  0
  0
  0
  0


slight 2
  6
  6
  6
  4
  1
  3
  2
  4


moderate 3
  3
  2
  4
  4
  2
  0
  0
  1


marked 4
  1
  0
  1
  0
  1
  0
  0
  0


Total Incidence:
 10
  9
 11
  8
  4
  3
  2
  5


Average Severity:
  2.5
  2.1
  2.5
  2.5
  3.0
  2.0
  2.0
  2.2

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Preputial Gland
Number Examined:
  1
  1
  0
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Inflammation, chronic‑active


finding not present ‑
  0
  0
  0
  0
  0
  0
  0
  0


slight 2
  0
  1
  0
  0
  0
  0
  0
  0


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  3.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Prostate
Number Examined:
 33
 24
 31
 28
  0
  0
  0
  0


Unremarkable:
 15
 10
  9
 14
  0
  0
  0
  0


Hyperplasia


finding not present ‑
 32
 24
 29
 27
  0
  0
  0
  0


minimal 1
  0
  0
  0
  1
  0
  0
  0
  0


slight 2
  1
  0
  1
  0
  0
  0
  0
  0


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  2
  1
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  2.5
  1.0
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 16
 10
 11
 14
  0
  0
  0
  0


minimal 1
  5
  6
  9
  7
  0
  0
  0
  0


slight 2
  5
  7
  9
  5
  0
  0
  0
  0


moderate 3
  7
  1
  2
  2
  0
  0
  0
  0


Total Incidence:
 17
 14
 20
 14
  0
  0
  0
  0


Average Severity:
  2.1
  1.6
  1.7
  1.6
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Seminal Vesicle
Number Examined:
 33
 24
 31
 28
  0
  0
  0
  0


Unremarkable:
 29
 24
 29
 27
  0
  0
  0
  0


Decreased secretion


finding not present ‑
 31
 24
 31
 28
  0
  0
  0
  0


minimal 1
  1
  0
  0
  0
  0
  0
  0
  0


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  2
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  1.5
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Hyperplasia


finding not present ‑
 32
 24
 30
 27
  0
  0
  0
  0


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


moderate 3
  0
  0
  1
  1
  0
  0
  0
  0


Total Incidence:
  1
  0
  1
  1
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  3.0
  3.0
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 30
 24
 29
 28
  0
  0
  0
  0


slight 2
  2
  0
  0
  0
  0
  0
  0
  0


moderate 3
  1
  0
  1
  0
  0
  0
  0
  0


marked 4
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  3
  0
  2
  0
  0
  0
  0
  0


Average Severity:
  2.3
  0.0
  3.5
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Skin/Subcutis
Number Examined:
 33
 23
 31
 28
 25
 23
 24
 30


Unremarkable:
 22
 19
 28
 20
 24
 22
 20
 25


Erosion/ulcer


finding not present ‑
 33
 22
 31
 28
 25
 22
 23
 29


slight 2
  0
  1
  0
  0
  0
  0
  0
  1


moderate 3
  0
  0
  0
  0
  0
  1
  1
  0


Total Incidence:
  0
  1
  0
  0
  0
  1
  1
  1


Average Severity:
  0.0
  2.0
  0.0
  0.0
  0.0
  3.0
  3.0
  2.0


Inflammation, chronic‑active


finding not present ‑
 31
 22
 31
 24
 25
 22
 22
 26


minimal 1
  1
  0
  0
  1
  0
  0
  0
  0


slight 2
  0
  0
  0
  1
  0
  0
  0
  4


moderate 3
  1
  1
  0
  2
  0
  1
  2
  0


Total Incidence:
  2
  1
  0
  4
  0
  1
  2
  4


Average Severity:
  2.0
  3.0
  0.0
  2.3
  0.0
  3.0
  3.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spinal Cord
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 22
 29
 26
 24
 22
 23
 28


Degeneration, axon, increased


finding not present ‑
 33
 22
 29
 26
 24
 22
 23
 28


minimal 1
  0
  2
  2
  2
  1
  1
  1
  1


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  2
  2
  2
  1
  1
  1
  2


Average Severity:
  0.0
  1.0
  1.0
  1.0
  1.0
  1.0
  1.0
  1.5

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 17
 18
 22
 14
 14
  7
 10
 11


Congestion


finding not present ‑
 33
 24
 31
 28
 25
 22
 24
 30


moderate 3
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0


Fibrosis, capsule


finding not present ‑
 33
 24
 31
 28
 25
 22
 24
 30


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0


Hematoma


finding not present ‑
 33
 24
 31
 28
 25
 23
 24
 29


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 17
 18
 22
 14
 14
  7
 10
 11


Hematopoiesis, extramedullary,


increased


finding not present ‑
 17
 20
 22
 14
 14
  9
 10
 12


minimal 1
 13
  1
  3
  7
  7
  2
  5
  6


slight 2
  3
  1
  5
  7
  4
  9
  6
 10


moderate 3
  0
  1
  1
  0
  0
  3
  3
  1


marked 4
  0
  1
  0
  0
  0
  0
  0
  1


Total Incidence:
 16
  4
  9
 14
 11
 14
 14
 18


Average Severity:
  1.2
  2.5
  1.8
  1.5
  1.4
  2.1
  1.9
  1.8


Pigment, increased


finding not present ‑
 33
 24
 31
 28
 25
 22
 24
 30


minimal 1
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0


Sternum
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Glandular
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 30
 24
 21
 28
 25
 23
 21
 29


Degeneration, muscle


finding not present ‑
 32
 24
 30
 28
 25
 23
 24
 30


slight 2
  1
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0


Erosion/ulcer


finding not present ‑
 33
 24
 29
 28
 25
 23
 24
 29


minimal 1
  0
  0
  1
  0
  0
  0
  0
  1


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  2
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  1.5
  0.0
  0.0
  0.0
  0.0
  1.0


Hemorrhage


finding not present ‑
 33
 24
 24
 28
 25
 23
 22
 30


minimal 1
  0
  0
  4
  0
  0
  0
  1
  0


slight 2
  0
  0
  2
  0
  0
  0
  1
  0


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  7
  0
  0
  0
  2
  0


Average Severity:
  0.0
  0.0
  1.6
  0.0
  0.0
  0.0
  1.5
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Glandular
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 30
 24
 21
 28
 25
 23
 21
 29


Hyperplasia, epithelium


finding not present ‑
 32
 24
 31
 28
 25
 23
 24
 30


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 32
 24
 31
 28
 25
 23
 24
 30


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Inflammation, vessel


finding not present ‑
 33
 24
 30
 28
 25
 23
 23
 30


minimal 1
  0
  0
  1
  0
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0
  2.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach,


Nonglandular
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 30
 23
 30
 28
 25
 23
 23
 30


Hyperplasia, epithelium


finding not present ‑
 30
 24
 30
 28
 25
 23
 23
 30


minimal 1
  0
  0
  0
  0
  0
  0
  1
  0


slight 2
  2
  0
  1
  0
  0
  0
  0
  0


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  3
  0
  1
  0
  0
  0
  1
  0


Average Severity:
  2.3
  0.0
  2.0
  0.0
  0.0
  0.0
  1.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 30
 24
 31
 28
 25
 23
 24
 30


slight 2
  2
  0
  0
  0
  0
  0
  0
  0


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  3
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.3
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Ulcer/erosion


finding not present ‑
 32
 24
 31
 28
 25
 23
 24
 30


minimal 1
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  1.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Testis
Number Examined:
 33
 24
 31
 28
  0
  0
  0
  0


Unremarkable:
 26
 20
 27
 23
  0
  0
  0
  0


Atrophy/degeneration


finding not present ‑
 28
 21
 29
 25
  0
  0
  0
  0


minimal 1
  0
  0
  0
  1
  0
  0
  0
  0


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


moderate 3
  3
  3
  2
  1
  0
  0
  0
  0


marked 4
  1
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  5
  3
  2
  3
  0
  0
  0
  0


Average Severity:
  3.0
  3.0
  3.0
  2.7
  0.0
  0.0
  0.0
  0.0


Edema


finding not present ‑
 33
 24
 30
 27
  0
  0
  0
  0


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  3.0
  0.0
  0.0
  0.0
  0.0


Granuloma, sperm


finding not present ‑
 32
 24
 31
 28
  0
  0
  0
  0


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus
Number Examined:
 32
 24
 30
 27
 25
 22
 24
 30


Unremarkable:
 24
 16
 20
 17
 11
 13
 15
 14


Cyst, increased


finding not present ‑
 32
 24
 30
 27
 23
 22
 22
 26


minimal 1
  0
  0
  0
  0
  0
  0
  2
  2


moderate 3
  0
  0
  0
  0
  2
  0
  0
  1


marked 4
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  2
  0
  2
  4


Average Severity:
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  1.0
  2.3


Hemorrhage


finding not present ‑
 32
 24
 29
 27
 23
 21
 23
 27


minimal 1
  0
  0
  0
  0
  1
  0
  0
  0


slight 2
  0
  0
  1
  0
  0
  1
  1
  3


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  2
  1
  1
  3


Average Severity:
  0.0
  0.0
  2.0
  0.0
  2.0
  2.0
  2.0
  2.0


Hyperplasia, epithelium


finding not present ‑
 27
 19
 26
 22
 19
 18
 19
 20


minimal 1
  2
  2
  1
  2
  1
  2
  2
  4


slight 2
  3
  3
  3
  3
  5
  1
  3
  3


moderate 3
  0
  0
  0
  0
  0
  1
  0
  3


Total Incidence:
  5
  5
  4
  5
  6
  4
  5
 10


Average Severity:
  1.6
  1.6
  1.8
  1.6
  1.8
  1.8
  1.6
  1.9

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus
Number Examined:
 32
 24
 30
 27
 25
 22
 24
 30


Unremarkable:
 24
 16
 20
 17
 11
 13
 15
 14


Hyperplasia, lymphocyte


finding not present ‑
 29
 20
 23
 22
 19
 18
 20
 25


minimal 1
  1
  1
  3
  1
  0
  1
  0
  1


slight 2
  1
  2
  1
  4
  3
  1
  2
  1


moderate 3
  1
  1
  3
  0
  2
  2
  1
  2


marked 4
  0
  0
  0
  0
  1
  0
  1
  1


Total Incidence:
  3
  4
  7
  5
  6
  4
  4
  5


Average Severity:
  2.0
  2.0
  2.0
  1.8
  2.7
  2.3
  2.8
  2.6


Inflammation, chronic‑active


finding not present ‑
 32
 24
 30
 27
 25
 22
 23
 30


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
  1
  2
  0
  0


Cyst, follicle


finding not present ‑
 27
 17
 29
 26
 20
 18
 22
 26


minimal 1
  1
  0
  0
  1
  3
  4
  1
  0


slight 2
  4
  7
  1
  1
  2
  0
  1
  4


moderate 3
  1
  0
  1
  0
  0
  1
  0
  0


Total Incidence:
  6
  7
  2
  2
  5
  5
  2
  4


Average Severity:
  2.0
  2.0
  2.5
  1.5
  1.4
  1.4
  1.5
  2.0


Hyperplasia, diffuse, C‑cell


finding not present ‑
  0
  1
  1
  0
  2
  5
  0
  1


minimal 1
  6
  5
  8
  3
  8
 12
  9
  9


slight 2
 24
 17
 19
 22
 13
  6
 13
 16


moderate 3
  3
  1
  3
  3
  2
  0
  2
  4


Total Incidence:
 33
 23
 30
 28
 23
 18
 24
 29


Average Severity:
  1.9
  1.8
  1.8
  2.0
  1.7
  1.3
  1.7
  1.8

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
  1
  2
  0
  0


Hyperplasia, focal,  C‑cell


finding not present ‑
 29
 22
 28
 24
 24
 19
 20
 27


minimal 1
  0
  0
  2
  0
  0
  0
  1
  1


slight 2
  2
  1
  0
  2
  0
  2
  1
  1


moderate 3
  2
  1
  0
  2
  1
  2
  2
  1


marked 4
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  4
  2
  3
  4
  1
  4
  4
  3


Average Severity:
  2.5
  2.5
  2.0
  2.5
  3.0
  2.5
  2.3
  2.0


Hyperplasia, follicular cell


finding not present ‑
 27
 18
 24
 25
 23
 19
 22
 28


minimal 1
  1
  2
  0
  1
  1
  2
  1
  0


slight 2
  2
  3
  5
  1
  1
  1
  0
  1


moderate 3
  3
  0
  2
  1
  0
  1
  1
  1


marked 4
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  6
  6
  7
  3
  2
  4
  2
  2


Average Severity:
  2.3
  2.0
  2.3
  2.0
  1.5
  1.8
  2.0
  2.5


Infiltrate, mononuclear cell


finding not present ‑
 33
 24
 31
 27
 25
 22
 24
 30


minimal 1
  0
  0
  0
  1
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  1.0
  0.0
  1.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tongue
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 30
 28
 25
 23
 23
 29


Infiltrate, mononuclear cell


finding not present ‑
 33
 24
 30
 28
 25
 23
 24
 29


minimal 1
  0
  0
  1
  0
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0
  0.0
  2.0


Inflammation, chronic‑active


finding not present ‑
 33
 24
 31
 28
 25
 23
 23
 30


moderate 3
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0


Trachea
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 30


Unremarkable:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ureter
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 29


Unremarkable:
 33
 24
 30
 27
 25
 23
 24
 29


Hyperplasia, transitional cell


finding not present ‑
 33
 24
 31
 27
 25
 23
 24
 29


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0


Inflammation


finding not present ‑
 33
 24
 30
 27
 25
 23
 24
 29


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  3.0
  2.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Urinary Bladder
Number Examined:
 33
 24
 31
 28
 25
 23
 24
 29


Unremarkable:
 33
 24
 30
 28
 25
 23
 24
 29


Hemorrhage


finding not present ‑
 33
 24
 30
 28
 25
 23
 24
 29


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0


Inflammation


finding not present ‑
 33
 24
 30
 28
 25
 23
 24
 29


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Uterus
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
 15
 14
 15
 23


Cyst


finding not present ‑
  0
  0
  0
  0
 24
 18
 19
 27


slight 2
  0
  0
  0
  0
  0
  2
  1
  2


moderate 3
  0
  0
  0
  0
  1
  1
  4
  1


marked 4
  0
  0
  0
  0
  0
  2
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  5
  5
  3


Average Severity:
  0.0
  0.0
  0.0
  0.0
  3.0
  3.0
  2.8
  2.3


Dilatation


finding not present ‑
  0
  0
  0
  0
 22
 23
 22
 30


slight 2
  0
  0
  0
  0
  1
  0
  2
  0


moderate 3
  0
  0
  0
  0
  2
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  3
  0
  2
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.7
  0.0
  2.0
  0.0


Hyperplasia, cystic endometrial


finding not present ‑
  0
  0
  0
  0
 23
 22
 23
 29


minimal 1
  0
  0
  0
  0
  1
  0
  1
  0


slight 2
  0
  0
  0
  0
  1
  1
  0
  1


Total Incidence:
  0
  0
  0
  0
  2
  1
  1
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.5
  2.0
  1.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Uterus
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
 15
 14
 15
 23


Hyperplasia, endometrium


finding not present ‑
  0
  0
  0
  0
 25
 22
 24
 29


minimal 1
  0
  0
  0
  0
  0
  0
  0
  1


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  1.0


Inflammation, chronic‑active


finding not present ‑
  0
  0
  0
  0
 25
 23
 24
 29


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0


Intussusception


finding not present ‑
  0
  0
  0
  0
 25
 22
 24
 30


moderate 3
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Uterus
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
 15
 14
 15
 23


Lumen, debris, cellular


finding not present ‑
  0
  0
  0
  0
 25
 22
 24
 30


moderate 3
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Terminal Euthanasia (Dosing Phase)


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 33
 24
 31
 28
 25
 23
 24
 30

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Vagina
Number Examined:
  0
  0
  0
  0
 25
 23
 24
 30


Unremarkable:
  0
  0
  0
  0
 16
 14
 15
 13


Exudate, lumen


finding not present ‑
  0
  0
  0
  0
 25
 21
 24
 30


minimal 1
  0
  0
  0
  0
  0
  1
  0
  0


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  2
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  1.5
  0.0
  0.0


Mucification, epithelium


finding not present ‑
  0
  0
  0
  0
 16
 14
 15
 13


minimal 1
  0
  0
  0
  0
  1
  1
  3
  2


slight 2
  0
  0
  0
  0
  5
  5
  2
  9


moderate 3
  0
  0
  0
  0
  3
  2
  3
  6


marked 4
  0
  0
  0
  0
  0
  1
  1
  0


Total Incidence:
  0
  0
  0
  0
  9
  9
  9
 17


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.2
  2.3
  2.2
  2.2

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
Table 5.8: Summary of Severity for Selected Microscopic Observations - Unscheduled Euthanasias and Deaths

Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Abdominal Cavity
Number Examined:
  0
  0
  0
  0
  1
  1
  1
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Hemorrhage


finding not present ‑
  0
  0
  0
  0
  0
  1
  1
  0


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0


Adipose, Other
Number Examined:
  0
  0
  0
  0
  1
  0
  0
  3


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  1


Necrosis


finding not present ‑
  0
  0
  0
  0
  1
  0
  0
  2


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0


Adipose, White,


Mesenteric
Number Examined:
  0
  0
  0
  1
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Adrenal, Cortex
Number Examined:
 22
 25
 19
 27
 30
 27
 26
 25


Unremarkable:
 12
 11
  6
 14
  3
  3
  3
  1


Atrophy


finding not present ‑
 22
 25
 19
 27
 30
 27
 26
 24


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0


Degeneration, cystic/hemorrhagic


finding not present ‑
 12
 12
  6
 15
  3
  4
  3
  2


minimal 1
  6
  7
 11
 11
  4
  5
  3
  5


slight 2
  3
  6
  2
  0
 11
 11
  7
 10


moderate 3
  1
  0
  0
  1
 10
  4
 11
  7


marked 4
  0
  0
  0
  0
  2
  3
  2
  1


Total Incidence:
 10
 13
 13
 12
 27
 23
 23
 23


Average Severity:
  1.5
  1.5
  1.2
  1.2
  2.4
  2.2
  2.5
  2.2


Hematopoiesis, increased


finding not present ‑
 22
 25
 19
 27
 30
 27
 26
 24


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Adrenal, Cortex
Number Examined:
 22
 25
 19
 27
 30
 27
 26
 25


Unremarkable:
 12
 11
  6
 14
  3
  3
  3
  1


Hyperplasia


finding not present ‑
 22
 24
 19
 26
 30
 25
 26
 24


minimal 1
  0
  0
  0
  0
  0
  1
  0
  0


slight 2
  0
  0
  0
  1
  0
  1
  0
  0


moderate 3
  0
  1
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  1
  0
  1
  0
  2
  0
  1


Average Severity:
  0.0
  3.0
  0.0
  2.0
  0.0
  1.5
  0.0
  3.0


Hypertrophy


finding not present ‑
 22
 23
 17
 27
 27
 27
 25
 23


minimal 1
  0
  0
  0
  0
  1
  0
  0
  0


slight 2
  0
  1
  1
  0
  2
  0
  1
  1


moderate 3
  0
  1
  1
  0
  0
  0
  0
  1


Total Incidence:
  0
  2
  2
  0
  3
  0
  1
  2


Average Severity:
  0.0
  2.5
  2.5
  0.0
  1.7
  0.0
  2.0
  2.5


Necrosis


finding not present ‑
 22
 24
 19
 27
 30
 27
 26
 25


slight 2
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Adrenal, Medulla
Number Examined:
 22
 25
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 24
 18
 26
 30
 27
 25
 25


Infiltrate, mononuclear cell


finding not present ‑
 22
 25
 19
 26
 30
 27
 25
 25


minimal 1
  0
  0
  0
  1
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0
  2.0
  0.0


Aorta
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 25
 19
 27
 30
 27
 26
 25


Mineralization


finding not present ‑
 22
 25
 19
 27
 30
 27
 26
 25


slight 2
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Body, Whole/Cavity
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 20
 20
 15
 19
 27
 24
 21
 21


Bone, Other
Number Examined:
  1
  0
  0
  0
  0
  0
  0
  0


Unremarkable:
  1
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Brain
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 10
 15
 11
 14
 11
 10
 10
  9


Compression, ventral


finding not present ‑
 14
 16
 11
 19
 11
 10
 10
  9


minimal 1
  0
  2
  2
  1
  4
  3
  4
  2


slight 2
  7
  8
  5
  6
 13
 11
 12
 11


moderate 3
  1
  0
  1
  1
  2
  3
  0
  3


Total Incidence:
  8
 10
  8
  8
 19
 17
 16
 16


Average Severity:
  2.1
  1.8
  1.9
  2.0
  1.9
  2.0
  1.8
  2.1


Gliosis


finding not present ‑
 22
 26
 19
 26
 30
 26
 26
 25


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


moderate 3
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  3.0
  0.0
  0.0


Hemorrhage


finding not present ‑
 21
 26
 19
 27
 30
 27
 26
 25


minimal 1
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  1.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Brain
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 10
 15
 11
 14
 11
 10
 10
  9


Necrosis, gray matter


finding not present ‑
 22
 26
 19
 26
 30
 26
 26
 25


minimal 1
  0
  0
  0
  1
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  1.0
  0.0
  2.0
  0.0
  0.0


Necrosis/loss, neurons


finding not present ‑
 22
 25
 19
 27
 30
 27
 26
 25


minimal 1
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  1.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Vacuoles, white matter


finding not present ‑
 21
 26
 19
 27
 30
 27
 26
 25


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Cecum
Number Examined:
 22
 25
 19
 25
 30
 25
 26
 25


Unremarkable:
 22
 25
 19
 25
 30
 25
 26
 24


Erosion/ulcer


finding not present ‑
 22
 25
 19
 25
 30
 25
 26
 24


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Cervix
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 25
 21
 21
 21


Cyst


finding not present ‑
  0
  0
  0
  0
 30
 26
 26
 25


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0


Hyperplasia, epithelium


finding not present ‑
  0
  0
  0
  0
 28
 26
 26
 23


minimal 1
  0
  0
  0
  0
  1
  0
  0
  1


slight 2
  0
  0
  0
  0
  1
  0
  0
  1


moderate 3
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  2
  1
  0
  2


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.5
  3.0
  0.0
  1.5


Lumen, exudate/debris


finding not present ‑
  0
  0
  0
  0
 27
 26
 26
 25


minimal 1
  0
  0
  0
  0
  2
  0
  0
  0


slight 2
  0
  0
  0
  0
  1
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  3
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.3
  2.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Clitoral Gland
Number Examined:
  0
  0
  0
  0
  1
  1
  0
  3


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  1


Inflammation/cyst


finding not present ‑
  0
  0
  0
  0
  0
  1
  0
  1


slight 2
  0
  0
  0
  0
  1
  0
  0
  1


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  2


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  2.5


Colon
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 19
 26
 28
 27
 26
 25


Parasite, nematode


finding not present ‑
 22
 26
 19
 26
 29
 27
 26
 25


Present
  0
  0
  0
  1
  1
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Death Comment
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Accidental


finding not present ‑
 21
 26
 19
 27
 29
 27
 26
 25


Present
  1
  0
  0
  0
  1
  0
  0
  0


Chronic anemia


finding not present ‑
 22
 26
 19
 27
 30
 26
 26
 25


Present
  0
  0
  0
  0
  0
  1
  0
  0


Degeneration, peripheral nerve


finding not present ‑
 22
 26
 19
 26
 30
 27
 26
 25


Present
  0
  0
  0
  1
  0
  0
  0
  0


Heart failure


finding not present ‑
 22
 25
 19
 27
 30
 27
 26
 25


Present
  0
  1
  0
  0
  0
  0
  0
  0


Hematopoietic neoplasm


finding not present ‑
 21
 23
 19
 24
 29
 26
 25
 21


Present
  1
  3
  0
  3
  1
  1
  1
  4


Inflammation


finding not present ‑
 19
 23
 13
 22
 29
 25
 22
 23


Present
  3
  3
  6
  5
  1
  2
  4
  2


Malacia, central nervous system


finding not present ‑
 21
 26
 19
 27
 30
 27
 26
 25


Present
  1
  0
  0
  0
  0
  0
  0
  0


Mesothelioma


finding not present ‑
 22
 26
 18
 27
 30
 27
 26
 25


Present
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Death Comment
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Neoplasia, abdominal cavity


finding not present ‑
 22
 26
 19
 26
 30
 27
 26
 25


Present
  0
  0
  0
  1
  0
  0
  0
  0


Neoplasia, alimentary


finding not present ‑
 21
 25
 18
 27
 30
 27
 26
 25


Present
  1
  1
  1
  0
  0
  0
  0
  0


Neoplasia, endocrine


finding not present ‑
 22
 26
 19
 27
 29
 27
 26
 25


Present
  0
  0
  0
  0
  1
  0
  0
  0


Neoplasia, mammary


finding not present ‑
 22
 26
 19
 27
 27
 21
 24
 22


Present
  0
  0
  0
  0
  3
  6
  2
  3


Neoplasia, nervous system


finding not present ‑
 20
 24
 19
 24
 30
 27
 26
 25


Present
  2
  2
  0
  3
  0
  0
  0
  0


Neoplasia, pituitary


finding not present ‑
 14
 16
 12
 22
 12
 17
 13
 13


Present
  8
 10
  7
  5
 18
 10
 13
 12


Neoplasia, reproductive/urinary


finding not present ‑
 22
 26
 19
 27
 26
 24
 21
 24


Present
  0
  0
  0
  0
  4
  3
  5
  1


Neoplasia, skeletal


finding not present ‑
 22
 26
 17
 27
 30
 27
 26
 25


Present
  0
  0
  2
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Death Comment
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Neoplasia, skin


finding not present ‑
 20
 23
 18
 23
 29
 26
 25
 25


Present
  2
  3
  1
  4
  1
  1
  1
  0


Neoplasm, vascular


finding not present ‑
 21
 26
 19
 26
 30
 26
 26
 25


Present
  1
  0
  0
  1
  0
  1
  0
  0


Undetermined


finding not present ‑
 20
 23
 18
 23
 30
 25
 26
 22


Present
  2
  3
  1
  4
  0
  2
  0
  3


Duodenum
Number Examined:
 21
 24
 19
 26
 30
 25
 26
 25


Unremarkable:
 21
 24
 18
 26
 30
 25
 26
 25


Ulcer


finding not present ‑
 21
 24
 18
 26
 30
 25
 26
 25


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Epididymis
Number Examined:
 22
 26
 19
 27
  0
  0
  0
  0


Unremarkable:
 20
 24
 19
 27
  0
  0
  0
  0


Granuloma, sperm


finding not present ‑
 22
 25
 19
 27
  0
  0
  0
  0


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Hypospermia


finding not present ‑
 20
 25
 19
 27
  0
  0
  0
  0


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


marked 4
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  2
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  2.5
  4.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Esophagus
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 24
 19
 27
 29
 25
 26
 25


Degeneration/regeneration,


muscularis


finding not present ‑
 21
 24
 19
 27
 29
 25
 26
 25


minimal 1
  1
  2
  0
  0
  0
  1
  0
  0


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  1
  2
  0
  0
  1
  2
  0
  0


Average Severity:
  1.0
  1.0
  0.0
  0.0
  4.0
  1.5
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 22
 26
 19
 27
 29
 26
 26
 25


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  4.0
  2.0
  0.0
  0.0


Ulcer


finding not present ‑
 22
 26
 19
 27
 29
 27
 26
 25


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  4.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Eye
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 20
 14
 21
 23
 25
 22
 21


Atrophy, retina


finding not present ‑
 21
 20
 14
 21
 23
 26
 22
 21


minimal 1
  0
  0
  1
  0
  0
  0
  0
  0


slight 2
  1
  5
  3
  4
  6
  1
  4
  3


moderate 3
  0
  1
  1
  2
  1
  0
  0
  1


Total Incidence:
  1
  6
  5
  6
  7
  1
  4
  4


Average Severity:
  2.0
  2.2
  2.0
  2.3
  2.1
  2.0
  2.0
  2.3


Rosette, retina


finding not present ‑
 22
 26
 19
 27
 30
 26
 26
 25


minimal 1
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0


Ulceration, cornea


finding not present ‑
 22
 26
 19
 27
 30
 27
 25
 25


moderate 3
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Foot/Footpad
Number Examined:
  3
  1
  6
  5
  1
  1
  0
  4


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Inflammation/hyperplasia


finding not present ‑
  0
  0
  0
  0
  0
  0
  0
  0


minimal 1
  0
  0
  1
  0
  0
  0
  0
  0


slight 2
  0
  0
  0
  2
  0
  1
  0
  2


moderate 3
  1
  1
  2
  1
  1
  0
  0
  2


marked 4
  2
  0
  3
  2
  0
  0
  0
  0


Total Incidence:
  3
  1
  6
  5
  1
  1
  0
  4


Average Severity:
  3.7
  3.0
  3.2
  3.0
  3.0
  2.0
  0.0
  2.5


New bone formation


finding not present ‑
  3
  1
  6
  4
  1
  1
  0
  4


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0


Ulcer


finding not present ‑
  3
  0
  3
  3
  0
  1
  0
  3


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


moderate 3
  0
  1
  2
  0
  1
  0
  0
  0


marked 4
  0
  0
  1
  2
  0
  0
  0
  0


Total Incidence:
  0
  1
  3
  2
  1
  0
  0
  1


Average Severity:
  0.0
  3.0
  3.3
  4.0
  3.0
  0.0
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


GALT/Peyer's Patch
Number Examined:
 21
 25
 19
 27
 28
 24
 23
 24


Unremarkable:
 21
 25
 19
 26
 27
 24
 23
 24


Necrosis, lymphocytes


finding not present ‑
 21
 25
 19
 27
 27
 24
 23
 24


minimal 1
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Harderian Gland
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 11
 17
 13
 16
 20
 19
 18
 18


Hyperplasia


finding not present ‑
 21
 25
 18
 26
 29
 26
 26
 24


minimal 1
  0
  0
  1
  1
  1
  1
  0
  0


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


moderate 3
  1
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  1
  1
  1
  1
  1
  0
  1


Average Severity:
  3.0
  3.0
  1.0
  1.0
  1.0
  1.0
  0.0
  2.0


Infiltrate, mononuclear cell


finding not present ‑
 12
 20
 13
 16
 22
 20
 20
 18


minimal 1
  9
  2
  3
  6
  6
  6
  6
  6


slight 2
  1
  3
  3
  5
  2
  1
  0
  1


marked 4
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
 10
  6
  6
 11
  8
  7
  6
  7


Average Severity:
  1.1
  2.0
  1.5
  1.5
  1.3
  1.1
  1.0
  1.1


Inflammation, chronic‑active


finding not present ‑
 22
 25
 19
 27
 30
 27
 26
 25


minimal 1
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  1.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Harderian Gland
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 11
 17
 13
 16
 20
 19
 18
 18


Inflammation, granulomatous


finding not present ‑
 21
 25
 19
 27
 30
 26
 24
 25


minimal 1
  1
  1
  0
  0
  0
  1
  1
  0


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  1
  1
  0
  0
  0
  1
  2
  0


Average Severity:
  1.0
  1.0
  0.0
  0.0
  0.0
  1.0
  1.5
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Heart
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  9
  9
  3
  9
 15
 15
 19
 15


Cardiomyopathy, degenerative


finding not present ‑
 10
 12
  4
 10
 15
 15
 20
 15


minimal 1
  4
  7
  5
  6
  7
  4
  1
  6


slight 2
  6
  7
 10
  7
  6
  5
  4
  3


moderate 3
  2
  0
  0
  4
  2
  3
  1
  1


Total Incidence:
 12
 14
 15
 17
 15
 12
  6
 10


Average Severity:
  1.8
  1.5
  1.7
  1.9
  1.7
  1.9
  2.0
  1.5


Hemorrhage


finding not present ‑
 20
 25
 19
 27
 29
 26
 26
 25


minimal 1
  0
  0
  0
  0
  1
  0
  0
  0


slight 2
  2
  1
  0
  0
  0
  1
  0
  0


Total Incidence:
  2
  1
  0
  0
  1
  1
  0
  0


Average Severity:
  2.0
  2.0
  0.0
  0.0
  1.0
  2.0
  0.0
  0.0


Hyperplasia, endocardium


finding not present ‑
 22
 26
 18
 26
 30
 27
 26
 25


moderate 3
  0
  0
  1
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  3.0
  3.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Heart
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  9
  9
  3
  9
 15
 15
 19
 15


Infiltrate, mononuclear cell


finding not present ‑
 22
 26
 19
 27
 30
 27
 25
 25


minimal 1
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  1.0
  0.0


Inflammation, vessel


finding not present ‑
 21
 26
 19
 26
 30
 27
 26
 25


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  3.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0


Mineralization, vessel


finding not present ‑
 22
 25
 19
 27
 30
 27
 26
 25


slight 2
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Heart
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  9
  9
  3
  9
 15
 15
 19
 15


Thrombus, atrium


finding not present ‑
 22
 25
 19
 27
 30
 27
 26
 25


marked 4
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  4.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Ileum
Number Examined:
 21
 25
 17
 26
 30
 25
 26
 24


Unremarkable:
 21
 25
 17
 26
 30
 25
 26
 24


Jejunum
Number Examined:
 19
 25
 19
 25
 29
 27
 25
 25


Unremarkable:
 19
 24
 18
 25
 29
 27
 25
 25


Joint, Other
Number Examined:
  1
  1
  0
  0
  0
  0
  0
  0


Unremarkable:
  1
  0
  0
  0
  0
  0
  0
  0


Hyperostosis, periosteum


finding not present ‑
  1
  0
  0
  0
  0
  0
  0
  0


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Kidney
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  9
  6
  5
  4
  7
  5
  6
  7


Cyst


finding not present ‑
 22
 25
 19
 27
 30
 26
 26
 25


minimal 1
  0
  0
  0
  0
  0
  1
  0
  0


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  3.0
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0


Degeneration/necrosis, tubule


finding not present ‑
 22
 26
 19
 27
 30
 26
 26
 25


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0


Degeneration/Regeneration, Tubule


finding not present ‑
 21
 26
 19
 27
 30
 27
 26
 25


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Kidney
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  9
  6
  5
  4
  7
  5
  6
  7


Dilatation, pelvis


finding not present ‑
 19
 25
 18
 23
 29
 26
 23
 25


minimal 1
  1
  0
  1
  1
  0
  0
  0
  0


slight 2
  2
  0
  0
  2
  0
  0
  2
  0


moderate 3
  0
  1
  0
  1
  1
  0
  1
  0


marked 4
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  3
  1
  1
  4
  1
  1
  3
  0


Average Severity:
  1.7
  3.0
  1.0
  2.0
  3.0
  4.0
  2.3
  0.0


Dilatation, tubule(s)


finding not present ‑
 21
 26
 19
 27
 29
 26
 26
 25


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


moderate 3
  1
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  1
  1
  0
  0


Average Severity:
  3.0
  0.0
  0.0
  0.0
  3.0
  2.0
  0.0
  0.0


Hyaline droplet, tubule cell


finding not present ‑
 22
 25
 19
 26
 30
 27
 26
 24


slight 2
  0
  0
  0
  1
  0
  0
  0
  1


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  1
  0
  0
  0
  1


Average Severity:
  0.0
  3.0
  0.0
  2.0
  0.0
  0.0
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Kidney
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  9
  6
  5
  4
  7
  5
  6
  7


Hyperplasia, transitional cell


finding not present ‑
 19
 23
 16
 23
 14
 15
 14
 12


minimal 1
  1
  2
  2
  2
 11
  9
  8
  8


slight 2
  2
  0
  1
  1
  5
  2
  4
  5


moderate 3
  0
  1
  0
  1
  0
  1
  0
  0


Total Incidence:
  3
  3
  3
  4
 16
 12
 12
 13


Average Severity:
  1.7
  1.7
  1.3
  1.8
  1.3
  1.3
  1.3
  1.4


Hyperplasia, tubule cell


finding not present ‑
 22
 25
 19
 27
 30
 26
 26
 25


minimal 1
  0
  1
  0
  0
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  1.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0


Inflammation, chronic


finding not present ‑
 21
 26
 19
 27
 30
 27
 26
 25


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Kidney
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  9
  6
  5
  4
  7
  5
  6
  7


Mineralization, pelvis


finding not present ‑
 19
 24
 17
 25
 14
 12
 12
 11


minimal 1
  3
  2
  2
  2
 15
 13
 10
 11


slight 2
  0
  0
  0
  0
  1
  2
  4
  2


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  3
  2
  2
  2
 16
 15
 14
 14


Average Severity:
  1.0
  1.0
  1.0
  1.0
  1.1
  1.1
  1.3
  1.3


Nephropathy, chronic progressive


finding not present ‑
 11
  9
  6
  9
 14
 13
 18
 14


minimal 1
  7
 11
 10
 10
 14
 10
  6
  8


slight 2
  3
  3
  2
  6
  2
  4
  2
  3


moderate 3
  1
  3
  1
  1
  0
  0
  0
  0


marked 4
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
 11
 17
 13
 18
 16
 14
  8
 11


Average Severity:
  1.5
  1.5
  1.3
  1.6
  1.1
  1.3
  1.3
  1.3


Pigment, increased


finding not present ‑
 22
 26
 19
 27
 28
 26
 26
 24


minimal 1
  0
  0
  0
  0
  2
  0
  0
  0


slight 2
  0
  0
  0
  0
  0
  1
  0
  1


Total Incidence:
  0
  0
  0
  0
  2
  1
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.0
  2.0
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Kidney
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  9
  6
  5
  4
  7
  5
  6
  7


Pyelonephritis


finding not present ‑
 19
 25
 16
 23
 28
 23
 23
 23


minimal 1
  1
  0
  1
  2
  1
  3
  1
  2


slight 2
  2
  0
  2
  0
  1
  0
  0
  0


moderate 3
  0
  1
  0
  2
  0
  0
  1
  0


marked 4
  0
  0
  0
  0
  0
  1
  1
  0


Total Incidence:
  3
  1
  3
  4
  2
  4
  3
  2


Average Severity:
  1.7
  3.0
  1.7
  2.0
  1.5
  1.8
  2.7
  1.0


Lacrimal Gland
Number Examined:
  0
  1
  2
  1
  1
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  1
  0
  0
  0


Ectopic Harderian gland


finding not present ‑
  0
  0
  0
  0
  1
  0
  0
  0


slight 2
  0
  1
  2
  1
  0
  0
  0
  0


Total Incidence:
  0
  1
  2
  1
  0
  0
  0
  0


Average Severity:
  0.0
  2.0
  2.0
  2.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  4
 10
  4
  4
  2
  3
  2
  2


Angiectasis


finding not present ‑
 22
 26
 18
 27
 26
 26
 24
 24


minimal 1
  0
  0
  1
  0
  3
  0
  1
  0


slight 2
  0
  0
  0
  0
  1
  1
  0
  1


moderate 3
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  1
  0
  4
  1
  2
  1


Average Severity:
  0.0
  0.0
  1.0
  0.0
  1.3
  2.0
  2.0
  2.0


Barbiturate lysis


finding not present ‑
 22
 26
 19
 26
 30
 27
 26
 25


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0


Congestion


finding not present ‑
 22
 26
 19
 27
 29
 27
 26
 25


minimal 1
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  4
 10
  4
  4
  2
  3
  2
  2


Cyst, biliary


finding not present ‑
 22
 26
 19
 26
 30
 27
 26
 25


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0


Fibrosis/biliary hyperplasia


finding not present ‑
 17
 26
 15
 23
 24
 21
 20
 19


minimal 1
  4
  0
  3
  1
  1
  1
  1
  1


slight 2
  0
  0
  0
  1
  3
  4
  4
  2


moderate 3
  1
  0
  1
  2
  2
  1
  1
  3


Total Incidence:
  5
  0
  4
  4
  6
  6
  6
  6


Average Severity:
  1.4
  0.0
  1.5
  2.3
  2.2
  2.0
  2.0
  2.3

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  4
 10
  4
  4
  2
  3
  2
  2


Focus, cellular alteration,


basophilic


finding not present ‑
 16
 22
 11
 15
  8
  6
  6
  6


minimal 1
  4
  4
  2
  6
  3
  2
  4
  2


slight 2
  0
  0
  4
  2
  8
  3
  5
  5


moderate 3
  2
  0
  1
  4
  5
 10
  5
  4


marked 4
  0
  0
  1
  0
  6
  5
  4
  7


severe 5
  0
  0
  0
  0
  0
  1
  2
  1


Total Incidence:
  6
  4
  8
 12
 22
 21
 20
 19


Average Severity:
  1.7
  1.0
  2.1
  1.8
  2.6
  3.0
  2.8
  3.0


Focus, cellular alteration, clear


finding not present ‑
 22
 25
 19
 27
 30
 27
 26
 24


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  4
 10
  4
  4
  2
  3
  2
  2


Focus, cellular alteration,


eosinophilic


finding not present ‑
 18
 23
 15
 23
 28
 25
 26
 25


minimal 1
  1
  1
  3
  0
  1
  0
  0
  0


slight 2
  3
  1
  0
  2
  1
  1
  0
  0


moderate 3
  0
  0
  1
  1
  0
  1
  0
  0


marked 4
  0
  1
  0
  1
  0
  0
  0
  0


Total Incidence:
  4
  3
  4
  4
  2
  2
  0
  0


Average Severity:
  1.8
  2.3
  1.5
  2.8
  1.5
  2.5
  0.0
  0.0


Hematocyst


finding not present ‑
 22
 26
 19
 27
 30
 27
 26
 24


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0


Hematopoiesis, extramedullary


finding not present ‑
 20
 24
 19
 27
 23
 24
 21
 24


minimal 1
  1
  2
  0
  0
  4
  1
  2
  1


slight 2
  1
  0
  0
  0
  2
  2
  3
  0


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  2
  2
  0
  0
  7
  3
  5
  1


Average Severity:
  1.5
  1.0
  0.0
  0.0
  1.6
  1.7
  1.6
  1.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  4
 10
  4
  4
  2
  3
  2
  2


Hemorrhage, centrilobular


finding not present ‑
 22
 26
 18
 27
 30
 27
 26
 24


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0
  2.0


Hyperplasia, Kupffer cell


finding not present ‑
 22
 26
 19
 26
 30
 26
 25
 24


minimal 1
  0
  0
  0
  1
  0
  0
  1
  0


slight 2
  0
  0
  0
  0
  0
  1
  0
  1


Total Incidence:
  0
  0
  0
  1
  0
  1
  1
  1


Average Severity:
  0.0
  0.0
  0.0
  1.0
  0.0
  2.0
  1.0
  2.0


Infiltrate, mononuclear cell


finding not present ‑
 12
 21
 10
 14
 22
 15
 16
 15


minimal 1
  9
  3
  8
 11
  6
  9
  7
 10


slight 2
  1
  2
  1
  2
  2
  3
  3
  0


Total Incidence:
 10
  5
  9
 13
  8
 12
 10
 10


Average Severity:
  1.1
  1.4
  1.1
  1.2
  1.3
  1.3
  1.3
  1.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  4
 10
  4
  4
  2
  3
  2
  2


Karyomegaly, hepatocyte


finding not present ‑
 22
 26
 19
 27
 29
 27
 24
 24


slight 2
  0
  0
  0
  0
  1
  0
  2
  0


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  1
  0
  2
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  2.0
  3.0


Mitosis, hepatocyte, increased


finding not present ‑
 22
 26
 19
 26
 28
 25
 24
 24


minimal 1
  0
  0
  0
  0
  2
  1
  1
  0


slight 2
  0
  0
  0
  1
  0
  1
  1
  1


Total Incidence:
  0
  0
  0
  1
  2
  2
  2
  1


Average Severity:
  0.0
  0.0
  0.0
  2.0
  1.0
  1.5
  1.5
  2.0


Multinucleated hepatocyte,


increased


finding not present ‑
 22
 26
 19
 27
 29
 27
 26
 25


minimal 1
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  4
 10
  4
  4
  2
  3
  2
  2


Necrosis, hepatocyte


finding not present ‑
 19
 23
 17
 23
 28
 25
 22
 25


minimal 1
  3
  2
  1
  4
  2
  1
  3
  0


slight 2
  0
  1
  1
  0
  0
  1
  0
  0


moderate 3
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  3
  3
  2
  4
  2
  2
  4
  0


Average Severity:
  1.0
  1.3
  1.5
  1.0
  1.0
  1.5
  1.5
  0.0


Necrosis/degeneration,


hepatocyte, centrilobular


finding not present ‑
 21
 25
 17
 26
 29
 25
 25
 23


slight 2
  1
  0
  1
  1
  1
  2
  0
  0


moderate 3
  0
  0
  0
  0
  0
  0
  1
  2


marked 4
  0
  1
  1
  0
  0
  0
  0
  0


Total Incidence:
  1
  1
  2
  1
  1
  2
  1
  2


Average Severity:
  2.0
  4.0
  3.0
  2.0
  2.0
  2.0
  3.0
  3.0


Pigment, increased


finding not present ‑
 21
 26
 19
 27
 30
 24
 26
 24


slight 2
  1
  0
  0
  0
  0
  2
  0
  0


moderate 3
  0
  0
  0
  0
  0
  1
  0
  1


Total Incidence:
  1
  0
  0
  0
  0
  3
  0
  1


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  2.3
  0.0
  3.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  4
 10
  4
  4
  2
  3
  2
  2


Vacuolation, increased, hepatocyte


finding not present ‑
 19
 21
 16
 23
 24
 24
 25
 20


minimal 1
  0
  1
  0
  0
  1
  0
  0
  1


slight 2
  1
  2
  2
  4
  4
  2
  1
  0


moderate 3
  1
  2
  1
  0
  0
  1
  0
  4


marked 4
  1
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  3
  5
  3
  4
  6
  3
  1
  5


Average Severity:
  3.0
  2.2
  2.3
  2.0
  2.2
  2.3
  2.0
  2.6

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lung
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 11
 16
 11
 16
 24
 19
 22
 21


Granuloma


finding not present ‑
 20
 24
 18
 26
 30
 27
 26
 25


minimal 1
  2
  2
  1
  1
  0
  0
  0
  0


Total Incidence:
  2
  2
  1
  1
  0
  0
  0
  0


Average Severity:
  1.0
  1.0
  1.0
  1.0
  0.0
  0.0
  0.0
  0.0


Hemorrhage


finding not present ‑
 18
 25
 18
 26
 29
 27
 26
 25


minimal 1
  1
  1
  1
  1
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  1
  0
  0
  0


moderate 3
  3
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  4
  1
  1
  1
  1
  0
  0
  0


Average Severity:
  2.5
  1.0
  1.0
  1.0
  2.0
  0.0
  0.0
  0.0


Hyperplasia, epithelium, alveolus


finding not present ‑
 19
 26
 19
 27
 30
 27
 26
 25


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


moderate 3
  2
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  3
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.7
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lung
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 11
 16
 11
 16
 24
 19
 22
 21


Infiltrate, macrophages, alveolus


finding not present ‑
 20
 25
 19
 25
 30
 27
 26
 25


minimal 1
  0
  0
  0
  2
  0
  0
  0
  0


moderate 3
  2
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  2
  1
  0
  2
  0
  0
  0
  0


Average Severity:
  3.0
  3.0
  0.0
  1.0
  0.0
  0.0
  0.0
  0.0


Infiltrate, macrophages,


vacuolated


finding not present ‑
 18
 21
 14
 19
 27
 22
 23
 22


minimal 1
  3
  5
  3
  6
  2
  2
  3
  3


slight 2
  1
  0
  2
  2
  0
  3
  0
  0


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  4
  5
  5
  8
  3
  5
  3
  3


Average Severity:
  1.3
  1.0
  1.4
  1.3
  1.7
  1.6
  1.0
  1.0


Inflammation, acute


finding not present ‑
 22
 24
 19
 27
 29
 27
 26
 25


minimal 1
  0
  2
  0
  0
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  2
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  1.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lung
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 11
 16
 11
 16
 24
 19
 22
 21


Inflammation, mixed cell


finding not present ‑
 19
 25
 17
 27
 30
 27
 25
 25


minimal 1
  1
  0
  2
  0
  0
  0
  1
  0


slight 2
  2
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  3
  1
  2
  0
  0
  0
  1
  0


Average Severity:
  1.7
  2.0
  1.0
  0.0
  0.0
  0.0
  1.0
  0.0


Leukocytosis


finding not present ‑
 22
 26
 19
 27
 30
 27
 25
 25


marked 4
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  4.0
  0.0


Pigment


finding not present ‑
 22
 25
 19
 27
 30
 27
 26
 25


slight 2
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lung
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 11
 16
 11
 16
 24
 19
 22
 21


Thrombus


finding not present ‑
 22
 26
 19
 27
 29
 27
 26
 25


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0


Lymph Node,


Inguinal
Number Examined:
 16
 21
 12
 23
 27
 22
 18
 21


Unremarkable:
 15
 19
 12
 22
 25
 20
 17
 18


Erythrocytes, sinus


finding not present ‑
 16
 21
 12
 23
 27
 22
 18
 20


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0


Hyperplasia, lymphocytes


finding not present ‑
 16
 19
 12
 22
 25
 20
 18
 20


minimal 1
  0
  2
  0
  0
  2
  1
  0
  0


slight 2
  0
  0
  0
  1
  0
  1
  0
  1


Total Incidence:
  0
  2
  0
  1
  2
  2
  0
  1


Average Severity:
  0.0
  1.0
  0.0
  2.0
  1.0
  1.5
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node,


Mesenteric
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 19
 21
 16
 20
 27
 23
 26
 24


Dilatation, sinus


finding not present ‑
 22
 25
 19
 27
 30
 27
 26
 25


slight 2
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Erythrocytes, sinus, increased


finding not present ‑
 21
 26
 19
 24
 28
 26
 26
 24


minimal 1
  0
  0
  0
  1
  0
  0
  0
  0


slight 2
  1
  0
  0
  2
  1
  0
  0
  0


moderate 3
  0
  0
  0
  0
  0
  1
  0
  1


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  1
  0
  0
  3
  2
  1
  0
  1


Average Severity:
  2.0
  0.0
  0.0
  1.7
  3.0
  3.0
  0.0
  3.0


Hyperplasia, lymphocytes


finding not present ‑
 21
 26
 19
 27
 29
 26
 26
 25


minimal 1
  1
  0
  0
  0
  0
  1
  0
  0


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  1
  1
  0
  0


Average Severity:
  1.0
  0.0
  0.0
  0.0
  3.0
  1.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node,


Mesenteric
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 19
 21
 16
 20
 27
 23
 26
 24


Necrosis, lymphocytes


finding not present ‑
 22
 26
 19
 27
 29
 26
 26
 25


slight 2
  0
  0
  0
  0
  1
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  2.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Other
Number Examined:
  2
  1
  2
  3
  0
  1
  0
  3


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Abscess


finding not present ‑
  2
  1
  2
  3
  0
  1
  0
  2


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0


Erythrocytes, sinus, increased


finding not present ‑
  0
  0
  2
  2
  0
  0
  0
  1


minimal 1
  1
  0
  0
  0
  0
  0
  0
  0


slight 2
  1
  1
  0
  1
  0
  1
  0
  2


Total Incidence:
  2
  1
  0
  1
  0
  1
  0
  2


Average Severity:
  1.5
  2.0
  0.0
  2.0
  0.0
  2.0
  0.0
  2.0


Hyperplasia, lymphocytes


finding not present ‑
  2
  1
  1
  2
  0
  1
  0
  2


slight 2
  0
  0
  1
  1
  0
  0
  0
  1


Total Incidence:
  0
  0
  1
  1
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  2.0
  2.0
  0.0
  0.0
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Other
Number Examined:
  2
  1
  2
  3
  0
  1
  0
  3


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Infiltrate, neutrophils


finding not present ‑
  2
  1
  2
  3
  0
  1
  0
  2


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0


Pigment


finding not present ‑
  2
  1
  2
  3
  0
  0
  0
  3


moderate 3
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland
Number Examined:
 22
 24
 17
 21
 30
 27
 26
 24


Unremarkable:
 20
 24
 16
 18
 10
  8
 11
  7


Abscess


finding not present ‑
 22
 24
 17
 21
 29
 27
 26
 24


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  4.0
  0.0
  0.0
  0.0


Cyst/ectasia with inflammation


finding not present ‑
 21
 24
 16
 18
 14
 13
 12
 11


minimal 1
  1
  0
  1
  2
  6
  3
  9
  8


slight 2
  0
  0
  0
  1
  8
  8
  4
  4


moderate 3
  0
  0
  0
  0
  2
  3
  0
  1


marked 4
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  1
  0
  1
  3
 16
 14
 14
 13


Average Severity:
  1.0
  0.0
  1.0
  1.3
  1.8
  2.0
  1.5
  1.5


Granuloma


finding not present ‑
 22
 24
 17
 21
 29
 27
 26
 24


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  4.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland
Number Examined:
 22
 24
 17
 21
 30
 27
 26
 24


Unremarkable:
 20
 24
 16
 18
 10
  8
 11
  7


Hyperplasia


finding not present ‑
 22
 24
 17
 20
 17
 16
 16
 14


minimal 1
  0
  0
  0
  1
  8
  6
  7
  7


slight 2
  0
  0
  0
  0
  5
  3
  2
  3


moderate 3
  0
  0
  0
  0
  0
  1
  1
  0


marked 4
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  1
 13
 11
 10
 10


Average Severity:
  0.0
  0.0
  0.0
  1.0
  1.4
  1.7
  1.4
  1.3


Mammary Gland,


Male
Number Examined:
  2
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  2
  0
  1
  0
  0
  0
  0
  0


Mandibular


Salivary Gland
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 19
 26
 30
 26
 26
 25


Inflammation, chronic‑active


finding not present ‑
 22
 26
 19
 27
 30
 26
 26
 25


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Marrow, Sternum
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 15
 18
 16
 16
 19
 19
 18
 19


Hyperplasia, erythroid


finding not present ‑
 22
 26
 19
 26
 29
 26
 26
 25


minimal 1
  0
  0
  0
  0
  1
  0
  0
  0


slight 2
  0
  0
  0
  1
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  1
  1
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  1.0
  2.0
  0.0
  0.0


Hyperplasia, myeloid


finding not present ‑
 16
 18
 16
 18
 20
 20
 18
 19


minimal 1
  3
  3
  2
  3
  2
  1
  3
  2


slight 2
  3
  5
  1
  6
  8
  5
  4
  4


moderate 3
  0
  0
  0
  0
  0
  1
  1
  0


Total Incidence:
  6
  8
  3
  9
 10
  7
  8
  6


Average Severity:
  1.5
  1.6
  1.3
  1.7
  1.8
  2.0
  1.8
  1.7


Mesentery
Number Examined:
  0
  0
  0
  0
  1
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Hemorrhage


finding not present ‑
  0
  0
  0
  0
  0
  0
  0
  0


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Biceps


Femoris
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 23
 17
 24
 30
 25
 22
 24


Degeneration/regeneration


finding not present ‑
 21
 23
 17
 24
 30
 25
 22
 24


minimal 1
  1
  2
  2
  1
  0
  2
  4
  1


slight 2
  0
  1
  0
  1
  0
  0
  0
  0


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  1
  3
  2
  3
  0
  2
  4
  1


Average Severity:
  1.0
  1.3
  1.0
  2.0
  0.0
  1.0
  1.0
  1.0


Muscle, Other
Number Examined:
  0
  0
  0
  0
  0
  0
  1
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Nasal Turbinate
Number Examined:
 22
 26
 19
 27
 29
 27
 25
 25


Unremarkable:
 21
 25
 19
 26
 29
 27
 23
 25


Exudate, lumen


finding not present ‑
 21
 25
 19
 27
 29
 27
 25
 25


minimal 1
  0
  1
  0
  0
  0
  0
  0
  0


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  3.0
  1.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Inflammation


finding not present ‑
 22
 26
 19
 26
 29
 27
 24
 25


minimal 1
  0
  0
  0
  1
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0
  2.0
  0.0


Nerve, Optic
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Nerve, Sciatic
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 19
 26
 30
 27
 26
 25


Degeneration, axon, increased


finding not present ‑
 22
 26
 19
 26
 30
 27
 26
 25


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ovary
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 24
 17
 20
 22


Cyst, bursa


finding not present ‑
  0
  0
  0
  0
 29
 24
 26
 25


minimal 1
  0
  0
  0
  0
  0
  1
  0
  0


slight 2
  0
  0
  0
  0
  1
  2
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  3
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  1.7
  0.0
  0.0


Cyst, corpus luteum


finding not present ‑
  0
  0
  0
  0
 30
 27
 25
 25


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0


Cyst, parovarian


finding not present ‑
  0
  0
  0
  0
 27
 24
 26
 24


minimal 1
  0
  0
  0
  0
  0
  1
  0
  0


slight 2
  0
  0
  0
  0
  2
  0
  0
  1


moderate 3
  0
  0
  0
  0
  1
  2
  0
  0


Total Incidence:
  0
  0
  0
  0
  3
  3
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.3
  2.3
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ovary
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 24
 17
 20
 22


Hyperplasia, interstitial cell


finding not present ‑
  0
  0
  0
  0
 28
 24
 22
 23


minimal 1
  0
  0
  0
  0
  0
  1
  1
  1


slight 2
  0
  0
  0
  0
  2
  2
  2
  1


moderate 3
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  2
  3
  4
  2


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  1.7
  2.0
  1.5


Oviduct
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  5
  8
  1
  8
 13
 12
 14
 16


Alteration, basophilic


finding not present ‑
 20
 26
 17
 26
 29
 27
 24
 24


minimal 1
  1
  0
  1
  0
  1
  0
  2
  1


slight 2
  1
  0
  1
  1
  0
  0
  0
  0


Total Incidence:
  2
  0
  2
  1
  1
  0
  2
  1


Average Severity:
  1.5
  0.0
  1.5
  2.0
  1.0
  0.0
  1.0
  1.0


Atrophy, acinar


finding not present ‑
 19
 25
 19
 25
 29
 25
 25
 24


minimal 1
  0
  0
  0
  2
  0
  1
  1
  0


slight 2
  3
  1
  0
  0
  0
  1
  0
  1


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  3
  1
  0
  2
  1
  2
  1
  1


Average Severity:
  2.0
  2.0
  0.0
  1.0
  4.0
  1.5
  1.0
  2.0


Depletion, zymogen


finding not present ‑
 21
 25
 17
 27
 28
 26
 25
 25


minimal 1
  0
  0
  0
  0
  0
  0
  1
  0


slight 2
  1
  1
  2
  0
  2
  1
  0
  0


Total Incidence:
  1
  1
  2
  0
  2
  1
  1
  0


Average Severity:
  2.0
  2.0
  2.0
  0.0
  2.0
  2.0
  1.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  5
  8
  1
  8
 13
 12
 14
 16


Hyperplasia, acinar cell


finding not present ‑
 22
 26
 19
 25
 30
 27
 26
 25


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  2
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.5
  0.0
  0.0
  0.0
  0.0


Hyperplasia, islet cell


finding not present ‑
  7
  9
  2
 11
 21
 16
 20
 19


minimal 1
  7
  9
  7
  7
  7
  4
  3
  5


slight 2
  6
  7
  7
  6
  2
  5
  1
  1


moderate 3
  2
  1
  3
  2
  0
  2
  2
  0


marked 4
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
 15
 17
 17
 16
  9
 11
  6
  6


Average Severity:
  1.7
  1.5
  1.8
  1.8
  1.2
  1.8
  1.8
  1.2


Infiltrate, mononuclear cell


finding not present ‑
 21
 23
 17
 24
 28
 24
 23
 24


minimal 1
  0
  2
  2
  3
  2
  3
  2
  1


slight 2
  1
  1
  0
  0
  0
  0
  1
  0


Total Incidence:
  1
  3
  2
  3
  2
  3
  3
  1


Average Severity:
  2.0
  1.3
  1.0
  1.0
  1.0
  1.0
  1.3
  1.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  5
  8
  1
  8
 13
 12
 14
 16


Inflammation, chronic


finding not present ‑
 20
 25
 18
 23
 27
 25
 26
 23


minimal 1
  2
  0
  0
  4
  1
  1
  0
  2


slight 2
  0
  1
  1
  0
  1
  1
  0
  0


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  2
  1
  1
  4
  3
  2
  0
  2


Average Severity:
  1.0
  2.0
  2.0
  1.0
  2.0
  1.5
  0.0
  1.0


Parathyroid
Number Examined:
 21
 25
 19
 25
 29
 27
 26
 24


Unremarkable:
 21
 23
 18
 24
 27
 27
 26
 24


Hyperplasia


finding not present ‑
 21
 23
 18
 24
 27
 27
 26
 24


slight 2
  0
  2
  1
  1
  1
  0
  0
  0


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  2
  1
  1
  2
  0
  0
  0


Average Severity:
  0.0
  2.0
  2.0
  2.0
  2.5
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary
Number Examined:
 21
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  8
  9
  9
 14
  3
  6
  6
  7


Cyst, craniopharyngeal


finding not present ‑
 21
 26
 19
 26
 30
 27
 26
 25


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0


Hematopoiesis, increased


finding not present ‑
 21
 26
 19
 27
 30
 27
 26
 24


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0


Hemorrhage


finding not present ‑
 21
 26
 19
 27
 30
 27
 26
 24


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary
Number Examined:
 21
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  8
  9
  9
 14
  3
  6
  6
  7


Hyperplasia


finding not present ‑
 18
 24
 18
 25
 25
 25
 25
 25


slight 2
  3
  0
  1
  1
  3
  1
  0
  0


moderate 3
  0
  2
  0
  0
  2
  1
  1
  0


marked 4
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  3
  2
  1
  2
  5
  2
  1
  0


Average Severity:
  2.0
  3.0
  2.0
  3.0
  2.4
  2.5
  3.0
  0.0


Hyperplasia, erythroid


finding not present ‑
 21
 26
 19
 27
 30
 27
 26
 24


minimal 1
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  1.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Preputial Gland
Number Examined:
  0
  0
  2
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Ectasia


finding not present ‑
  0
  0
  1
  0
  0
  0
  0
  0


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
  0
  0
  0
  0
  0
  0
  0
  0


slight 2
  0
  0
  2
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  2
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Prostate
Number Examined:
 22
 26
 19
 27
  0
  0
  0
  0


Unremarkable:
  9
 15
  7
 14
  0
  0
  0
  0


Hyperplasia


finding not present ‑
 22
 25
 18
 25
  0
  0
  0
  0


minimal 1
  0
  0
  0
  1
  0
  0
  0
  0


slight 2
  0
  0
  1
  1
  0
  0
  0
  0


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  1
  2
  0
  0
  0
  0


Average Severity:
  0.0
  3.0
  2.0
  1.5
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 10
 16
  7
 14
  0
  0
  0
  0


minimal 1
  4
  4
  4
  8
  0
  0
  0
  0


slight 2
  5
  5
  8
  3
  0
  0
  0
  0


moderate 3
  2
  0
  0
  1
  0
  0
  0
  0


marked 4
  1
  0
  0
  1
  0
  0
  0
  0


severe 5
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
 12
 10
 12
 13
  0
  0
  0
  0


Average Severity:
  2.0
  1.9
  1.7
  1.6
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Seminal Vesicle
Number Examined:
 22
 26
 19
 27
  0
  0
  0
  0


Unremarkable:
 19
 22
 18
 24
  0
  0
  0
  0


Decreased secretion


finding not present ‑
 19
 23
 18
 24
  0
  0
  0
  0


minimal 1
  0
  3
  1
  0
  0
  0
  0
  0


slight 2
  1
  0
  0
  3
  0
  0
  0
  0


moderate 3
  2
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  3
  3
  1
  3
  0
  0
  0
  0


Average Severity:
  2.7
  1.0
  1.0
  2.0
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 22
 25
 19
 27
  0
  0
  0
  0


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Skin/Subcutis
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 24


Unremarkable:
 16
 18
 15
 17
 24
 23
 22
 21


Cyst, epidermal inclusion


finding not present ‑
 22
 26
 19
 27
 30
 26
 26
 24


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0


Erosion/ulcer


finding not present ‑
 21
 24
 18
 26
 30
 26
 25
 22


slight 2
  1
  0
  0
  0
  0
  0
  1
  0


moderate 3
  0
  2
  1
  0
  0
  1
  0
  2


marked 4
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  1
  2
  1
  1
  0
  1
  1
  2


Average Severity:
  2.0
  3.0
  3.0
  4.0
  0.0
  3.0
  2.0
  3.0


Hemorrhage


finding not present ‑
 22
 26
 19
 27
 29
 27
 26
 24


minimal 1
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Skin/Subcutis
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 24


Unremarkable:
 16
 18
 15
 17
 24
 23
 22
 21


Inflammation, chronic‑active


finding not present ‑
 20
 24
 18
 25
 29
 25
 24
 22


slight 2
  1
  0
  0
  0
  1
  1
  1
  0


moderate 3
  1
  2
  0
  0
  0
  1
  1
  2


marked 4
  0
  0
  1
  2
  0
  0
  0
  0


Total Incidence:
  2
  2
  1
  2
  1
  2
  2
  2


Average Severity:
  2.5
  3.0
  4.0
  4.0
  2.0
  2.5
  2.5
  3.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spinal Cord
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 17
 20
 15
 23
 28
 23
 25
 23


Degeneration, axon, increased


finding not present ‑
 18
 20
 15
 24
 28
 23
 25
 23


minimal 1
  3
  3
  4
  3
  2
  3
  1
  2


slight 2
  1
  2
  0
  0
  0
  1
  0
  0


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  4
  6
  4
  3
  2
  4
  1
  2


Average Severity:
  1.3
  1.7
  1.0
  1.0
  1.0
  1.3
  1.0
  1.0


Gliosis


finding not present ‑
 22
 26
 19
 26
 30
 27
 26
 25


minimal 1
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0
  0.0


Hemorrhage


finding not present ‑
 21
 26
 19
 27
 30
 27
 26
 25


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spinal Cord
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 17
 20
 15
 23
 28
 23
 25
 23


Malacia


finding not present ‑
 21
 26
 19
 27
 30
 27
 26
 25


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 10
 16
  7
 13
 11
  9
  9
 10


Fibrosis, capsule


finding not present ‑
 22
 26
 18
 26
 30
 27
 26
 25


minimal 1
  0
  0
  1
  0
  0
  0
  0
  0


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  1.0
  3.0
  0.0
  0.0
  0.0
  0.0


Hematopoiesis, extramedullary,


increased


finding not present ‑
 12
 17
  9
 14
 16
 14
 11
 14


minimal 1
  5
  2
  4
  3
  0
  2
  4
  0


slight 2
  1
  2
  2
  4
  6
  2
  4
  4


moderate 3
  3
  5
  3
  1
  4
  5
  2
  5


marked 4
  1
  0
  1
  5
  4
  4
  5
  2


Total Incidence:
 10
  9
 10
 13
 14
 13
 15
 11


Average Severity:
  2.0
  2.3
  2.1
  2.6
  2.9
  2.8
  2.5
  2.8


Pigment, increased


finding not present ‑
 21
 25
 19
 27
 25
 22
 24
 21


minimal 1
  0
  1
  0
  0
  2
  2
  1
  1


slight 2
  1
  0
  0
  0
  3
  3
  1
  3


Total Incidence:
  1
  1
  0
  0
  5
  5
  2
  4


Average Severity:
  2.0
  1.0
  0.0
  0.0
  1.6
  1.6
  1.5
  1.8

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 10
 16
  7
 13
 11
  9
  9
 10


Thrombus


finding not present ‑
 22
 26
 18
 27
 30
 27
 26
 25


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0


Sternum
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Glandular
Number Examined:
 22
 25
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 24
 18
 25
 30
 26
 25
 24


Cyst, squamous cell


finding not present ‑
 22
 25
 19
 26
 30
 27
 26
 25


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0


Erosion/ulcer


finding not present ‑
 22
 24
 18
 26
 30
 27
 26
 24


minimal 1
  0
  0
  0
  1
  0
  0
  0
  0


slight 2
  0
  1
  1
  0
  0
  0
  0
  0


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  1
  1
  1
  0
  0
  0
  1


Average Severity:
  0.0
  2.0
  2.0
  1.0
  0.0
  0.0
  0.0
  3.0


Inflammation, chronic‑active


finding not present ‑
 22
 25
 19
 27
 30
 26
 26
 25


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Glandular
Number Examined:
 22
 25
 19
 27
 30
 27
 26
 25


Unremarkable:
 21
 24
 18
 25
 30
 26
 25
 24


Inflammation, granulomatous


finding not present ‑
 22
 25
 19
 26
 30
 27
 26
 25


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach,


Nonglandular
Number Examined:
 22
 25
 19
 27
 30
 27
 26
 25


Unremarkable:
 19
 23
 18
 25
 27
 24
 24
 22


Cyst


finding not present ‑
 22
 25
 19
 27
 30
 27
 24
 25


slight 2
  0
  0
  0
  0
  0
  0
  2
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  2
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0


Hyperplasia, epithelium


finding not present ‑
 20
 24
 19
 26
 28
 26
 25
 25


minimal 1
  0
  0
  0
  0
  1
  0
  0
  0


slight 2
  1
  1
  0
  1
  0
  0
  1
  0


moderate 3
  1
  0
  0
  0
  1
  1
  0
  0


Total Incidence:
  2
  1
  0
  1
  2
  1
  1
  0


Average Severity:
  2.5
  2.0
  0.0
  2.0
  2.0
  3.0
  2.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 19
 23
 19
 25
 28
 24
 26
 23


minimal 1
  0
  0
  0
  1
  0
  0
  0
  1


slight 2
  0
  2
  0
  0
  1
  2
  0
  1


moderate 3
  2
  0
  0
  1
  1
  1
  0
  0


marked 4
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  3
  2
  0
  2
  2
  3
  0
  2


Average Severity:
  3.3
  2.0
  0.0
  2.0
  2.5
  2.3
  0.0
  1.5

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach,


Nonglandular
Number Examined:
 22
 25
 19
 27
 30
 27
 26
 25


Unremarkable:
 19
 23
 18
 25
 27
 24
 24
 22


Ulcer/erosion


finding not present ‑
 19
 23
 18
 26
 28
 25
 26
 23


slight 2
  0
  2
  1
  0
  1
  1
  0
  1


moderate 3
  0
  0
  0
  1
  1
  1
  0
  1


marked 4
  3
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  3
  2
  1
  1
  2
  2
  0
  2


Average Severity:
  4.0
  2.0
  2.0
  3.0
  2.5
  2.5
  0.0
  2.5


Sublingual


Salivary Gland
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Hyperplasia


finding not present ‑
  0
  0
  0
  0
  0
  0
  0
  0


minimal 1
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0
  0.0
  0.0


Tail
Number Examined:
  0
  1
  0
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Testis
Number Examined:
 22
 26
 19
 27
  0
  0
  0
  0


Unremarkable:
 16
 23
 18
 27
  0
  0
  0
  0


Atrophy/degeneration


finding not present ‑
 18
 24
 19
 27
  0
  0
  0
  0


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


moderate 3
  2
  1
  0
  0
  0
  0
  0
  0


marked 4
  1
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  4
  2
  0
  0
  0
  0
  0
  0


Average Severity:
  3.0
  3.5
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Edema


finding not present ‑
 21
 26
 19
 27
  0
  0
  0
  0


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Granuloma, sperm


finding not present ‑
 21
 26
 19
 27
  0
  0
  0
  0


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Thoracic Cavity
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus
Number Examined:
 22
 25
 19
 27
 30
 24
 26
 23


Unremarkable:
 17
 19
 16
 25
 24
 18
 19
 21


Hematopoiesis, extramedullary


finding not present ‑
 22
 25
 19
 27
 30
 24
 25
 23


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0


Hemorrhage


finding not present ‑
 19
 22
 17
 27
 29
 24
 26
 21


minimal 1
  0
  1
  1
  0
  0
  0
  0
  0


slight 2
  3
  1
  1
  0
  1
  0
  0
  1


moderate 3
  0
  1
  0
  0
  0
  0
  0
  1


Total Incidence:
  3
  3
  2
  0
  1
  0
  0
  2


Average Severity:
  2.0
  2.0
  1.5
  0.0
  2.0
  0.0
  0.0
  2.5


Hyperplasia, epithelium


finding not present ‑
 21
 23
 19
 27
 27
 21
 25
 23


slight 2
  0
  2
  0
  0
  2
  2
  0
  0


moderate 3
  1
  0
  0
  0
  1
  1
  1
  0


Total Incidence:
  1
  2
  0
  0
  3
  3
  1
  0


Average Severity:
  3.0
  2.0
  0.0
  0.0
  2.3
  2.3
  3.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus
Number Examined:
 22
 25
 19
 27
 30
 24
 26
 23


Unremarkable:
 17
 19
 16
 25
 24
 18
 19
 21


Hyperplasia, lymphocyte


finding not present ‑
 22
 24
 19
 27
 27
 22
 25
 23


slight 2
  0
  1
  0
  0
  1
  0
  0
  0


moderate 3
  0
  0
  0
  0
  1
  1
  0
  0


marked 4
  0
  0
  0
  0
  1
  1
  1
  0


Total Incidence:
  0
  1
  0
  0
  3
  2
  1
  0


Average Severity:
  0.0
  2.0
  0.0
  0.0
  3.0
  3.5
  4.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 22
 25
 19
 27
 29
 24
 26
 23


slight 2
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0


Necrosis, lymphocytes


finding not present ‑
 22
 24
 19
 27
 29
 23
 24
 22


minimal 1
  0
  0
  0
  0
  0
  1
  2
  0


slight 2
  0
  1
  0
  0
  0
  0
  0
  1


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  1
  1
  2
  1


Average Severity:
  0.0
  2.0
  0.0
  0.0
  3.0
  1.0
  1.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  6
  4
  1
  3
  4
  7
  2
  8


Cyst, follicle


finding not present ‑
 20
 25
 17
 27
 27
 25
 24
 24


minimal 1
  2
  1
  1
  0
  0
  2
  1
  1


slight 2
  0
  0
  1
  0
  3
  0
  1
  0


Total Incidence:
  2
  1
  2
  0
  3
  2
  2
  1


Average Severity:
  1.0
  1.0
  1.5
  0.0
  2.0
  1.0
  1.5
  1.0


Hyperplasia, diffuse, C‑cell


finding not present ‑
  8
  5
  3
  3
  7
  8
  3
  9


minimal 1
  6
  5
  2
 11
 10
 10
  8
  9


slight 2
  8
 15
 13
 10
 12
  8
 14
  7


moderate 3
  0
  1
  1
  3
  1
  1
  0
  0


marked 4
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
 14
 21
 16
 24
 23
 19
 23
 16


Average Severity:
  1.6
  1.8
  1.9
  1.7
  1.6
  1.5
  1.7
  1.4


Hyperplasia, focal,  C‑cell


finding not present ‑
 21
 24
 17
 26
 29
 27
 25
 24


minimal 1
  0
  0
  2
  0
  1
  0
  0
  0


slight 2
  1
  1
  0
  0
  0
  0
  1
  1


moderate 3
  0
  1
  0
  1
  0
  0
  0
  0


Total Incidence:
  1
  2
  2
  1
  1
  0
  1
  1


Average Severity:
  2.0
  2.5
  1.0
  3.0
  1.0
  0.0
  2.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
  6
  4
  1
  3
  4
  7
  2
  8


Hyperplasia, follicular cell


finding not present ‑
 16
 18
 15
 23
 30
 26
 25
 25


minimal 1
  3
  3
  0
  0
  0
  1
  0
  0


slight 2
  2
  5
  2
  3
  0
  0
  1
  0


moderate 3
  1
  0
  2
  1
  0
  0
  0
  0


Total Incidence:
  6
  8
  4
  4
  0
  1
  1
  0


Average Severity:
  1.7
  1.6
  2.5
  2.3
  0.0
  1.0
  2.0
  0.0


Infiltrate, mononuclear cell


finding not present ‑
 22
 26
 18
 27
 30
 27
 26
 25


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 22
 26
 19
 27
 30
 26
 26
 25


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tongue
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 18
 27
 30
 27
 26
 25


Erosion/ulcer


finding not present ‑
 22
 26
 18
 27
 30
 27
 26
 25


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 22
 26
 18
 27
 30
 27
 26
 25


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0


Tooth, Other
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Trachea
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 22
 26
 18
 27
 29
 26
 26
 25


Hemorrhage


finding not present ‑
 22
 26
 18
 27
 30
 27
 26
 25


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0


Hyperplasia, epithelium


finding not present ‑
 22
 26
 19
 27
 29
 27
 26
 25


slight 2
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0


Inflammation, acute


finding not present ‑
 22
 26
 18
 27
 29
 27
 26
 25


slight 2
  0
  0
  1
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  2.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 22
 26
 19
 27
 30
 26
 26
 25


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ureter
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 20
 25
 19
 27
 29
 26
 24
 25


Dilatation


finding not present ‑
 22
 26
 19
 27
 29
 27
 26
 25


slight 2
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0


Erosion/ulcer


finding not present ‑
 22
 26
 19
 27
 30
 26
 26
 25


marked 4
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  4.0
  0.0
  0.0


Hyperplasia, transitional cell


finding not present ‑
 20
 25
 19
 27
 30
 26
 24
 25


minimal 1
  1
  0
  0
  0
  0
  0
  0
  0


slight 2
  1
  0
  0
  0
  0
  0
  1
  0


moderate 3
  0
  1
  0
  0
  0
  1
  0
  0


marked 4
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  2
  1
  0
  0
  0
  1
  2
  0


Average Severity:
  1.5
  3.0
  0.0
  0.0
  0.0
  3.0
  3.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ureter
Number Examined:
 22
 26
 19
 27
 30
 27
 26
 25


Unremarkable:
 20
 25
 19
 27
 29
 26
 24
 25


Inflammation


finding not present ‑
 20
 25
 19
 27
 29
 26
 24
 25


minimal 1
  1
  0
  0
  0
  0
  0
  1
  0


slight 2
  1
  0
  0
  0
  1
  0
  1
  0


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


marked 4
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  2
  1
  0
  0
  1
  1
  2
  0


Average Severity:
  1.5
  3.0
  0.0
  0.0
  2.0
  4.0
  1.5
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Urinary Bladder
Number Examined:
 22
 26
 19
 27
 30
 26
 26
 25


Unremarkable:
 20
 24
 19
 26
 29
 25
 23
 25


Hemorrhage


finding not present ‑
 21
 26
 19
 27
 30
 26
 26
 25


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Hyperplasia, transitional cell


finding not present ‑
 21
 25
 19
 26
 30
 25
 24
 25


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


moderate 3
  0
  1
  0
  0
  0
  1
  0
  0


marked 4
  0
  0
  0
  1
  0
  0
  2
  0


Total Incidence:
  1
  1
  0
  1
  0
  1
  2
  0


Average Severity:
  2.0
  3.0
  0.0
  4.0
  0.0
  3.0
  4.0
  0.0


Inflammation


finding not present ‑
 20
 24
 19
 26
 30
 25
 24
 25


slight 2
  2
  1
  0
  0
  0
  1
  1
  0


moderate 3
  0
  0
  0
  1
  0
  0
  1
  0


marked 4
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  2
  2
  0
  1
  0
  1
  2
  0


Average Severity:
  2.0
  3.0
  0.0
  3.0
  0.0
  2.0
  2.5
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Uterus
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 21
 22
 20
 19


Cyst


finding not present ‑
  0
  0
  0
  0
 29
 26
 26
 24


slight 2
  0
  0
  0
  0
  1
  0
  0
  0


moderate 3
  0
  0
  0
  0
  0
  1
  0
  1


Total Incidence:
  0
  0
  0
  0
  1
  1
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  3.0
  0.0
  3.0


Dilatation


finding not present ‑
  0
  0
  0
  0
 30
 26
 22
 24


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


moderate 3
  0
  0
  0
  0
  0
  0
  3
  0


marked 4
  0
  0
  0
  0
  0
  1
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  4
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  4.0
  3.3
  2.0


Hemorrhage


finding not present ‑
  0
  0
  0
  0
 30
 26
 26
 25


moderate 3
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Uterus
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 21
 22
 20
 19


Hyperplasia, cystic endometrial


finding not present ‑
  0
  0
  0
  0
 27
 27
 26
 24


minimal 1
  0
  0
  0
  0
  1
  0
  0
  0


slight 2
  0
  0
  0
  0
  1
  0
  0
  1


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  3
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  2.0


Hyperplasia, endometrium


finding not present ‑
  0
  0
  0
  0
 30
 27
 25
 25


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0


Inflammation, chronic‑active


finding not present ‑
  0
  0
  0
  0
 30
 25
 22
 25


minimal 1
  0
  0
  0
  0
  0
  1
  0
  0


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


moderate 3
  0
  0
  0
  0
  0
  1
  3
  0


Total Incidence:
  0
  0
  0
  0
  0
  2
  4
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  2.8
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


Unscheduled Euthanasias and Deaths


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 22
 26
 19
 27
 30
 27
 26
 25

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Vagina
Number Examined:
  0
  0
  0
  0
 30
 27
 26
 25


Unremarkable:
  0
  0
  0
  0
 17
 12
 15
 18


Exudate, lumen


finding not present ‑
  0
  0
  0
  0
 26
 24
 25
 21


minimal 1
  0
  0
  0
  0
  3
  2
  1
  2


slight 2
  0
  0
  0
  0
  1
  1
  0
  1


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  4
  3
  1
  4


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.3
  1.3
  1.0
  1.8


Mucification, epithelium


finding not present ‑
  0
  0
  0
  0
 22
 15
 17
 21


minimal 1
  0
  0
  0
  0
  3
  2
  0
  1


slight 2
  0
  0
  0
  0
  4
  6
  6
  1


moderate 3
  0
  0
  0
  0
  1
  4
  3
  1


marked 4
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  8
 12
  9
  4


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.8
  2.2
  2.3
  2.5

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
Table 5.9: Summary of Severity for Selected Microscopic Observations - All Animals

Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Abdominal Cavity
Number Examined:
  0
  0
  0
  1
  1
  1
  1
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Hemorrhage


finding not present ‑
  0
  0
  0
  1
  0
  1
  1
  0


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0


Necrosis, fat


finding not present ‑
  0
  0
  0
  0
  1
  1
  1
  0


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Adipose, Other
Number Examined:
  0
  0
  0
  0
  5
  0
  0
  4


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  1


Inflammation, chronic‑active


finding not present ‑
  0
  0
  0
  0
  5
  0
  0
  3


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0


Necrosis


finding not present ‑
  0
  0
  0
  0
  2
  0
  0
  2


moderate 3
  0
  0
  0
  0
  3
  0
  0
  2


Total Incidence:
  0
  0
  0
  0
  3
  0
  0
  2


Average Severity:
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  3.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Adipose, White,


Kidney Fat Pad
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Hemorrhage


finding not present ‑
  0
  0
  0
  0
  0
  0
  0
  0


marked 4
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  4.0
  0.0
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
  0
  0
  0
  0
  0
  0
  0
  0


marked 4
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  4.0
  0.0
  0.0
  0.0
  0.0
  0.0


Adipose, White,


Mesenteric
Number Examined:
  0
  0
  0
  1
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Adrenal, Cortex
Number Examined:
 55
 49
 50
 55
 55
 50
 50
 55


Unremarkable:
 14
 12
  7
 15
  3
  3
  3
  1


Atrophy


finding not present ‑
 55
 49
 50
 55
 54
 50
 50
 53


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


marked 4
  0
  0
  0
  0
  1
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  2


Average Severity:
  0.0
  0.0
  0.0
  0.0
  4.0
  0.0
  0.0
  3.5


Degeneration, cystic/hemorrhagic


finding not present ‑
 17
 14
  8
 16
  4
  4
  3
  3


minimal 1
 17
 17
 21
 25
  5
  8
  5
  5


slight 2
 20
 15
 20
 11
 19
 14
 12
 17


moderate 3
  1
  3
  1
  3
 22
 18
 26
 24


marked 4
  0
  0
  0
  0
  5
  5
  4
  6


severe 5
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
 38
 35
 42
 39
 51
 46
 47
 52


Average Severity:
  1.6
  1.6
  1.5
  1.4
  2.5
  2.5
  2.6
  2.6


Hematopoiesis, increased


finding not present ‑
 55
 49
 50
 55
 55
 50
 50
 54


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Adrenal, Cortex
Number Examined:
 55
 49
 50
 55
 55
 50
 50
 55


Unremarkable:
 14
 12
  7
 15
  3
  3
  3
  1


Hyperplasia


finding not present ‑
 52
 45
 49
 53
 54
 47
 49
 54


minimal 1
  0
  1
  0
  0
  0
  1
  0
  0


slight 2
  2
  2
  1
  2
  1
  1
  0
  0


moderate 3
  0
  1
  0
  0
  0
  1
  1
  1


marked 4
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  3
  4
  1
  2
  1
  3
  1
  1


Average Severity:
  2.7
  2.0
  2.0
  2.0
  2.0
  2.0
  3.0
  3.0


Hypertrophy


finding not present ‑
 50
 40
 41
 53
 49
 47
 44
 51


minimal 1
  0
  0
  1
  0
  1
  1
  0
  0


slight 2
  5
  6
  5
  1
  5
  0
  2
  3


moderate 3
  0
  3
  3
  1
  0
  1
  4
  1


marked 4
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  5
  9
  9
  2
  6
  3
  6
  4


Average Severity:
  2.0
  2.3
  2.2
  2.5
  1.8
  2.7
  2.7
  2.3


Inflammation, chronic‑active


finding not present ‑
 55
 49
 50
 55
 55
 50
 49
 55


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Adrenal, Cortex
Number Examined:
 55
 49
 50
 55
 55
 50
 50
 55


Unremarkable:
 14
 12
  7
 15
  3
  3
  3
  1


Necrosis


finding not present ‑
 55
 48
 50
 55
 55
 50
 50
 55


slight 2
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Adrenal, Medulla
Number Examined:
 55
 49
 50
 55
 55
 50
 50
 55


Unremarkable:
 54
 46
 48
 53
 53
 49
 48
 54


Hyperplasia


finding not present ‑
 55
 48
 50
 54
 55
 50
 49
 55


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


moderate 3
  0
  1
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  1
  0
  0
  1
  0


Average Severity:
  0.0
  3.0
  0.0
  3.0
  0.0
  0.0
  2.0
  0.0


Infiltrate, mononuclear cell


finding not present ‑
 55
 49
 50
 54
 55
 49
 49
 54


minimal 1
  0
  0
  0
  1
  0
  1
  0
  1


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  1
  0
  1
  1
  1


Average Severity:
  0.0
  0.0
  0.0
  1.0
  0.0
  1.0
  2.0
  1.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Aorta
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 49
 50
 55
 55
 50
 50
 55


Mineralization


finding not present ‑
 55
 49
 50
 55
 55
 50
 50
 55


slight 2
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Body, Whole/Cavity
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 46
 37
 40
 42
 49
 47
 41
 48


Bone, Other
Number Examined:
  1
  0
  0
  0
  0
  0
  0
  0


Unremarkable:
  1
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Brain
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 37
 37
 41
 38
 27
 21
 24
 26


Compression, ventral


finding not present ‑
 41
 38
 42
 44
 27
 21
 24
 26


minimal 1
  3
  3
  2
  2
 10
  8
 11
  7


slight 2
 10
  9
  5
  8
 14
 18
 15
 19


moderate 3
  1
  0
  1
  1
  4
  3
  0
  3


Total Incidence:
 14
 12
  8
 11
 28
 29
 26
 29


Average Severity:
  1.9
  1.8
  1.9
  1.9
  1.8
  1.8
  1.6
  1.9


Gliosis


finding not present ‑
 55
 50
 50
 54
 55
 49
 50
 55


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


moderate 3
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  3.0
  0.0
  0.0


Hemorrhage


finding not present ‑
 54
 50
 50
 55
 55
 50
 50
 55


minimal 1
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  1.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Brain
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 37
 37
 41
 38
 27
 21
 24
 26


Necrosis, gray matter


finding not present ‑
 55
 50
 50
 54
 55
 49
 50
 55


minimal 1
  0
  0
  0
  1
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  1.0
  0.0
  2.0
  0.0
  0.0


Necrosis/loss, neurons


finding not present ‑
 55
 49
 50
 55
 55
 50
 50
 55


minimal 1
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  1.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Vacuoles, white matter


finding not present ‑
 54
 50
 50
 55
 55
 50
 50
 55


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Cecum
Number Examined:
 55
 49
 50
 53
 55
 48
 50
 55


Unremarkable:
 54
 49
 50
 52
 55
 48
 48
 54


Ectasia, crypt/gland


finding not present ‑
 54
 49
 50
 53
 55
 48
 50
 55


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Erosion/ulcer


finding not present ‑
 55
 49
 50
 53
 55
 48
 50
 54


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0


Hemorrhage


finding not present ‑
 54
 49
 50
 53
 55
 48
 50
 55


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Inflammation


finding not present ‑
 54
 49
 50
 53
 55
 48
 50
 55


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Cecum
Number Examined:
 55
 49
 50
 53
 55
 48
 50
 55


Unremarkable:
 54
 49
 50
 52
 55
 48
 48
 54


Inflammation, chronic,


vascular/perivascular


finding not present ‑
 55
 49
 50
 53
 55
 48
 49
 55


moderate 3
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0


Parasite,  nematode


finding not present ‑
 55
 49
 50
 53
 55
 48
 49
 55


Present
  0
  0
  0
  0
  0
  0
  1
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Cervix
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 45
 39
 40
 46


Cyst


finding not present ‑
  0
  0
  0
  0
 55
 49
 50
 55


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0


Hyperplasia, epithelium


finding not present ‑
  0
  0
  0
  0
 50
 49
 45
 51


minimal 1
  0
  0
  0
  0
  1
  0
  3
  1


slight 2
  0
  0
  0
  0
  4
  0
  2
  2


moderate 3
  0
  0
  0
  0
  0
  1
  0
  1


Total Incidence:
  0
  0
  0
  0
  5
  1
  5
  4


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.8
  3.0
  1.4
  2.0


Hypertrophy, stroma


finding not present ‑
  0
  0
  0
  0
 55
 49
 50
 54


slight 2
  0
  0
  0
  0
  0
  1
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Cervix
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 45
 39
 40
 46


Inflammation, chronic‑active


finding not present ‑
  0
  0
  0
  0
 55
 49
 50
 54


slight 2
  0
  0
  0
  0
  0
  1
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  2.0


Lumen, exudate/debris


finding not present ‑
  0
  0
  0
  0
 51
 46
 50
 54


minimal 1
  0
  0
  0
  0
  3
  1
  0
  1


slight 2
  0
  0
  0
  0
  1
  2
  0
  0


marked 4
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  4
  4
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.3
  2.3
  0.0
  1.0


Clitoral Gland
Number Examined:
  0
  0
  0
  0
  2
  1
  0
  3


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  1


Inflammation/cyst


finding not present ‑
  0
  0
  0
  0
  0
  1
  0
  1


slight 2
  0
  0
  0
  0
  1
  0
  0
  1


moderate 3
  0
  0
  0
  0
  1
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  2
  0
  0
  2


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.5
  0.0
  0.0
  2.5

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Colon
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 54
 49
 48
 54
 53
 49
 50
 55


Parasite, nematode


finding not present ‑
 54
 49
 48
 54
 54
 49
 50
 55


Present
  1
  1
  2
  1
  1
  1
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Death Comment
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Accidental


finding not present ‑
 54
 50
 50
 55
 54
 50
 50
 55


Present
  1
  0
  0
  0
  1
  0
  0
  0


Chronic anemia


finding not present ‑
 55
 50
 50
 55
 55
 49
 50
 55


Present
  0
  0
  0
  0
  0
  1
  0
  0


Degeneration, peripheral nerve


finding not present ‑
 55
 50
 50
 54
 55
 50
 50
 55


Present
  0
  0
  0
  1
  0
  0
  0
  0


Heart failure


finding not present ‑
 55
 49
 50
 55
 55
 50
 50
 55


Present
  0
  1
  0
  0
  0
  0
  0
  0


Hematopoietic neoplasm


finding not present ‑
 54
 47
 50
 52
 54
 49
 49
 51


Present
  1
  3
  0
  3
  1
  1
  1
  4


Inflammation


finding not present ‑
 52
 47
 44
 50
 54
 48
 46
 53


Present
  3
  3
  6
  5
  1
  2
  4
  2


Malacia, central nervous system


finding not present ‑
 54
 50
 50
 55
 55
 50
 50
 55


Present
  1
  0
  0
  0
  0
  0
  0
  0


Mesothelioma


finding not present ‑
 55
 50
 49
 55
 55
 50
 50
 55


Present
  0
  0
  1
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Death Comment
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Neoplasia, abdominal cavity


finding not present ‑
 55
 50
 50
 54
 55
 50
 50
 55


Present
  0
  0
  0
  1
  0
  0
  0
  0


Neoplasia, alimentary


finding not present ‑
 54
 49
 49
 55
 55
 50
 50
 55


Present
  1
  1
  1
  0
  0
  0
  0
  0


Neoplasia, endocrine


finding not present ‑
 55
 50
 50
 55
 54
 50
 50
 55


Present
  0
  0
  0
  0
  1
  0
  0
  0


Neoplasia, mammary


finding not present ‑
 55
 50
 50
 55
 52
 44
 48
 52


Present
  0
  0
  0
  0
  3
  6
  2
  3


Neoplasia, nervous system


finding not present ‑
 53
 48
 50
 52
 55
 50
 50
 55


Present
  2
  2
  0
  3
  0
  0
  0
  0


Neoplasia, pituitary


finding not present ‑
 47
 40
 43
 50
 37
 40
 37
 43


Present
  8
 10
  7
  5
 18
 10
 13
 12


Neoplasia, reproductive/urinary


finding not present ‑
 55
 50
 50
 55
 51
 47
 45
 54


Present
  0
  0
  0
  0
  4
  3
  5
  1


Neoplasia, skeletal


finding not present ‑
 55
 50
 48
 55
 55
 50
 50
 55


Present
  0
  0
  2
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Death Comment
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Neoplasia, skin


finding not present ‑
 53
 47
 49
 51
 54
 49
 49
 55


Present
  2
  3
  1
  4
  1
  1
  1
  0


Neoplasm, vascular


finding not present ‑
 54
 50
 50
 54
 55
 49
 50
 55


Present
  1
  0
  0
  1
  0
  1
  0
  0


Scheduled sacrifice


finding not present ‑
 22
 26
 19
 27
 30
 27
 26
 25


Present
 33
 24
 31
 28
 25
 23
 24
 30


Undetermined


finding not present ‑
 53
 47
 49
 51
 55
 48
 50
 52


Present
  2
  3
  1
  4
  0
  2
  0
  3


Duodenum
Number Examined:
 54
 48
 50
 54
 55
 48
 50
 55


Unremarkable:
 54
 48
 49
 54
 54
 48
 50
 55


Ulcer


finding not present ‑
 54
 48
 49
 54
 55
 48
 50
 55


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Epididymis
Number Examined:
 55
 50
 50
 55
  0
  0
  0
  0


Unremarkable:
 47
 46
 45
 52
  0
  0
  0
  0


Granuloma, sperm


finding not present ‑
 54
 49
 49
 55
  0
  0
  0
  0


moderate 3
  1
  1
  1
  0
  0
  0
  0
  0


Total Incidence:
  1
  1
  1
  0
  0
  0
  0
  0


Average Severity:
  3.0
  3.0
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0


Hypospermia


finding not present ‑
 49
 48
 48
 53
  0
  0
  0
  0


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


moderate 3
  4
  1
  2
  1
  0
  0
  0
  0


marked 4
  1
  1
  0
  1
  0
  0
  0
  0


Total Incidence:
  6
  2
  2
  2
  0
  0
  0
  0


Average Severity:
  3.0
  3.5
  3.0
  3.5
  0.0
  0.0
  0.0
  0.0


Infiltrate, mononuclear cell


finding not present ‑
 54
 50
 48
 55
  0
  0
  0
  0


minimal 1
  1
  0
  2
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  2
  0
  0
  0
  0
  0


Average Severity:
  1.0
  0.0
  1.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Esophagus
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 52
 48
 49
 54
 53
 48
 50
 55


Degeneration/regeneration,


muscularis


finding not present ‑
 52
 48
 49
 54
 53
 48
 50
 55


minimal 1
  3
  2
  1
  1
  1
  1
  0
  0


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  3
  2
  1
  1
  2
  2
  0
  0


Average Severity:
  1.0
  1.0
  1.0
  1.0
  2.5
  1.5
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 55
 50
 50
 55
 54
 49
 50
 55


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  4.0
  2.0
  0.0
  0.0


Ulcer


finding not present ‑
 55
 50
 50
 55
 54
 50
 50
 55


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  4.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Eye
Number Examined:
 54
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 45
 40
 35
 40
 42
 44
 42
 41


Atrophy, retina


finding not present ‑
 46
 40
 35
 40
 42
 45
 42
 41


minimal 1
  1
  0
  2
  0
  1
  0
  0
  1


slight 2
  3
  7
  6
  8
  8
  3
  6
  9


moderate 3
  4
  3
  7
  7
  4
  2
  2
  4


Total Incidence:
  8
 10
 15
 15
 13
  5
  8
 14


Average Severity:
  2.4
  2.3
  2.3
  2.5
  2.2
  2.4
  2.3
  2.2


Cataract


finding not present ‑
 54
 50
 49
 54
 55
 50
 50
 55


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  3.0
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 54
 50
 50
 54
 55
 50
 50
 55


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Eye
Number Examined:
 54
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 45
 40
 35
 40
 42
 44
 42
 41


Rosette, retina


finding not present ‑
 53
 50
 50
 55
 55
 49
 50
 55


minimal 1
  1
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  1.0
  0.0
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0


Ulceration, cornea


finding not present ‑
 54
 50
 50
 55
 55
 50
 49
 55


moderate 3
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Foot/Footpad
Number Examined:
 11
  4
 11
  7
  1
  3
  3
  6


Unremarkable:
  0
  1
  0
  0
  0
  0
  0
  0


Inflammation/hyperplasia


finding not present ‑
  0
  1
  0
  0
  0
  0
  0
  0


minimal 1
  0
  0
  1
  0
  0
  0
  0
  0


slight 2
  4
  1
  1
  3
  0
  2
  3
  2


moderate 3
  3
  2
  4
  2
  1
  1
  0
  4


marked 4
  4
  0
  5
  2
  0
  0
  0
  0


Total Incidence:
 11
  3
 11
  7
  1
  3
  3
  6


Average Severity:
  3.0
  2.7
  3.2
  2.9
  3.0
  2.3
  2.0
  2.7


New bone formation


finding not present ‑
 11
  4
 11
  6
  1
  3
  3
  6


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0


Ulcer


finding not present ‑
  7
  3
  5
  5
  0
  3
  3
  3


minimal 1
  0
  0
  0
  0
  0
  0
  0
  1


slight 2
  2
  0
  0
  0
  0
  0
  0
  1


moderate 3
  0
  1
  4
  0
  1
  0
  0
  1


marked 4
  2
  0
  2
  2
  0
  0
  0
  0


Total Incidence:
  4
  1
  6
  2
  1
  0
  0
  3


Average Severity:
  3.0
  3.0
  3.3
  4.0
  3.0
  0.0
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


GALT/Peyer's Patch
Number Examined:
 52
 49
 49
 55
 52
 46
 44
 51


Unremarkable:
 52
 49
 49
 54
 51
 46
 44
 51


Necrosis, lymphocytes


finding not present ‑
 52
 49
 49
 55
 51
 46
 44
 51


minimal 1
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Harderian Gland
Number Examined:
 54
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 21
 29
 32
 28
 37
 34
 34
 35


Degeneration


finding not present ‑
 53
 50
 50
 55
 55
 50
 50
 55


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Hyperplasia


finding not present ‑
 48
 47
 47
 51
 52
 48
 50
 53


minimal 1
  1
  1
  1
  3
  2
  1
  0
  0


slight 2
  1
  1
  1
  1
  0
  1
  0
  2


moderate 3
  3
  1
  1
  0
  1
  0
  0
  0


marked 4
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  6
  3
  3
  4
  3
  2
  0
  2


Average Severity:
  2.7
  2.0
  2.0
  1.3
  1.7
  1.5
  0.0
  2.0


Infiltrate, mononuclear cell


finding not present ‑
 26
 33
 32
 29
 39
 36
 36
 38


minimal 1
 24
 11
 10
 19
 13
 12
 12
 14


slight 2
  4
  5
  8
  7
  3
  2
  2
  3


marked 4
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
 28
 17
 18
 26
 16
 14
 14
 17


Average Severity:
  1.1
  1.5
  1.4
  1.3
  1.2
  1.1
  1.1
  1.2

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Harderian Gland
Number Examined:
 54
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 21
 29
 32
 28
 37
 34
 34
 35


Inflammation, chronic‑active


finding not present ‑
 54
 49
 50
 54
 55
 50
 50
 55


minimal 1
  0
  1
  0
  0
  0
  0
  0
  0


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  1.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0


Inflammation, granulomatous


finding not present ‑
 53
 48
 50
 54
 55
 48
 47
 52


minimal 1
  1
  2
  0
  1
  0
  2
  2
  2


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  1
  2
  0
  1
  0
  2
  3
  3


Average Severity:
  1.0
  1.0
  0.0
  1.0
  0.0
  1.0
  1.3
  1.7

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Heart
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 11
 11
  3
  9
 21
 22
 24
 18


Cardiomyopathy, degenerative


finding not present ‑
 12
 14
  5
 10
 21
 22
 25
 18


minimal 1
 11
 11
 15
 12
 23
 15
 14
 26


slight 2
 28
 22
 28
 26
  9
 10
 10
 10


moderate 3
  4
  3
  2
  7
  2
  3
  1
  1


Total Incidence:
 43
 36
 45
 45
 34
 28
 25
 37


Average Severity:
  1.8
  1.8
  1.7
  1.9
  1.4
  1.6
  1.5
  1.3


Hemorrhage


finding not present ‑
 53
 49
 50
 55
 54
 49
 50
 55


minimal 1
  0
  0
  0
  0
  1
  0
  0
  0


slight 2
  2
  1
  0
  0
  0
  1
  0
  0


Total Incidence:
  2
  1
  0
  0
  1
  1
  0
  0


Average Severity:
  2.0
  2.0
  0.0
  0.0
  1.0
  2.0
  0.0
  0.0


Hyperplasia, endocardium


finding not present ‑
 55
 50
 49
 54
 55
 50
 50
 54


moderate 3
  0
  0
  1
  1
  0
  0
  0
  1


Total Incidence:
  0
  0
  1
  1
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  3.0
  3.0
  0.0
  0.0
  0.0
  3.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Heart
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 11
 11
  3
  9
 21
 22
 24
 18


Infiltrate, mononuclear cell


finding not present ‑
 55
 50
 50
 55
 55
 50
 49
 55


minimal 1
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  1.0
  0.0


Inflammation, vessel


finding not present ‑
 54
 50
 49
 54
 55
 50
 50
 55


slight 2
  0
  0
  1
  1
  0
  0
  0
  0


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  1
  1
  0
  0
  0
  0


Average Severity:
  3.0
  0.0
  2.0
  2.0
  0.0
  0.0
  0.0
  0.0


Mineralization, vessel


finding not present ‑
 55
 49
 50
 55
 55
 50
 50
 55


slight 2
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Heart
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 11
 11
  3
  9
 21
 22
 24
 18


Thrombus, atrium


finding not present ‑
 55
 49
 50
 55
 55
 50
 50
 55


marked 4
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  4.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Ileum
Number Examined:
 54
 49
 48
 54
 55
 48
 50
 54


Unremarkable:
 54
 49
 48
 53
 55
 48
 50
 54


Inflammation, chronic‑active


finding not present ‑
 54
 49
 48
 53
 55
 48
 50
 54


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0


Jejunum
Number Examined:
 52
 49
 50
 53
 54
 50
 49
 55


Unremarkable:
 52
 48
 49
 52
 54
 50
 49
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Joint, Other
Number Examined:
  1
  1
  0
  0
  0
  0
  0
  0


Unremarkable:
  1
  0
  0
  0
  0
  0
  0
  0


Hyperostosis, periosteum


finding not present ‑
  1
  0
  0
  0
  0
  0
  0
  0


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Kidney
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 12
  8
  8
  5
 13
  9
 10
 12


Cyst


finding not present ‑
 54
 49
 47
 54
 54
 48
 50
 55


minimal 1
  1
  0
  1
  0
  0
  1
  0
  0


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


moderate 3
  0
  1
  1
  1
  1
  1
  0
  0


Total Incidence:
  1
  1
  3
  1
  1
  2
  0
  0


Average Severity:
  1.0
  3.0
  2.0
  3.0
  3.0
  2.0
  0.0
  0.0


Degeneration/necrosis, tubule


finding not present ‑
 55
 50
 50
 55
 55
 49
 50
 55


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0


Degeneration/Regeneration, Tubule


finding not present ‑
 54
 50
 50
 55
 55
 50
 50
 55


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Kidney
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 12
  8
  8
  5
 13
  9
 10
 12


Dilatation, pelvis


finding not present ‑
 52
 47
 47
 50
 53
 47
 46
 52


minimal 1
  1
  0
  1
  1
  1
  1
  1
  2


slight 2
  2
  2
  1
  3
  0
  1
  2
  1


moderate 3
  0
  1
  1
  1
  1
  0
  1
  0


marked 4
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  3
  3
  3
  5
  2
  3
  4
  3


Average Severity:
  1.7
  2.3
  2.0
  2.0
  2.0
  2.3
  2.0
  1.3


Dilatation, tubule(s)


finding not present ‑
 54
 50
 50
 55
 54
 48
 50
 55


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


moderate 3
  1
  0
  0
  0
  1
  1
  0
  0


Total Incidence:
  1
  0
  0
  0
  1
  2
  0
  0


Average Severity:
  3.0
  0.0
  0.0
  0.0
  3.0
  2.5
  0.0
  0.0


Hemorrhage/hematoma


finding not present ‑
 54
 50
 50
 55
 55
 50
 50
 55


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Kidney
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 12
  8
  8
  5
 13
  9
 10
 12


Hyaline droplet, tubule cell


finding not present ‑
 55
 49
 50
 54
 55
 50
 50
 54


slight 2
  0
  0
  0
  1
  0
  0
  0
  1


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  1
  0
  0
  0
  1


Average Severity:
  0.0
  3.0
  0.0
  2.0
  0.0
  0.0
  0.0
  2.0


Hyperplasia, transitional cell


finding not present ‑
 49
 47
 46
 49
 23
 30
 34
 33


minimal 1
  2
  2
  3
  3
 23
 14
 11
 16


slight 2
  4
  0
  1
  2
  8
  4
  5
  6


moderate 3
  0
  1
  0
  1
  1
  2
  0
  0


Total Incidence:
  6
  3
  4
  6
 32
 20
 16
 22


Average Severity:
  1.7
  1.7
  1.3
  1.7
  1.3
  1.4
  1.3
  1.3


Hyperplasia, tubule cell


finding not present ‑
 55
 48
 50
 55
 55
 49
 50
 55


minimal 1
  0
  1
  0
  0
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  2
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  2.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Kidney
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 12
  8
  8
  5
 13
  9
 10
 12


Inflammation, chronic


finding not present ‑
 54
 50
 50
 55
 55
 50
 50
 55


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Mineralization, pelvis


finding not present ‑
 45
 43
 46
 49
 22
 23
 21
 25


minimal 1
  8
  6
  2
  5
 27
 21
 22
 26


slight 2
  2
  1
  2
  1
  6
  5
  7
  3


moderate 3
  0
  0
  0
  0
  0
  1
  0
  1


Total Incidence:
 10
  7
  4
  6
 33
 27
 29
 30


Average Severity:
  1.2
  1.1
  1.5
  1.2
  1.2
  1.3
  1.2
  1.2


Nephropathy, chronic progressive


finding not present ‑
 14
 11
  9
 10
 31
 21
 26
 29


minimal 1
 17
 18
 23
 24
 21
 19
 18
 18


slight 2
 16
 14
 10
 15
  3
 10
  6
  8


moderate 3
  7
  6
  7
  5
  0
  0
  0
  0


marked 4
  1
  1
  1
  1
  0
  0
  0
  0


Total Incidence:
 41
 39
 41
 45
 24
 29
 24
 26


Average Severity:
  1.8
  1.7
  1.7
  1.6
  1.1
  1.3
  1.3
  1.3

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Kidney
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 12
  8
  8
  5
 13
  9
 10
 12


Pigment, increased


finding not present ‑
 55
 50
 50
 55
 53
 49
 50
 54


minimal 1
  0
  0
  0
  0
  2
  0
  0
  0


slight 2
  0
  0
  0
  0
  0
  1
  0
  1


Total Incidence:
  0
  0
  0
  0
  2
  1
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.0
  2.0
  0.0
  2.0


Pyelonephritis


finding not present ‑
 46
 49
 46
 51
 52
 46
 47
 53


minimal 1
  3
  0
  1
  2
  1
  3
  1
  2


slight 2
  6
  0
  3
  0
  2
  0
  0
  0


moderate 3
  0
  1
  0
  2
  0
  0
  1
  0


marked 4
  0
  0
  0
  0
  0
  1
  1
  0


Total Incidence:
  9
  1
  4
  4
  3
  4
  3
  2


Average Severity:
  1.7
  3.0
  1.8
  2.0
  1.7
  1.8
  2.7
  1.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lacrimal Gland
Number Examined:
  2
  1
  3
  6
  1
  0
  0
  0


Unremarkable:
  1
  0
  0
  0
  1
  0
  0
  0


Ectopic Harderian gland


finding not present ‑
  1
  0
  0
  0
  1
  0
  0
  0


minimal 1
  0
  0
  0
  2
  0
  0
  0
  0


slight 2
  1
  1
  3
  1
  0
  0
  0
  0


moderate 3
  0
  0
  0
  3
  0
  0
  0
  0


Total Incidence:
  1
  1
  3
  6
  0
  0
  0
  0


Average Severity:
  2.0
  2.0
  2.0
  2.2
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  5
 11
  5
  5
  2
  3
  2
  3


Angiectasis


finding not present ‑
 50
 45
 47
 52
 48
 44
 46
 50


minimal 1
  0
  2
  2
  0
  4
  3
  1
  1


slight 2
  5
  2
  0
  3
  3
  3
  1
  4


moderate 3
  0
  1
  1
  0
  0
  0
  2
  0


Total Incidence:
  5
  5
  3
  3
  7
  6
  4
  5


Average Severity:
  2.0
  1.8
  1.7
  2.0
  1.4
  1.5
  2.3
  1.8


Barbiturate lysis


finding not present ‑
 55
 50
 50
 53
 55
 50
 50
 54


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


moderate 3
  0
  0
  0
  1
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  2
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  2.5
  0.0
  0.0
  0.0
  3.0


Congestion


finding not present ‑
 55
 50
 50
 55
 54
 50
 50
 55


minimal 1
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  5
 11
  5
  5
  2
  3
  2
  3


Cyst, biliary


finding not present ‑
 55
 50
 50
 54
 55
 50
 49
 55


slight 2
  0
  0
  0
  1
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  2.0
  0.0


Degeneration, cystic


finding not present ‑
 50
 50
 50
 52
 53
 50
 50
 55


minimal 1
  2
  0
  0
  3
  0
  0
  0
  0


slight 2
  2
  0
  0
  0
  2
  0
  0
  0


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  5
  0
  0
  3
  2
  0
  0
  0


Average Severity:
  1.8
  0.0
  0.0
  1.0
  2.0
  0.0
  0.0
  0.0


Fibrosis/biliary hyperplasia


finding not present ‑
 43
 44
 37
 42
 32
 31
 32
 34


minimal 1
  8
  3
  9
  6
  7
  5
  2
  5


slight 2
  3
  1
  3
  3
  6
  6
  8
  4


moderate 3
  1
  2
  1
  4
 10
  7
  8
 11


marked 4
  0
  0
  0
  0
  0
  1
  0
  1


Total Incidence:
 12
  6
 13
 13
 23
 19
 18
 21


Average Severity:
  1.4
  1.8
  1.4
  1.8
  2.1
  2.2
  2.3
  2.4

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  5
 11
  5
  5
  2
  3
  2
  3


Focus, cellular alteration,


basophilic


finding not present ‑
 26
 30
 15
 22
 11
  6
 10
 12


minimal 1
 13
  8
  5
 11
  6
  4
  6
  2


slight 2
 10
  4
 17
  7
 10
  5
  9
 12


moderate 3
  6
  7
  9
 10
 10
 17
  8
  8


marked 4
  0
  1
  3
  5
 15
 11
 10
 18


severe 5
  0
  0
  1
  0
  3
  7
  7
  3


Total Incidence:
 29
 20
 35
 33
 44
 44
 40
 43


Average Severity:
  1.8
  2.1
  2.4
  2.3
  3.0
  3.3
  3.1
  3.2


Focus, cellular alteration, clear


finding not present ‑
 55
 49
 50
 55
 54
 50
 50
 54


slight 2
  0
  0
  0
  0
  1
  0
  0
  1


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  1
  0
  0
  1


Average Severity:
  0.0
  3.0
  0.0
  0.0
  2.0
  0.0
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  5
 11
  5
  5
  2
  3
  2
  3


Focus, cellular alteration,


eosinophilic


finding not present ‑
 39
 35
 32
 41
 47
 44
 44
 47


minimal 1
  3
  4
  6
  0
  3
  0
  2
  0


slight 2
  7
  4
  7
  7
  3
  5
  2
  4


moderate 3
  6
  5
  5
  5
  1
  1
  1
  1


marked 4
  0
  2
  0
  2
  1
  0
  1
  3


Total Incidence:
 16
 15
 18
 14
  8
  6
  6
  8


Average Severity:
  2.2
  2.3
  1.9
  2.6
  2.0
  2.2
  2.2
  2.9


Hematocyst


finding not present ‑
 55
 50
 50
 55
 55
 50
 50
 54


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0


Hematopoiesis, extramedullary


finding not present ‑
 53
 46
 50
 55
 48
 46
 45
 53


minimal 1
  1
  2
  0
  0
  4
  2
  2
  1


slight 2
  1
  1
  0
  0
  2
  2
  3
  1


moderate 3
  0
  1
  0
  0
  1
  0
  0
  0


Total Incidence:
  2
  4
  0
  0
  7
  4
  5
  2


Average Severity:
  1.5
  1.8
  0.0
  0.0
  1.6
  1.5
  1.6
  1.5

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  5
 11
  5
  5
  2
  3
  2
  3


Hemorrhage, centrilobular


finding not present ‑
 55
 50
 49
 55
 55
 50
 50
 54


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0
  2.0


Hyperplasia, Kupffer cell


finding not present ‑
 55
 49
 50
 54
 55
 49
 49
 54


minimal 1
  0
  0
  0
  1
  0
  0
  1
  0


slight 2
  0
  0
  0
  0
  0
  1
  0
  1


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  1
  0
  1
  1
  1


Average Severity:
  0.0
  3.0
  0.0
  1.0
  0.0
  2.0
  1.0
  2.0


Infiltrate, mononuclear cell


finding not present ‑
 26
 34
 26
 26
 30
 25
 29
 30


minimal 1
 25
  9
 18
 22
 15
 13
 17
 18


slight 2
  4
  7
  5
  7
 10
 12
  4
  7


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
 29
 16
 24
 29
 25
 25
 21
 25


Average Severity:
  1.1
  1.4
  1.3
  1.2
  1.4
  1.5
  1.2
  1.3

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  5
 11
  5
  5
  2
  3
  2
  3


Karyomegaly, hepatocyte


finding not present ‑
 55
 50
 50
 55
 54
 50
 48
 54


slight 2
  0
  0
  0
  0
  1
  0
  2
  0


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  1
  0
  2
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  2.0
  3.0


Lipidosis, tension


finding not present ‑
 55
 50
 50
 54
 55
 50
 50
 55


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0


Mitosis, hepatocyte, increased


finding not present ‑
 55
 50
 50
 54
 53
 47
 48
 54


minimal 1
  0
  0
  0
  0
  2
  2
  1
  0


slight 2
  0
  0
  0
  1
  0
  1
  1
  1


Total Incidence:
  0
  0
  0
  1
  2
  3
  2
  1


Average Severity:
  0.0
  0.0
  0.0
  2.0
  1.0
  1.3
  1.5
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  5
 11
  5
  5
  2
  3
  2
  3


Multinucleated hepatocyte,


increased


finding not present ‑
 55
 50
 50
 55
 51
 50
 49
 51


minimal 1
  0
  0
  0
  0
  3
  0
  1
  0


slight 2
  0
  0
  0
  0
  1
  0
  0
  4


Total Incidence:
  0
  0
  0
  0
  4
  0
  1
  4


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.3
  0.0
  1.0
  2.0


Necrosis, hepatocyte


finding not present ‑
 52
 47
 48
 49
 52
 48
 46
 54


minimal 1
  3
  2
  1
  5
  2
  1
  3
  0


slight 2
  0
  1
  1
  1
  1
  1
  0
  1


moderate 3
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  3
  3
  2
  6
  3
  2
  4
  1


Average Severity:
  1.0
  1.3
  1.5
  1.2
  1.3
  1.5
  1.5
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  5
 11
  5
  5
  2
  3
  2
  3


Necrosis/degeneration,


hepatocyte, centrilobular


finding not present ‑
 54
 49
 48
 54
 54
 48
 49
 53


slight 2
  1
  0
  1
  1
  1
  2
  0
  0


moderate 3
  0
  0
  0
  0
  0
  0
  1
  2


marked 4
  0
  1
  1
  0
  0
  0
  0
  0


Total Incidence:
  1
  1
  2
  1
  1
  2
  1
  2


Average Severity:
  2.0
  4.0
  3.0
  2.0
  2.0
  2.0
  3.0
  3.0


Pigment, increased


finding not present ‑
 54
 50
 50
 55
 54
 47
 50
 54


slight 2
  1
  0
  0
  0
  0
  2
  0
  0


moderate 3
  0
  0
  0
  0
  0
  1
  0
  1


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  1
  3
  0
  1


Average Severity:
  2.0
  0.0
  0.0
  0.0
  4.0
  2.3
  0.0
  3.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  5
 11
  5
  5
  2
  3
  2
  3


Vacuolation, increased, hepatocyte


finding not present ‑
 48
 34
 37
 48
 44
 44
 47
 46


minimal 1
  0
  5
  1
  2
  2
  0
  1
  1


slight 2
  4
  6
 10
  4
  8
  4
  2
  3


moderate 3
  2
  4
  2
  1
  0
  1
  0
  5


marked 4
  1
  1
  0
  0
  1
  1
  0
  0


Total Incidence:
  7
 16
 13
  7
 11
  6
  3
  9


Average Severity:
  2.6
  2.1
  2.1
  1.9
  2.0
  2.5
  1.7
  2.4

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lung
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 34
 31
 30
 38
 40
 34
 41
 43


Granuloma


finding not present ‑
 50
 47
 48
 54
 55
 48
 50
 54


minimal 1
  4
  3
  2
  1
  0
  2
  0
  1


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  5
  3
  2
  1
  0
  2
  0
  1


Average Severity:
  1.2
  1.0
  1.0
  1.0
  0.0
  1.0
  0.0
  1.0


Hemorrhage


finding not present ‑
 51
 49
 49
 54
 54
 50
 50
 55


minimal 1
  1
  1
  1
  1
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  1
  0
  0
  0


moderate 3
  3
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  4
  1
  1
  1
  1
  0
  0
  0


Average Severity:
  2.5
  1.0
  1.0
  1.0
  2.0
  0.0
  0.0
  0.0


Hyperplasia, epithelium, alveolus


finding not present ‑
 52
 49
 49
 55
 55
 50
 50
 55


minimal 1
  0
  1
  1
  0
  0
  0
  0
  0


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


moderate 3
  2
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  3
  1
  1
  0
  0
  0
  0
  0


Average Severity:
  2.7
  1.0
  1.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lung
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 34
 31
 30
 38
 40
 34
 41
 43


Infiltrate, macrophages, alveolus


finding not present ‑
 53
 49
 50
 53
 55
 50
 49
 55


minimal 1
  0
  0
  0
  2
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


moderate 3
  2
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  2
  1
  0
  2
  0
  0
  1
  0


Average Severity:
  3.0
  3.0
  0.0
  1.0
  0.0
  0.0
  2.0
  0.0


Infiltrate, macrophages,


vacuolated


finding not present ‑
 42
 38
 35
 41
 44
 39
 43
 45


minimal 1
  9
 10
  9
 10
  9
  4
  5
  8


slight 2
  4
  2
  6
  3
  1
  6
  2
  2


moderate 3
  0
  0
  0
  1
  1
  1
  0
  0


Total Incidence:
 13
 12
 15
 14
 11
 11
  7
 10


Average Severity:
  1.3
  1.2
  1.4
  1.4
  1.3
  1.7
  1.3
  1.2


Inflammation, acute


finding not present ‑
 55
 48
 50
 55
 54
 50
 50
 55


minimal 1
  0
  2
  0
  0
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  2
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  1.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lung
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 34
 31
 30
 38
 40
 34
 41
 43


Inflammation, mixed cell


finding not present ‑
 51
 48
 46
 54
 52
 47
 48
 54


minimal 1
  1
  1
  4
  0
  3
  2
  2
  1


slight 2
  3
  1
  0
  1
  0
  1
  0
  0


Total Incidence:
  4
  2
  4
  1
  3
  3
  2
  1


Average Severity:
  1.8
  1.5
  1.0
  2.0
  1.0
  1.3
  1.0
  1.0


Leukocytosis


finding not present ‑
 55
 50
 50
 55
 55
 50
 49
 55


marked 4
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  4.0
  0.0


Pigment


finding not present ‑
 55
 49
 49
 55
 55
 50
 49
 55


minimal 1
  0
  0
  1
  0
  0
  0
  0
  0


slight 2
  0
  1
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  1
  1
  0
  0
  0
  1
  0


Average Severity:
  0.0
  2.0
  1.0
  0.0
  0.0
  0.0
  2.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lung
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 34
 31
 30
 38
 40
 34
 41
 43


Thrombus


finding not present ‑
 55
 50
 50
 55
 54
 50
 50
 55


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node,


Inguinal
Number Examined:
 45
 41
 41
 49
 50
 41
 36
 45


Unremarkable:
 42
 39
 41
 47
 47
 39
 35
 42


Dilatation, sinus


finding not present ‑
 45
 41
 41
 48
 50
 41
 36
 45


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0


Erythrocytes, sinus


finding not present ‑
 45
 41
 41
 49
 50
 41
 36
 44


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0


Hyperplasia, lymphocytes


finding not present ‑
 43
 39
 41
 47
 48
 39
 36
 44


minimal 1
  0
  2
  0
  0
  2
  1
  0
  0


slight 2
  2
  0
  0
  2
  0
  1
  0
  1


Total Incidence:
  2
  2
  0
  2
  2
  2
  0
  1


Average Severity:
  2.0
  1.0
  0.0
  2.0
  1.0
  1.5
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node,


Mesenteric
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 45
 42
 39
 43
 49
 44
 44
 50


Angiectasis


finding not present ‑
 55
 50
 49
 54
 55
 50
 50
 55


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


marked 4
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  4.0
  3.0
  0.0
  0.0
  0.0
  0.0


Dilatation, sinus


finding not present ‑
 55
 49
 50
 55
 55
 50
 50
 55


slight 2
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Erythrocytes, sinus, increased


finding not present ‑
 51
 49
 48
 49
 52
 48
 45
 53


minimal 1
  0
  1
  0
  2
  1
  1
  0
  0


slight 2
  4
  0
  1
  4
  1
  0
  3
  1


moderate 3
  0
  0
  1
  0
  0
  1
  2
  1


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  4
  1
  2
  6
  3
  2
  5
  2


Average Severity:
  2.0
  1.0
  2.5
  1.7
  2.3
  2.0
  2.4
  2.5

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node,


Mesenteric
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 45
 42
 39
 43
 49
 44
 44
 50


Hyperplasia, lymphocytes


finding not present ‑
 54
 50
 50
 55
 54
 49
 50
 55


minimal 1
  1
  0
  0
  0
  0
  1
  0
  0


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  1
  1
  0
  0


Average Severity:
  1.0
  0.0
  0.0
  0.0
  3.0
  1.0
  0.0
  0.0


Inflammation


finding not present ‑
 55
 50
 50
 55
 55
 49
 50
 55


minimal 1
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0


Necrosis, lymphocytes


finding not present ‑
 55
 50
 50
 55
 54
 49
 50
 55


slight 2
  0
  0
  0
  0
  1
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  2.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Other
Number Examined:
  3
  2
  3
  3
  0
  1
  0
  3


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Abscess


finding not present ‑
  3
  2
  3
  3
  0
  1
  0
  2


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0


Dilatation, sinus


finding not present ‑
  2
  2
  3
  3
  0
  1
  0
  3


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Erythrocytes, sinus, increased


finding not present ‑
  1
  1
  3
  2
  0
  0
  0
  1


minimal 1
  1
  0
  0
  0
  0
  0
  0
  0


slight 2
  1
  1
  0
  1
  0
  1
  0
  2


Total Incidence:
  2
  1
  0
  1
  0
  1
  0
  2


Average Severity:
  1.5
  2.0
  0.0
  2.0
  0.0
  2.0
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Other
Number Examined:
  3
  2
  3
  3
  0
  1
  0
  3


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Hyperplasia, lymphocytes


finding not present ‑
  3
  2
  1
  2
  0
  1
  0
  2


slight 2
  0
  0
  1
  1
  0
  0
  0
  1


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  2
  1
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  2.5
  2.0
  0.0
  0.0
  0.0
  2.0


Infiltrate, neutrophils


finding not present ‑
  3
  2
  3
  3
  0
  1
  0
  2


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0


Pigment


finding not present ‑
  3
  2
  3
  3
  0
  0
  0
  3


moderate 3
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland
Number Examined:
 52
 41
 40
 40
 55
 50
 49
 54


Unremarkable:
 44
 41
 37
 33
 15
 11
 19
 10


Abscess


finding not present ‑
 52
 41
 40
 40
 54
 50
 49
 54


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  4.0
  0.0
  0.0
  0.0


Cyst/ectasia with inflammation


finding not present ‑
 45
 41
 37
 33
 24
 18
 24
 20


minimal 1
  5
  0
  2
  4
 13
 11
 13
 15


slight 2
  2
  0
  1
  3
 14
 14
  8
 13


moderate 3
  0
  0
  0
  0
  3
  6
  2
  4


marked 4
  0
  0
  0
  0
  1
  1
  2
  2


Total Incidence:
  7
  0
  3
  7
 31
 32
 25
 34


Average Severity:
  1.3
  0.0
  1.3
  1.4
  1.7
  1.9
  1.7
  1.8


Granuloma


finding not present ‑
 52
 41
 40
 40
 54
 50
 49
 54


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  4.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland
Number Examined:
 52
 41
 40
 40
 55
 50
 49
 54


Unremarkable:
 44
 41
 37
 33
 15
 11
 19
 10


Hyperplasia


finding not present ‑
 52
 41
 40
 39
 26
 22
 28
 26


minimal 1
  0
  0
  0
  1
 12
 12
  9
 11


slight 2
  0
  0
  0
  0
 15
  9
  9
 12


moderate 3
  0
  0
  0
  0
  2
  6
  3
  4


marked 4
  0
  0
  0
  0
  0
  1
  0
  1


Total Incidence:
  0
  0
  0
  1
 29
 28
 21
 28


Average Severity:
  0.0
  0.0
  0.0
  1.0
  1.7
  1.9
  1.7
  1.8


Mammary Gland,


Male
Number Examined:
  2
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  2
  0
  1
  0
  0
  0
  0
  0


Mandibular


Salivary Gland
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 50
 50
 54
 55
 48
 50
 55


Inflammation, chronic‑active


finding not present ‑
 55
 50
 50
 55
 55
 49
 50
 55


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Marrow, Sternum
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 43
 41
 47
 44
 44
 42
 42
 47


Hyperplasia, erythroid


finding not present ‑
 55
 50
 50
 54
 54
 49
 50
 55


minimal 1
  0
  0
  0
  0
  1
  0
  0
  0


slight 2
  0
  0
  0
  1
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  1
  1
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  1.0
  2.0
  0.0
  0.0


Hyperplasia, myeloid


finding not present ‑
 44
 41
 47
 46
 45
 43
 42
 48


minimal 1
  5
  3
  2
  3
  2
  1
  3
  2


slight 2
  6
  6
  1
  6
  8
  5
  4
  5


moderate 3
  0
  0
  0
  0
  0
  1
  1
  0


Total Incidence:
 11
  9
  3
  9
 10
  7
  8
  7


Average Severity:
  1.5
  1.7
  1.3
  1.7
  1.8
  2.0
  1.8
  1.7

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mesentery
Number Examined:
  0
  0
  0
  0
  2
  0
  0
  1


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Hemorrhage


finding not present ‑
  0
  0
  0
  0
  1
  0
  0
  1


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0


Inflammation


finding not present ‑
  0
  0
  0
  0
  1
  0
  0
  1


slight 2
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0


Necrosis


finding not present ‑
  0
  0
  0
  0
  1
  0
  0
  1


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Biceps


Femoris
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 37
 28
 19
 30
 37
 40
 42
 35


Degeneration/regeneration


finding not present ‑
 37
 28
 19
 30
 37
 40
 42
 35


minimal 1
 14
 21
 19
 17
 16
 10
  8
 19


slight 2
  4
  1
 10
  7
  2
  0
  0
  1


moderate 3
  0
  0
  1
  1
  0
  0
  0
  0


marked 4
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
 18
 22
 31
 25
 18
 10
  8
 20


Average Severity:
  1.2
  1.0
  1.5
  1.4
  1.1
  1.0
  1.0
  1.1


Muscle, Other
Number Examined:
  0
  0
  0
  0
  0
  0
  1
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Nasal Turbinate
Number Examined:
 55
 50
 50
 55
 54
 50
 49
 55


Unremarkable:
 54
 49
 50
 54
 54
 50
 47
 55


Exudate, lumen


finding not present ‑
 54
 49
 50
 55
 54
 50
 49
 55


minimal 1
  0
  1
  0
  0
  0
  0
  0
  0


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  1
  0
  0
  0
  0
  0
  0


Average Severity:
  3.0
  1.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Inflammation


finding not present ‑
 55
 50
 50
 54
 54
 50
 48
 55


minimal 1
  0
  0
  0
  1
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0
  2.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Nerve, Optic
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 50
 50
 54
 54
 50
 49
 55


Atrophy


finding not present ‑
 55
 50
 50
 55
 54
 50
 49
 55


slight 2
  0
  0
  0
  0
  1
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  2.0
  0.0


Degeneration, axon


finding not present ‑
 55
 50
 50
 54
 55
 50
 50
 55


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0


Nerve, Sciatic
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 50
 49
 54
 44
 49
 46
 48


Degeneration, axon, increased


finding not present ‑
 55
 50
 49
 54
 44
 49
 46
 48


minimal 1
  0
  0
  0
  0
 10
  1
  4
  7


slight 2
  0
  0
  1
  1
  1
  0
  0
  0


Total Incidence:
  0
  0
  1
  1
 11
  1
  4
  7


Average Severity:
  0.0
  0.0
  2.0
  2.0
  1.1
  1.0
  1.0
  1.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ovary
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 54


Unremarkable:
  0
  0
  0
  0
 37
 25
 27
 34


Cyst, bursa


finding not present ‑
  0
  0
  0
  0
 53
 46
 49
 51


minimal 1
  0
  0
  0
  0
  0
  1
  0
  0


slight 2
  0
  0
  0
  0
  2
  3
  0
  2


moderate 3
  0
  0
  0
  0
  0
  0
  1
  1


Total Incidence:
  0
  0
  0
  0
  2
  4
  1
  3


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  1.8
  3.0
  2.3


Cyst, corpus luteum


finding not present ‑
  0
  0
  0
  0
 55
 50
 48
 53


slight 2
  0
  0
  0
  0
  0
  0
  2
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  2
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  2.0


Cyst, follicle


finding not present ‑
  0
  0
  0
  0
 55
 49
 45
 54


minimal 1
  0
  0
  0
  0
  0
  1
  1
  0


slight 2
  0
  0
  0
  0
  0
  0
  4
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  5
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  1.0
  1.8
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ovary
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 54


Unremarkable:
  0
  0
  0
  0
 37
 25
 27
 34


Cyst, parovarian


finding not present ‑
  0
  0
  0
  0
 46
 44
 48
 47


minimal 1
  0
  0
  0
  0
  0
  1
  0
  0


slight 2
  0
  0
  0
  0
  6
  1
  2
  5


moderate 3
  0
  0
  0
  0
  2
  4
  0
  2


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  9
  6
  2
  7


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.4
  2.5
  2.0
  2.3


Hyperplasia, interstitial cell


finding not present ‑
  0
  0
  0
  0
 46
 35
 35
 45


minimal 1
  0
  0
  0
  0
  0
  3
  4
  1


slight 2
  0
  0
  0
  0
  6
 10
  9
  7


moderate 3
  0
  0
  0
  0
  3
  2
  2
  1


Total Incidence:
  0
  0
  0
  0
  9
 15
 15
  9


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.3
  1.9
  1.9
  2.0


Oviduct
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 10
 13
  4
  8
 26
 26
 34
 31


Alteration, basophilic


finding not present ‑
 52
 48
 48
 49
 53
 50
 48
 53


minimal 1
  1
  2
  1
  4
  1
  0
  2
  2


slight 2
  2
  0
  1
  2
  1
  0
  0
  0


Total Incidence:
  3
  2
  2
  6
  2
  0
  2
  2


Average Severity:
  1.7
  1.0
  1.5
  1.3
  1.5
  0.0
  1.0
  1.0


Atrophy, acinar


finding not present ‑
 50
 45
 46
 47
 52
 45
 49
 51


minimal 1
  1
  2
  2
  4
  1
  1
  1
  0


slight 2
  4
  3
  2
  3
  1
  1
  0
  4


moderate 3
  0
  0
  0
  1
  0
  3
  0
  0


marked 4
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  5
  5
  4
  8
  3
  5
  1
  4


Average Severity:
  1.8
  1.6
  1.5
  1.6
  2.3
  2.4
  1.0
  2.0


Depletion, zymogen


finding not present ‑
 54
 49
 46
 55
 53
 49
 49
 54


minimal 1
  0
  0
  0
  0
  0
  0
  1
  0


slight 2
  1
  1
  3
  0
  2
  1
  0
  1


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  1
  1
  4
  0
  2
  1
  1
  1


Average Severity:
  2.0
  2.0
  2.3
  0.0
  2.0
  2.0
  1.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 10
 13
  4
  8
 26
 26
 34
 31


Ectopic spleen


finding not present ‑
 55
 50
 50
 55
 55
 50
 50
 54


Present
  0
  0
  0
  0
  0
  0
  0
  1


Hyperplasia, acinar cell


finding not present ‑
 55
 50
 50
 53
 55
 50
 50
 55


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  2
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.5
  0.0
  0.0
  0.0
  0.0


Hyperplasia, islet cell


finding not present ‑
 14
 14
  7
 12
 38
 31
 44
 40


minimal 1
 13
 15
 14
 12
 12
  6
  3
  9


slight 2
 23
 16
 21
 24
  4
  9
  1
  6


moderate 3
  4
  5
  7
  5
  1
  3
  2
  0


marked 4
  1
  0
  1
  2
  0
  1
  0
  0


Total Incidence:
 41
 36
 43
 43
 17
 19
  6
 15


Average Severity:
  1.8
  1.7
  1.9
  1.9
  1.4
  1.9
  1.8
  1.4

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 10
 13
  4
  8
 26
 26
 34
 31


Infiltrate, mononuclear cell


finding not present ‑
 53
 42
 38
 48
 51
 46
 45
 49


minimal 1
  1
  6
 11
  6
  4
  4
  4
  5


slight 2
  1
  2
  1
  1
  0
  0
  1
  1


Total Incidence:
  2
  8
 12
  7
  4
  4
  5
  6


Average Severity:
  1.5
  1.3
  1.1
  1.1
  1.0
  1.0
  1.2
  1.2


Inflammation, acute


finding not present ‑
 55
 50
 50
 54
 55
 50
 50
 55


minimal 1
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic


finding not present ‑
 49
 49
 46
 49
 51
 48
 50
 53


minimal 1
  2
  0
  0
  4
  1
  1
  0
  2


slight 2
  4
  1
  4
  2
  2
  1
  0
  0


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  6
  1
  4
  6
  4
  2
  0
  2


Average Severity:
  1.7
  2.0
  2.0
  1.3
  2.0
  1.5
  0.0
  1.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 10
 13
  4
  8
 26
 26
 34
 31


Inflammation, vessel


finding not present ‑
 55
 50
 49
 55
 55
 50
 49
 55


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


marked 4
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  4.0
  0.0


Thrombus


finding not present ‑
 55
 50
 50
 55
 55
 50
 49
 55


marked 4
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  4.0
  0.0


Parathyroid
Number Examined:
 54
 47
 49
 53
 54
 50
 50
 53


Unremarkable:
 51
 42
 46
 49
 52
 49
 50
 53


Hyperplasia


finding not present ‑
 51
 43
 47
 50
 52
 50
 50
 53


minimal 1
  1
  0
  0
  0
  0
  0
  0
  0


slight 2
  1
  3
  1
  3
  1
  0
  0
  0


moderate 3
  1
  1
  1
  0
  1
  0
  0
  0


Total Incidence:
  3
  4
  2
  3
  2
  0
  0
  0


Average Severity:
  2.0
  2.3
  2.5
  2.0
  2.5
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary
Number Examined:
 54
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 18
 19
 18
 23
  6
  8
 11
  9


Cyst, craniopharyngeal


finding not present ‑
 52
 49
 50
 54
 55
 50
 50
 55


slight 2
  1
  1
  0
  1
  0
  0
  0
  0


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  2
  1
  0
  1
  0
  0
  0
  0


Average Severity:
  2.5
  2.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0


Hematopoiesis, increased


finding not present ‑
 54
 50
 50
 55
 55
 50
 50
 54


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0


Hemorrhage


finding not present ‑
 54
 50
 50
 55
 55
 50
 50
 54


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary
Number Examined:
 54
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 18
 19
 18
 23
  6
  8
 11
  9


Hyperplasia


finding not present ‑
 41
 39
 38
 45
 46
 45
 47
 50


minimal 1
  0
  1
  0
  0
  0
  0
  0
  0


slight 2
  9
  6
  7
  5
  4
  4
  2
  4


moderate 3
  3
  4
  4
  4
  4
  1
  1
  1


marked 4
  1
  0
  1
  1
  1
  0
  0
  0


Total Incidence:
 13
 11
 12
 10
  9
  5
  3
  5


Average Severity:
  2.4
  2.3
  2.5
  2.6
  2.7
  2.2
  2.3
  2.2


Hyperplasia, erythroid


finding not present ‑
 54
 50
 50
 55
 55
 50
 50
 54


minimal 1
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  1.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Preputial Gland
Number Examined:
  1
  1
  2
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Ectasia


finding not present ‑
  1
  1
  1
  0
  0
  0
  0
  0


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
  0
  0
  0
  0
  0
  0
  0
  0


slight 2
  0
  1
  2
  0
  0
  0
  0
  0


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  1
  2
  0
  0
  0
  0
  0


Average Severity:
  3.0
  2.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Prostate
Number Examined:
 55
 50
 50
 55
  0
  0
  0
  0


Unremarkable:
 24
 25
 16
 28
  0
  0
  0
  0


Hyperplasia


finding not present ‑
 54
 49
 47
 52
  0
  0
  0
  0


minimal 1
  0
  0
  0
  2
  0
  0
  0
  0


slight 2
  1
  0
  2
  1
  0
  0
  0
  0


moderate 3
  0
  1
  1
  0
  0
  0
  0
  0


Total Incidence:
  1
  1
  3
  3
  0
  0
  0
  0


Average Severity:
  2.0
  3.0
  2.3
  1.3
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 26
 26
 18
 28
  0
  0
  0
  0


minimal 1
  9
 10
 13
 15
  0
  0
  0
  0


slight 2
 10
 12
 17
  8
  0
  0
  0
  0


moderate 3
  9
  1
  2
  3
  0
  0
  0
  0


marked 4
  1
  0
  0
  1
  0
  0
  0
  0


severe 5
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
 29
 24
 32
 27
  0
  0
  0
  0


Average Severity:
  2.1
  1.8
  1.7
  1.6
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Seminal Vesicle
Number Examined:
 55
 50
 50
 55
  0
  0
  0
  0


Unremarkable:
 48
 46
 47
 51
  0
  0
  0
  0


Decreased secretion


finding not present ‑
 50
 47
 49
 52
  0
  0
  0
  0


minimal 1
  1
  3
  1
  0
  0
  0
  0
  0


slight 2
  2
  0
  0
  3
  0
  0
  0
  0


moderate 3
  2
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  5
  3
  1
  3
  0
  0
  0
  0


Average Severity:
  2.2
  1.0
  1.0
  2.0
  0.0
  0.0
  0.0
  0.0


Hyperplasia


finding not present ‑
 54
 50
 49
 54
  0
  0
  0
  0


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


moderate 3
  0
  0
  1
  1
  0
  0
  0
  0


Total Incidence:
  1
  0
  1
  1
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  3.0
  3.0
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 52
 49
 48
 55
  0
  0
  0
  0


slight 2
  2
  0
  0
  0
  0
  0
  0
  0


moderate 3
  1
  1
  1
  0
  0
  0
  0
  0


marked 4
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  3
  1
  2
  0
  0
  0
  0
  0


Average Severity:
  2.3
  3.0
  3.5
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Skin/Subcutis
Number Examined:
 55
 49
 50
 55
 55
 50
 50
 54


Unremarkable:
 38
 37
 43
 37
 48
 45
 42
 46


Cyst, epidermal inclusion


finding not present ‑
 55
 49
 50
 55
 55
 49
 50
 54


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0


Erosion/ulcer


finding not present ‑
 54
 46
 49
 54
 55
 48
 48
 51


slight 2
  1
  1
  0
  0
  0
  0
  1
  1


moderate 3
  0
  2
  1
  0
  0
  2
  1
  2


marked 4
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  1
  3
  1
  1
  0
  2
  2
  3


Average Severity:
  2.0
  2.7
  3.0
  4.0
  0.0
  3.0
  2.5
  2.7


Hemorrhage


finding not present ‑
 55
 49
 50
 55
 54
 50
 50
 54


minimal 1
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Skin/Subcutis
Number Examined:
 55
 49
 50
 55
 55
 50
 50
 54


Unremarkable:
 38
 37
 43
 37
 48
 45
 42
 46


Inflammation, chronic‑active


finding not present ‑
 51
 46
 49
 49
 54
 47
 46
 48


minimal 1
  1
  0
  0
  1
  0
  0
  0
  0


slight 2
  1
  0
  0
  1
  1
  1
  1
  4


moderate 3
  2
  3
  0
  2
  0
  2
  3
  2


marked 4
  0
  0
  1
  2
  0
  0
  0
  0


Total Incidence:
  4
  3
  1
  6
  1
  3
  4
  6


Average Severity:
  2.3
  3.0
  4.0
  2.8
  2.0
  2.7
  2.8
  2.3

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spinal Cord
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 50
 42
 44
 49
 52
 45
 48
 51


Degeneration, axon, increased


finding not present ‑
 51
 42
 44
 50
 52
 45
 48
 51


minimal 1
  3
  5
  6
  5
  3
  4
  2
  3


slight 2
  1
  2
  0
  0
  0
  1
  0
  1


moderate 3
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  4
  8
  6
  5
  3
  5
  2
  4


Average Severity:
  1.3
  1.5
  1.0
  1.0
  1.0
  1.2
  1.0
  1.3


Gliosis


finding not present ‑
 55
 50
 50
 54
 55
 50
 50
 55


minimal 1
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0
  0.0


Hemorrhage


finding not present ‑
 54
 50
 50
 55
 55
 50
 50
 55


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spinal Cord
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 50
 42
 44
 49
 52
 45
 48
 51


Malacia


finding not present ‑
 54
 50
 50
 55
 55
 50
 50
 55


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 27
 34
 29
 27
 25
 16
 19
 21


Congestion


finding not present ‑
 55
 50
 50
 55
 55
 49
 50
 55


moderate 3
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0


Fibrosis, capsule


finding not present ‑
 55
 50
 49
 54
 55
 49
 50
 55


minimal 1
  0
  0
  1
  0
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  1
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  1.0
  3.0
  0.0
  2.0
  0.0
  0.0


Hematoma


finding not present ‑
 55
 50
 50
 55
 55
 50
 50
 54


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 27
 34
 29
 27
 25
 16
 19
 21


Hematopoiesis, extramedullary,


increased


finding not present ‑
 29
 37
 31
 28
 30
 23
 21
 26


minimal 1
 18
  3
  7
 10
  7
  4
  9
  6


slight 2
  4
  3
  7
 11
 10
 11
 10
 14


moderate 3
  3
  6
  4
  1
  4
  8
  5
  6


marked 4
  1
  1
  1
  5
  4
  4
  5
  3


Total Incidence:
 26
 13
 19
 27
 25
 27
 29
 29


Average Severity:
  1.5
  2.4
  1.9
  2.0
  2.2
  2.4
  2.2
  2.2


Pigment, increased


finding not present ‑
 54
 49
 50
 55
 50
 44
 48
 51


minimal 1
  0
  1
  0
  0
  2
  3
  1
  1


slight 2
  1
  0
  0
  0
  3
  3
  1
  3


Total Incidence:
  1
  1
  0
  0
  5
  6
  2
  4


Average Severity:
  2.0
  1.0
  0.0
  0.0
  1.6
  1.5
  1.5
  1.8


Thrombus


finding not present ‑
 55
 50
 49
 55
 55
 50
 50
 55


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Sternum
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Glandular
Number Examined:
 55
 49
 50
 55
 55
 50
 50
 55


Unremarkable:
 51
 48
 39
 53
 55
 49
 46
 53


Cyst, squamous cell


finding not present ‑
 55
 49
 50
 54
 55
 50
 50
 55


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0


Degeneration, muscle


finding not present ‑
 54
 49
 49
 55
 55
 50
 50
 55


slight 2
  1
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0


Erosion/ulcer


finding not present ‑
 55
 48
 47
 54
 55
 50
 50
 53


minimal 1
  0
  0
  1
  1
  0
  0
  0
  1


slight 2
  0
  1
  2
  0
  0
  0
  0
  0


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  1
  3
  1
  0
  0
  0
  2


Average Severity:
  0.0
  2.0
  1.7
  1.0
  0.0
  0.0
  0.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Glandular
Number Examined:
 55
 49
 50
 55
 55
 50
 50
 55


Unremarkable:
 51
 48
 39
 53
 55
 49
 46
 53


Hemorrhage


finding not present ‑
 55
 49
 43
 55
 55
 50
 48
 55


minimal 1
  0
  0
  4
  0
  0
  0
  1
  0


slight 2
  0
  0
  2
  0
  0
  0
  1
  0


moderate 3
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  7
  0
  0
  0
  2
  0


Average Severity:
  0.0
  0.0
  1.6
  0.0
  0.0
  0.0
  1.5
  0.0


Hyperplasia, epithelium


finding not present ‑
 54
 49
 50
 55
 55
 50
 50
 55


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 54
 49
 50
 55
 55
 49
 50
 55


slight 2
  1
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  1
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  2.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Glandular
Number Examined:
 55
 49
 50
 55
 55
 50
 50
 55


Unremarkable:
 51
 48
 39
 53
 55
 49
 46
 53


Inflammation, granulomatous


finding not present ‑
 55
 49
 50
 54
 55
 50
 50
 55


slight 2
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  0
  0
  0
  1
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0


Inflammation, vessel


finding not present ‑
 55
 49
 49
 55
 55
 50
 49
 55


minimal 1
  0
  0
  1
  0
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0
  2.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach,


Nonglandular
Number Examined:
 55
 49
 50
 55
 55
 50
 50
 55


Unremarkable:
 49
 46
 48
 53
 52
 47
 47
 52


Cyst


finding not present ‑
 55
 49
 50
 55
 55
 50
 48
 55


slight 2
  0
  0
  0
  0
  0
  0
  2
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  2
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0


Hyperplasia, epithelium


finding not present ‑
 50
 48
 49
 54
 53
 49
 48
 55


minimal 1
  0
  0
  0
  0
  1
  0
  1
  0


slight 2
  3
  1
  1
  1
  0
  0
  1
  0


moderate 3
  2
  0
  0
  0
  1
  1
  0
  0


Total Incidence:
  5
  1
  1
  1
  2
  1
  2
  0


Average Severity:
  2.4
  2.0
  2.0
  2.0
  2.0
  3.0
  1.5
  0.0


Inflammation, chronic‑active


finding not present ‑
 49
 47
 50
 53
 53
 47
 50
 53


minimal 1
  0
  0
  0
  1
  0
  0
  0
  1


slight 2
  2
  2
  0
  0
  1
  2
  0
  1


moderate 3
  3
  0
  0
  1
  1
  1
  0
  0


marked 4
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  6
  2
  0
  2
  2
  3
  0
  2


Average Severity:
  2.8
  2.0
  0.0
  2.0
  2.5
  2.3
  0.0
  1.5

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach,


Nonglandular
Number Examined:
 55
 49
 50
 55
 55
 50
 50
 55


Unremarkable:
 49
 46
 48
 53
 52
 47
 47
 52


Ulcer/erosion


finding not present ‑
 51
 47
 49
 54
 53
 48
 50
 53


minimal 1
  1
  0
  0
  0
  0
  0
  0
  0


slight 2
  0
  2
  1
  0
  1
  1
  0
  1


moderate 3
  0
  0
  0
  1
  1
  1
  0
  1


marked 4
  3
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  4
  2
  1
  1
  2
  2
  0
  2


Average Severity:
  3.3
  2.0
  2.0
  3.0
  2.5
  2.5
  0.0
  2.5


Sublingual


Salivary Gland
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0


Hyperplasia


finding not present ‑
  0
  0
  0
  0
  0
  0
  0
  0


minimal 1
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0
  0.0
  0.0


Tail
Number Examined:
  0
  1
  0
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Testis
Number Examined:
 55
 50
 50
 55
  0
  0
  0
  0


Unremarkable:
 42
 43
 45
 50
  0
  0
  0
  0


Atrophy/degeneration


finding not present ‑
 46
 45
 48
 52
  0
  0
  0
  0


minimal 1
  0
  0
  0
  1
  0
  0
  0
  0


slight 2
  2
  0
  0
  0
  0
  0
  0
  0


moderate 3
  5
  4
  2
  1
  0
  0
  0
  0


marked 4
  2
  1
  0
  1
  0
  0
  0
  0


Total Incidence:
  9
  5
  2
  3
  0
  0
  0
  0


Average Severity:
  3.0
  3.2
  3.0
  2.7
  0.0
  0.0
  0.0
  0.0


Edema


finding not present ‑
 54
 50
 49
 54
  0
  0
  0
  0


slight 2
  1
  0
  1
  0
  0
  0
  0
  0


moderate 3
  0
  0
  0
  1
  0
  0
  0
  0


Total Incidence:
  1
  0
  1
  1
  0
  0
  0
  0


Average Severity:
  2.0
  0.0
  2.0
  3.0
  0.0
  0.0
  0.0
  0.0


Granuloma, sperm


finding not present ‑
 53
 50
 50
 55
  0
  0
  0
  0


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


moderate 3
  1
  0
  0
  0
  0
  0
  0
  0


Total Incidence:
  2
  0
  0
  0
  0
  0
  0
  0


Average Severity:
  2.5
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thoracic Cavity
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus
Number Examined:
 54
 49
 49
 54
 55
 46
 50
 53


Unremarkable:
 41
 35
 36
 42
 35
 31
 34
 35


Cyst, increased


finding not present ‑
 54
 49
 49
 54
 53
 46
 48
 49


minimal 1
  0
  0
  0
  0
  0
  0
  2
  2


moderate 3
  0
  0
  0
  0
  2
  0
  0
  1


marked 4
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  2
  0
  2
  4


Average Severity:
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  1.0
  2.3


Hematopoiesis, extramedullary


finding not present ‑
 54
 49
 49
 54
 55
 46
 49
 53


slight 2
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0


Hemorrhage


finding not present ‑
 51
 46
 46
 54
 52
 45
 49
 48


minimal 1
  0
  1
  1
  0
  1
  0
  0
  0


slight 2
  3
  1
  2
  0
  1
  1
  1
  4


moderate 3
  0
  1
  0
  0
  1
  0
  0
  1


Total Incidence:
  3
  3
  3
  0
  3
  1
  1
  5


Average Severity:
  2.0
  2.0
  1.7
  0.0
  2.0
  2.0
  2.0
  2.2

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus
Number Examined:
 54
 49
 49
 54
 55
 46
 50
 53


Unremarkable:
 41
 35
 36
 42
 35
 31
 34
 35


Hyperplasia, epithelium


finding not present ‑
 48
 42
 45
 49
 46
 39
 44
 43


minimal 1
  2
  2
  1
  2
  1
  2
  2
  4


slight 2
  3
  5
  3
  3
  7
  3
  3
  3


moderate 3
  1
  0
  0
  0
  1
  2
  1
  3


Total Incidence:
  6
  7
  4
  5
  9
  7
  6
 10


Average Severity:
  1.8
  1.7
  1.8
  1.6
  2.0
  2.0
  1.8
  1.9


Hyperplasia, lymphocyte


finding not present ‑
 51
 44
 42
 49
 46
 40
 45
 48


minimal 1
  1
  1
  3
  1
  0
  1
  0
  1


slight 2
  1
  3
  1
  4
  4
  1
  2
  1


moderate 3
  1
  1
  3
  0
  3
  3
  1
  2


marked 4
  0
  0
  0
  0
  2
  1
  2
  1


Total Incidence:
  3
  5
  7
  5
  9
  6
  5
  5


Average Severity:
  2.0
  2.0
  2.0
  1.8
  2.8
  2.7
  3.0
  2.6


Inflammation, chronic‑active


finding not present ‑
 54
 49
 49
 54
 54
 46
 49
 53


slight 2
  0
  0
  0
  0
  1
  0
  1
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  1
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  2.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus
Number Examined:
 54
 49
 49
 54
 55
 46
 50
 53


Unremarkable:
 41
 35
 36
 42
 35
 31
 34
 35


Necrosis, lymphocytes


finding not present ‑
 54
 48
 49
 54
 54
 45
 48
 52


minimal 1
  0
  0
  0
  0
  0
  1
  2
  0


slight 2
  0
  1
  0
  0
  0
  0
  0
  1


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  1
  0
  0
  1
  1
  2
  1


Average Severity:
  0.0
  2.0
  0.0
  0.0
  3.0
  1.0
  1.0
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  6
  4
  1
  3
  5
  9
  2
  8


Cyst, follicle


finding not present ‑
 47
 42
 46
 53
 47
 43
 46
 50


minimal 1
  3
  1
  1
  1
  3
  6
  2
  1


slight 2
  4
  7
  2
  1
  5
  0
  2
  4


moderate 3
  1
  0
  1
  0
  0
  1
  0
  0


Total Incidence:
  8
  8
  4
  2
  8
  7
  4
  5


Average Severity:
  1.8
  1.9
  2.0
  1.5
  1.6
  1.3
  1.5
  1.8


Hyperplasia, diffuse, C‑cell


finding not present ‑
  8
  6
  4
  3
  9
 13
  3
 10


minimal 1
 12
 10
 10
 14
 18
 22
 17
 18


slight 2
 32
 32
 32
 32
 25
 14
 27
 23


moderate 3
  3
  2
  4
  6
  3
  1
  2
  4


marked 4
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
 47
 44
 46
 52
 46
 37
 47
 45


Average Severity:
  1.8
  1.8
  1.9
  1.8
  1.7
  1.4
  1.7
  1.7

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  6
  4
  1
  3
  5
  9
  2
  8


Hyperplasia, focal,  C‑cell


finding not present ‑
 50
 46
 45
 50
 53
 46
 45
 51


minimal 1
  0
  0
  4
  0
  1
  0
  1
  1


slight 2
  3
  2
  0
  2
  0
  2
  2
  2


moderate 3
  2
  2
  0
  3
  1
  2
  2
  1


marked 4
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  5
  4
  5
  5
  2
  4
  5
  4


Average Severity:
  2.4
  2.5
  1.6
  2.6
  2.0
  2.5
  2.2
  2.0


Hyperplasia, follicular cell


finding not present ‑
 43
 36
 39
 48
 53
 45
 47
 53


minimal 1
  4
  5
  0
  1
  1
  3
  1
  0


slight 2
  4
  8
  7
  4
  1
  1
  1
  1


moderate 3
  4
  0
  4
  2
  0
  1
  1
  1


marked 4
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
 12
 14
 11
  7
  2
  5
  3
  2


Average Severity:
  2.0
  1.8
  2.4
  2.1
  1.5
  1.6
  2.0
  2.5

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
  6
  4
  1
  3
  5
  9
  2
  8


Infiltrate, mononuclear cell


finding not present ‑
 55
 50
 49
 54
 55
 49
 50
 55


minimal 1
  0
  0
  0
  1
  0
  1
  0
  0


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  1
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  1.0
  0.0
  1.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 55
 50
 50
 55
 55
 49
 50
 55


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tongue
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 50
 48
 55
 55
 50
 49
 54


Erosion/ulcer


finding not present ‑
 55
 50
 49
 55
 55
 50
 50
 55


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0


Infiltrate, mononuclear cell


finding not present ‑
 55
 50
 49
 55
 55
 50
 50
 54


minimal 1
  0
  0
  1
  0
  0
  0
  0
  0


slight 2
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  1


Average Severity:
  0.0
  0.0
  1.0
  0.0
  0.0
  0.0
  0.0
  2.0


Inflammation, chronic‑active


finding not present ‑
 55
 50
 49
 55
 55
 50
 49
 55


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


moderate 3
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  1
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  3.0
  0.0


Tooth, Other
Number Examined:
  0
  0
  1
  0
  0
  0
  0
  0


Unremarkable:
  0
  0
  0
  0
  0
  0
  0
  0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Trachea
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 55


Unremarkable:
 55
 50
 49
 55
 54
 49
 50
 55


Hemorrhage


finding not present ‑
 55
 50
 49
 55
 55
 50
 50
 55


slight 2
  0
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0
  0.0
  0.0


Hyperplasia, epithelium


finding not present ‑
 55
 50
 50
 55
 54
 50
 50
 55


slight 2
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0


Inflammation, acute


finding not present ‑
 55
 50
 49
 55
 54
 50
 50
 55


slight 2
  0
  0
  1
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  1
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  2.0
  0.0
  2.0
  0.0
  0.0
  0.0


Inflammation, chronic‑active


finding not present ‑
 55
 50
 50
 55
 55
 49
 50
 55


slight 2
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ureter
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 54


Unremarkable:
 53
 49
 49
 54
 54
 49
 48
 54


Dilatation


finding not present ‑
 55
 50
 50
 55
 54
 50
 50
 54


slight 2
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  1
  0
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  0.0
  0.0
  0.0


Erosion/ulcer


finding not present ‑
 55
 50
 50
 55
 55
 49
 50
 54


marked 4
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  4.0
  0.0
  0.0


Hyperplasia, transitional cell


finding not present ‑
 53
 49
 50
 54
 55
 49
 48
 54


minimal 1
  1
  0
  0
  0
  0
  0
  0
  0


slight 2
  1
  0
  0
  1
  0
  0
  1
  0


moderate 3
  0
  1
  0
  0
  0
  1
  0
  0


marked 4
  0
  0
  0
  0
  0
  0
  1
  0


Total Incidence:
  2
  1
  0
  1
  0
  1
  2
  0


Average Severity:
  1.5
  3.0
  0.0
  2.0
  0.0
  3.0
  3.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ureter
Number Examined:
 55
 50
 50
 55
 55
 50
 50
 54


Unremarkable:
 53
 49
 49
 54
 54
 49
 48
 54


Inflammation


finding not present ‑
 53
 49
 49
 54
 54
 49
 48
 54


minimal 1
  1
  0
  0
  0
  0
  0
  1
  0


slight 2
  1
  0
  0
  1
  1
  0
  1
  0


moderate 3
  0
  1
  1
  0
  0
  0
  0
  0


marked 4
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  2
  1
  1
  1
  1
  1
  2
  0


Average Severity:
  1.5
  3.0
  3.0
  2.0
  2.0
  4.0
  1.5
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Urinary Bladder
Number Examined:
 55
 50
 50
 55
 55
 49
 50
 54


Unremarkable:
 53
 48
 49
 54
 54
 48
 47
 54


Hemorrhage


finding not present ‑
 54
 50
 49
 55
 55
 49
 50
 54


moderate 3
  1
  0
  1
  0
  0
  0
  0
  0


Total Incidence:
  1
  0
  1
  0
  0
  0
  0
  0


Average Severity:
  3.0
  0.0
  3.0
  0.0
  0.0
  0.0
  0.0
  0.0


Hyperplasia, transitional cell


finding not present ‑
 54
 49
 50
 54
 55
 48
 48
 54


slight 2
  1
  0
  0
  0
  0
  0
  0
  0


moderate 3
  0
  1
  0
  0
  0
  1
  0
  0


marked 4
  0
  0
  0
  1
  0
  0
  2
  0


Total Incidence:
  1
  1
  0
  1
  0
  1
  2
  0


Average Severity:
  2.0
  3.0
  0.0
  4.0
  0.0
  3.0
  4.0
  0.0


Inflammation


finding not present ‑
 53
 48
 49
 54
 55
 48
 48
 54


slight 2
  2
  1
  0
  0
  0
  1
  1
  0


moderate 3
  0
  0
  1
  1
  0
  0
  1
  0


marked 4
  0
  1
  0
  0
  0
  0
  0
  0


Total Incidence:
  2
  2
  1
  1
  0
  1
  2
  0


Average Severity:
  2.0
  3.0
  3.0
  3.0
  0.0
  2.0
  2.5
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Uterus
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 36
 36
 35
 42


Cyst


finding not present ‑
  0
  0
  0
  0
 53
 44
 45
 51


slight 2
  0
  0
  0
  0
  1
  2
  1
  2


moderate 3
  0
  0
  0
  0
  1
  2
  4
  2


marked 4
  0
  0
  0
  0
  0
  2
  0
  0


Total Incidence:
  0
  0
  0
  0
  2
  6
  5
  4


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.5
  3.0
  2.8
  2.5


Dilatation


finding not present ‑
  0
  0
  0
  0
 52
 49
 44
 54


slight 2
  0
  0
  0
  0
  1
  0
  2
  1


moderate 3
  0
  0
  0
  0
  2
  0
  3
  0


marked 4
  0
  0
  0
  0
  0
  1
  1
  0


Total Incidence:
  0
  0
  0
  0
  3
  1
  6
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.7
  4.0
  2.8
  2.0


Hemorrhage


finding not present ‑
  0
  0
  0
  0
 55
 49
 50
 55


moderate 3
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Uterus
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 36
 36
 35
 42


Hyperplasia, cystic endometrial


finding not present ‑
  0
  0
  0
  0
 50
 49
 49
 53


minimal 1
  0
  0
  0
  0
  2
  0
  1
  0


slight 2
  0
  0
  0
  0
  2
  1
  0
  2


moderate 3
  0
  0
  0
  0
  1
  0
  0
  0


Total Incidence:
  0
  0
  0
  0
  5
  1
  1
  2


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.8
  2.0
  1.0
  2.0


Hyperplasia, endometrium


finding not present ‑
  0
  0
  0
  0
 55
 49
 49
 54


minimal 1
  0
  0
  0
  0
  0
  0
  0
  1


slight 2
  0
  0
  0
  0
  0
  1
  1
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  1
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  2.0
  1.0


Inflammation, chronic‑active


finding not present ‑
  0
  0
  0
  0
 55
 48
 46
 54


minimal 1
  0
  0
  0
  0
  0
  1
  0
  0


slight 2
  0
  0
  0
  0
  0
  0
  1
  1


moderate 3
  0
  0
  0
  0
  0
  1
  3
  0


Total Incidence:
  0
  0
  0
  0
  0
  2
  4
  1


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  2.0
  2.8
  2.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Uterus
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 36
 36
 35
 42


Intussusception


finding not present ‑
  0
  0
  0
  0
 55
 49
 50
 55


moderate 3
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0


Lumen, debris, cellular


finding not present ‑
  0
  0
  0
  0
 55
 49
 50
 55


moderate 3
  0
  0
  0
  0
  0
  1
  0
  0


Total Incidence:
  0
  0
  0
  0
  0
  1
  0
  0


Average Severity:
  0.0
  0.0
  0.0
  0.0
  0.0
  3.0
  0.0
  0.0

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Summary of Severity for Selected Microscopic Observations


All Animals


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tissue/
Group/Subgroup/Sex:
1/1/M
2/1/M
3/1/M
4/1/M
1/1/F
2/1/F
3/1/F
4/1/F


Observation
Number of Animals:
 55
 50
 50
 55
 55
 50
 50
 55

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Vagina
Number Examined:
  0
  0
  0
  0
 55
 50
 50
 55


Unremarkable:
  0
  0
  0
  0
 33
 26
 30
 31


Exudate, lumen


finding not present ‑
  0
  0
  0
  0
 51
 45
 49
 51


minimal 1
  0
  0
  0
  0
  3
  3
  1
  2


slight 2
  0
  0
  0
  0
  1
  2
  0
  1


moderate 3
  0
  0
  0
  0
  0
  0
  0
  1


Total Incidence:
  0
  0
  0
  0
  4
  5
  1
  4


Average Severity:
  0.0
  0.0
  0.0
  0.0
  1.3
  1.4
  1.0
  1.8


Mucification, epithelium


finding not present ‑
  0
  0
  0
  0
 38
 29
 32
 34


minimal 1
  0
  0
  0
  0
  4
  3
  3
  3


slight 2
  0
  0
  0
  0
  9
 11
  8
 10


moderate 3
  0
  0
  0
  0
  4
  6
  6
  7


marked 4
  0
  0
  0
  0
  0
  1
  1
  1


Total Incidence:
  0
  0
  0
  0
 17
 21
 18
 21


Average Severity:
  0.0
  0.0
  0.0
  0.0
  2.0
  2.2
  2.3
  2.3

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
6. Individual Animal Data Tables

Table 6.1: Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31640
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 471

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Hypertrophy; slight


/The finding is on slide 3.


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31640
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 471

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31641
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 23 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/665
TBW(g): 496

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Pituitary: Mass; entire; single; dark red; firm;
Brain: Compression, ventral; slight


cut surface‑not required; collected/9 x 9 x 6 mm


Death Comment: Neoplasia, pituitary; Present


Eye: Atrophy, retina; slight


Kidney: Nephropathy, chronic progressive; moderate


Liver: Focus, cellular alteration, basophilic;


minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; slight


Spinal Cord: Degeneration, axon, increased; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; slight


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31641
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 23 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/665
TBW(g): 496

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Seminal Vesicle; Skin/Subcutis; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31642
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 15 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 86/596
TBW(g): 591

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Bone, Other: Large; tarsal, right; present;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected/30 x 15 x 15 mm, (left is 25 x 10 x 5 
minimal


mm)

Foot/Footpad: Sore; hind, right; single, up to 10
Bone, Other: TISSUE COMMENT: The bone other is the


mm2; dark red; collected
right tarsal joint, tarsal bones and metatarsal.  


No bone or joint lesions are present.  


Inflammation is in the adjacent soft tissue.


Death Comment: Inflammation; Present


Foot/Footpad: Inflammation/hyperplasia; marked


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Infiltrate, mononuclear cell; minimal


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: Atrophy, acinar; slight


Pancreas: Hyperplasia, islet cell; moderate


Pancreas: Infiltrate, mononuclear cell; slight


Pituitary: Hyperplasia; slight


Prostate: Inflammation, chronic‑active; minimal


Spleen: Hematopoiesis, extramedullary, increased;


slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31642
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 15 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 86/596
TBW(g): 591

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Bone, Other; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31643
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 736

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Mass; naris, left; single; tan;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


wart‑like; cut surface‑not required; collected/3 
minimal


x 3 x 3 mm

Testis: Discolored; left; entire; dark red;
Death Comment: Scheduled sacrifice; Present


collected

Testis: Large; left; present; collected/left is 40
Heart: Cardiomyopathy, degenerative; slight


x 20 x 20 mm (right is 25 x 10 x 10 mm)


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Pancreas: Hyperplasia, islet cell; moderate


Pituitary: Cyst, craniopharyngeal; slight


Prostate: Inflammation, chronic‑active; minimal


Skin/Subcutis: B‑Papilloma, squamous cell;


incidental; number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Testis: B‑Interstitial cell tumor; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31643
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 736

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31644
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 07 Aug 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 24/162
TBW(g): 461

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Bone, Other: TISSUE COMMENT: both hind limbs
Death Comment: Undetermined; Present


collected per clinical signs

Stomach: Ulceration; mucosa, glandular; single,


linear, up to 10 mm in length; red; collected

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31645
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 545

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Sore; hind, left; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; dark red; collected
minimal

Lung: Discolored; lobes, all; multiple, up to 1
Adrenal, Cortex: Hypertrophy; slight


mm2; white; collected

ANIMAL COMMENT: entire left hind leg collected
Brain: Compression, ventral; minimal


Death Comment: Scheduled sacrifice; Present


Foot/Footpad: Inflammation/hyperplasia; marked


Foot/Footpad: Ulcer; marked


GALT/Peyer's Patch: MISSING


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; moderate


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; slight


Lymph Node, Inguinal: Hyperplasia, lymphocytes;


slight


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: Cyst, craniopharyngeal; moderate


Prostate: Inflammation, chronic‑active; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31645
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 545

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Ileum; 

   Jejunum; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/

   Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; 

   Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31646
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 577

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Scab; hind, right; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; dark red; collected
slight

Liver: Discolored; lobes, multiple; multiple, up to
Death Comment: Scheduled sacrifice; Present


2 mm2; dark red; collected

Testis: Small; left; present; collected/20 x 15 x
Foot/Footpad: Inflammation/hyperplasia; moderate


5mm (right is 30 x 20 x 10mm)

Thyroid: Cyst; left; single, up to 5 mm3; red;
Foot/Footpad: Ulcer; slight


contains fluid; collected


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Kidney: Pyelonephritis; minimal


Liver: Infiltrate, mononuclear cell; slight


Testis: Atrophy/degeneration; moderate; unilateral


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; slight


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31646
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 577

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; 

   Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31647
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 671

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Hyperplasia; slight


Adrenal, Cortex: Hypertrophy; slight


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; slight


Lung: Inflammation, mixed cell; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31647
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 671

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31648
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 28 Jun 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 70/487
TBW(g): 706

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lung: Discolored; lobes, all; entire; tan; collected
Body, Whole/Cavity: M‑Hemangiosarcoma; fatal

Mammary Gland, Male: Mass; axilla, left; single;
Body, Whole/Cavity: M‑Lymphosarcoma; incidental


dark red; soft; cut surface‑fluid, red; 


collected/100 x 80 x 40 mm, representative sample 


collected

Spleen: Large; entire; present; collected/70 x 15 x
Death Comment: Neoplasm, vascular; Present


8 mm, representative sample collected


Harderian Gland: Hyperplasia; moderate


Liver: Hematopoiesis, extramedullary; slight


Lung: Granuloma; minimal


Lymph Node, Inguinal: BOTH MISSING


Marrow, Sternum: Hyperplasia, myeloid; minimal


Pituitary: MISSING


Skin/Subcutis: C‑Vascular neoplasm, see body, whole


for type; present


/The lesion correlating to the gross finding of 


mammary mass is a skin hemangiosarcoma on slides 


14A and 14B.


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thymus: C‑Hematopoietic neoplasm, see body, whole


for type; present

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31648
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 28 Jun 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 70/487
TBW(g): 706

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Preputial 

   Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach; Testis; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Heart; Ileum; Jejunum; Kidney; Lymph Node, Mesenteric; Mammary Gland; Mammary 

   Gland, Male; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Pancreas; Parathyroid; Prostate; Seminal Vesicle; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31649
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 744

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Scab; hind, right; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; red; collected
slight

Lacrimal Gland: Discolored; bilateral; multiple, up
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


to 2 mm2; white; collected

Liver: Discolored; lobe, right median; single, up
Colon: Parasite, nematode; Present


to 10 mm2; dark red; collected

Lung: Discolored; lobe, left; multiple, up to 2
Death Comment: Scheduled sacrifice; Present


mm2; white; collected

Lymph Node, Mesenteric: Discolored; entire; entire;
Eye: Atrophy, retina; moderate


dark red; collected

Lymph Node, Mesenteric: Large; few; present;
Eye: Rosette, retina; minimal


collected

Nerve, Optic: Small; left; less than 1 mm in
Foot/Footpad: Inflammation/hyperplasia; slight


diameter; collected/right is 1mm in diameter

Stomach: Discolored; mucosa, glandular; single, up
Heart: Cardiomyopathy, degenerative; minimal


to 5 mm2; dark red; collected


Kidney: Hyperplasia, transitional cell; slight


Kidney: Mineralization, pelvis; slight


Kidney: Nephropathy, chronic progressive; slight


Kidney: Pyelonephritis; slight


Liver: Angiectasis; slight


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Pancreas: Atrophy, acinar; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31649
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 744

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: Hyperplasia; marked


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, focal,  C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lymph Node, Inguinal; 

   Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Preputial Gland; 

   Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Testis; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Duodenum; Epididymis; Esophagus; GALT/Peyer's Patch; Harderian 

   Gland; Ileum; Jejunum; Lacrimal Gland; Lung; Lymph Node, Inguinal; Mammary Gland; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31650
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 12 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/624
TBW(g): 538

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Sore; hind, bilateral; single, up to
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


10 mm2; dark red; collected
minimal

Foot/Footpad: Swollen; hind, right; present;
Death Comment: Inflammation; Present


collected/20 x 15 x 8 mm (left is 20 x 8 x 4 mm)

Skin/Subcutis: Scab; shoulder, right; single, up to
Foot/Footpad: Inflammation/hyperplasia; marked


5 mm2; dark red; granular; collected


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Harderian Gland: Inflammation, granulomatous;


minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Kidney: Pyelonephritis; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Liver: Necrosis, hepatocyte; minimal


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Inflammation, chronic; minimal


Prostate: Inflammation, chronic‑active; slight


Skin/Subcutis: Erosion/ulcer; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31650
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 12 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/624
TBW(g): 538

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Skin/Subcutis: Inflammation, chronic‑active;


moderate


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Ureter: Hyperplasia, transitional cell; minimal;


unilateral


Ureter: Inflammation; minimal; unilateral

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Parathyroid; Pituitary; Seminal Vesicle; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31651
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 12 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/624
TBW(g): 570

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Brain: Compression, ventral; slight


mm3; white; collected

Pituitary: Mass; entire; single; dark red; soft;
Death Comment: Neoplasia, pituitary; Present


cut surface‑not required; collected/10 x 7 x 5 mm

Testis: Large; right; present; collected/30 x 20 x
Heart: Cardiomyopathy, degenerative; minimal


10 mm (left is 20 x 15 x 5 mm)


Kidney: Dilatation, pelvis; slight


Kidney: Hyperplasia, transitional cell; slight


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Kidney: Pyelonephritis; slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Infiltrate, mononuclear cell; minimal


Liver: Necrosis, hepatocyte; minimal


Lymph Node, Inguinal: BOTH MISSING


Pancreas: Atrophy, acinar; slight


Pancreas: Hyperplasia, islet cell; slight


Parathyroid: MISSING


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; slight


Testis: Edema; slight; unilateral

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31651
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 12 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/624
TBW(g): 570

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31652
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 499

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Mass; head, right; single; dark red;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


wart‑like; cut surface‑not required; collected/10 
slight


x 5 x 5 mm


Adrenal, Cortex: Hyperplasia; marked


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Infiltrate, mononuclear cell; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Skin/Subcutis: M‑Carcinoma; incidental; number of


occurrences:1


Thymus: Hyperplasia, epithelium; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31652
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 499

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Pancreas; Parathyroid; Pituitary; Prostate; Seminal Vesicle; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31653
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 589

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thymus: Not identified; entire; possible remnants
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; slight


Pituitary: Hyperplasia; slight


Prostate: Hyperplasia; slight


Thymus: MISSING


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31653
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 589

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Liver; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31654
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 646

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobes, all; multiple, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; dark red; collected
minimal


Adrenal, Cortex: Hyperplasia; slight


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; moderate


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Angiectasis; slight


Liver: Degeneration, cystic; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Focus, cellular alteration, eosinophilic;


moderate


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Prostate: Inflammation, chronic‑active; minimal


Stomach, Nonglandular: Hyperplasia, epithelium;


slight


Stomach, Nonglandular: Inflammation,


chronic‑active; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31654
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 646

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Pituitary; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31655
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 552

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Foot/Footpad: Scaly skin; hind, bilateral;
Brain: Compression, ventral; slight


multiple, up to 2 mm2; tan; collected

Pituitary: Mass; entire; single; dark red, tan;
Death Comment: Scheduled sacrifice; Present


soft; cut surface‑not required; collected/10 x 7 


x 6 mm

Skin/Subcutis: Alopecia; abdomen, mid; single, over
Foot/Footpad: Inflammation/hyperplasia; slight


10 mm2; collected

Stomach: Discolored; mucosa, glandular; few,
Harderian Gland: Infiltrate, mononuclear cell;


pinpoint; dark red; collected
minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; slight


Kidney: Nephropathy, chronic progressive; minimal


Kidney: Pyelonephritis; slight


Liver: Angiectasis; slight


Mammary Gland: TISSUE COMMENT: Mammary gland is on


slide 19.


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31655
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 552

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Skin/Subcutis: Inflammation, chronic‑active; minimal


/This  finding is on slide 21 in skin adjacent to 


a turbinate section.


Stomach, Nonglandular: Hyperplasia, epithelium;


slight


Stomach, Nonglandular: Inflammation,


chronic‑active; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; Sternum; 

   Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Parathyroid; Seminal Vesicle; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31656
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 862

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Mass; limb, left hind; single; tan;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


wart‑like; cut surface‑not required; collected/7 
minimal


x 7 x 7 mm


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Hyperplasia; slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; moderate


Liver: Degeneration, cystic; slight


Liver: Focus, cellular alteration, basophilic;


slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Atrophy, acinar; slight


Pancreas: Hyperplasia, islet cell; marked


Skin/Subcutis: B‑Hibernoma; incidental; number of


occurrences:1


/The finding is on slide 19.


Skin/Subcutis: B‑Keratoacanthoma; incidental;


number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31656
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 862

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Pituitary; Prostate; Seminal Vesicle; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31657
Group/Subgroup: 1/1
Sex: M
Fate Status: Found Dead

Date of Fate: 19 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 104/723
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Epididymis: Small; bilateral; present; collected/50
Brain: Compression, ventral; moderate


x 5  x 5 mm

Pituitary: Mass; entire; single; dark red, tan;
Death Comment: Neoplasia, pituitary; Present


soft/lobulated; cut surface‑not required; 


collected/12 x 8 x 6 mm

Seminal Vesicle: Small; bilateral; present;
Epididymis: Hypospermia; moderate


collected/10 x 5 x 2 mm

Skin/Subcutis: Mass; cervical, dorsal; single; dark
Harderian Gland: Infiltrate, mononuclear cell;


red, tan; soft/lobulated; cut surface‑fluid, red; 
minimal


collected/75 x 65 x 20 mm, portion collected

Testis: Small; bilateral; present; collected/22 x
Heart: Cardiomyopathy, degenerative; moderate


10 x 5 mm

Testis: Soft; bilateral; collected
Jejunum: AUTOLYTIC, NOT READABLE


Kidney: Nephropathy, chronic progressive; slight


Liver: Vacuolation, increased, hepatocyte; marked


Lung: Hyperplasia, epithelium, alveolus; slight


Lung: Inflammation, mixed cell; slight


Lymph Node, Inguinal: BOTH MISSING


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; slight


Marrow, Sternum: Hyperplasia, myeloid; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31657
Group/Subgroup: 1/1
Sex: M
Fate Status: Found Dead

Date of Fate: 19 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 104/723
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Depletion, zymogen; slight


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; moderate


Seminal Vesicle: Decreased secretion; moderate


Skin/Subcutis: B‑Basal cell tumor; incidental;


number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Testis: Atrophy/degeneration; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian Gland; 

   Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Preputial Gland; Prostate; Rectum; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31657
Group/Subgroup: 1/1
Sex: M
Fate Status: Found Dead

Date of Fate: 19 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 104/723
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Ileum; Mammary Gland; Mandibular Salivary Gland; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; 

   Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31658
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 15 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 86/596
TBW(g): 513

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Pituitary: Mass; entire; single; dark red, tan;
Brain: Compression, ventral; slight


soft; cut surface‑not required; collected/10 x 5 


x 5mm


Death Comment: Neoplasia, pituitary; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; slight


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: M‑Carcinoma; incidental; number of


occurrences:1


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31658
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 15 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 86/596
TBW(g): 513

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31659
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 650

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Epididymis: Large; caudal end, right; present;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected/20 x 15 x 5 mm (left is 10 x 5 x 5mm)
minimal


Death Comment: Scheduled sacrifice; Present


Epididymis: Granuloma, sperm; moderate


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Mineralization, pelvis; slight


Kidney: Nephropathy, chronic progressive; slight


Kidney: Pyelonephritis; slight


Liver: Focus, cellular alteration, basophilic;


slight


Lung: Granuloma; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Pancreas: Alteration, basophilic; slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Pituitary: Hyperplasia; slight


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; moderate


Thyroid: Hyperplasia, follicular cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31659
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 650

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31660
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 632

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Sore; lumbar, dorsal; single, up to
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


5 mm2; red; collected
slight


Adrenal, Cortex: Hypertrophy; slight


Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Cyst; minimal


Kidney: Nephropathy, chronic progressive; minimal


Kidney: Pyelonephritis; minimal


Liver: B‑Adenoma, hepatocellular; incidental;


number of occurrences:1


Liver: Degeneration, cystic; moderate


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


moderate


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Parathyroid: Hyperplasia; slight


Pituitary: Hyperplasia; moderate
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Animal Number: B31660
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 632

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Prostate: Inflammation, chronic‑active; minimal


Skin/Subcutis: B‑Keratoacanthoma; incidental;


number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder
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Animal Number: B31660
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 632

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Seminal Vesicle; Spinal 

   Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; 

   Urinary Bladder
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Animal Number: B31661
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 677
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Kidney: Cyst; left; single, up to 30 mm3; clear;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


contains fluid; collected
slight

Skin/Subcutis: Mass; limb, right hind; single;
Brain: Compression, ventral; minimal


multi‑colored; soft; cut surface‑same; 


collected/15 x 7 x 6 mm

Skin/Subcutis: Mass; naris, right; single;
Death Comment: Scheduled sacrifice; Present


multi‑colored; firm; cut surface‑not required; 


collected/4 x 4 x 2 mm collected


GALT/Peyer's Patch: MISSING


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hemorrhage/hematoma; moderate


Kidney: Nephropathy, chronic progressive; moderate


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Lymph Node, Inguinal: BOTH MISSING


Marrow, Sternum: Hyperplasia, myeloid; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; slight
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Animal Number: B31661
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Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 677
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Macroscopic Observation(s)
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: B‑Keratoacanthoma; incidental;


number of occurrences:1


Skin/Subcutis: B‑Papilloma, squamous cell;


incidental; number of occurrences:1


Thymus: Hyperplasia, epithelium; slight


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; slight


Thyroid: Hyperplasia, follicular cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder
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Animal Number: B31661
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 677

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Ileum; 

   Jejunum; Lung; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Parathyroid; Prostate; Seminal Vesicle; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder
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Animal Number: B31662
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 807
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Skin/Subcutis: Mass; lumbar, dorsal; single; dark
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


red; firm; cut surface‑not required; collected/5 


x 5 x 5 mm overlying skin has sore, dark red, 5 x 


5mm

Stomach: Raised area; mucosa, nonglandular; single,
Death Comment: Scheduled sacrifice; Present


up to 10 mm3; white; collected/extends into 


glandular portion

Thymus: Not identified; entire; possible remnants
Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; marked


Liver: Degeneration, cystic; minimal


Liver: Focus, cellular alteration, eosinophilic;


minimal


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Marrow, Sternum: Hyperplasia, myeloid; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Parathyroid: Hyperplasia; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: Inflammation, chronic‑active;


moderate
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Animal Number: B31662
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 807
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Spleen: Hematopoiesis, extramedullary, increased;


minimal


Stomach, Nonglandular: Hyperplasia, epithelium;


moderate


Stomach, Nonglandular: Inflammation,


chronic‑active; moderate


Stomach, Nonglandular: Ulcer/erosion; minimal


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: Hyperplasia, diffuse, C‑cell; slight
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The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; 

   Mandibular Salivary Gland; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Prostate; Seminal 

   Vesicle; Spinal Cord; Sternum; Stomach, Glandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary 

   Bladder
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31663
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 620

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Brain: Compression, ventral; minimal


Death Comment: Scheduled sacrifice; Present


Eye: B‑Schwannoma; incidental; number of


occurrences:1


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; moderate


Liver: Focus, cellular alteration, basophilic;


slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: Hyperplasia; moderate


Prostate: Inflammation, chronic‑active; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31663
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 620

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31664
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 602

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑same; collected/7 mm in diameter


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Hyperplasia; moderate


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; slight


Mammary Gland: Cyst/ectasia with inflammation;


slight


/The finding is on slide 19.


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; moderate


Thymus: Hyperplasia, lymphocyte; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31664
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 602

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Mandibular Salivary Gland; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal 

   Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31665
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 610

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Inguinal: Not identified; bilateral;
Adrenal, Cortex: B‑Adenoma; incidental; number of


possible remnants
occurrences:1

Preputial Gland: Not present; right
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Lymph Node, Inguinal: TISSUE COMMENT: Lymph node is


on slide 19.


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Inflammation, chronic; slight


Pituitary: Hyperplasia; slight


Preputial Gland: Inflammation, chronic‑active;


moderate


Preputial Gland: ONE OF THE PAIR IS MISSING


Prostate: Inflammation, chronic‑active; slight


Spleen: Hematopoiesis, extramedullary, increased;


slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31665
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 610

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus: TISSUE COMMENT: Thymus is on slide 8W.


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; 

   Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Testis; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31666
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 604

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Degeneration, cystic; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Lung: Granuloma; slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; moderate


Pituitary: Hyperplasia; slight


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: Hyperplasia, lymphocyte; slight


Thyroid: Hyperplasia, diffuse, C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B31666
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 604

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder
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Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31667
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 700

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Mass; shoulder, right; single; dark
Adrenal, Cortex: B‑Adenoma; incidental; number of


red; wart‑like; cut surface‑not required; 
occurrences:1


collected/7 x 5 x 3 mm


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; moderate


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Pituitary: Hyperplasia; slight


Seminal Vesicle: Hyperplasia; slight


Seminal Vesicle: Inflammation, chronic‑active;


slight


Skin/Subcutis: B‑Keratoacanthoma; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31667
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 700

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: Hyperplasia, lymphocyte; minimal


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Parathyroid; Prostate; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31668
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 11 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 85/592
TBW(g): 453

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; tan; collected
minimal

Pituitary: Mass; entire; single; red; soft; cut
Brain: Compression, ventral; slight


surface‑not required; collected/8 x 5 x 4 mm


Death Comment: Neoplasia, pituitary; Present


Epididymis: Hypospermia; slight; unilateral


Liver: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; slight


Spinal Cord: Degeneration, axon, increased; minimal


Testis: Atrophy/degeneration; moderate; unilateral


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; minimal


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1


/Carcinoma diagnosis is supported by capsule 


invasion.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31668
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 11 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 85/592
TBW(g): 453

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spleen; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31669
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 13 Aug 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 24/168
TBW(g): 410

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Bone, Other: TISSUE COMMENT: Entire left hind limb
Death Comment: Malacia, central nervous system;


collected per clinical signs
Present

Joint, Other: Large; tarsal, left; present;
Harderian Gland: Infiltrate, mononuclear cell;


collected/left hind is 35 x 12 x 8 mm (right is 
minimal


35 x 10 x 5 mm)

Lung: Discolored; lobes, multiple; few, over 10
Heart: Cardiomyopathy, degenerative; minimal


mm2; dark red; collected

Urinary Bladder: Abnormal contents; lumen; dark
Kidney: Dilatation, pelvis; minimal


red; contains fluid

Urinary Bladder: Discolored; entire; entire; red;
Lung: Hemorrhage; moderate; focal


collected

Urinary Bladder: Large; entire; collected/28 x 18 x
Lung: Hyperplasia, epithelium, alveolus; moderate


15 mm


Lung: Infiltrate, macrophages, alveolus; moderate


Lung: TISSUE COMMENT: Slide 8A depicts a lung lobe


with findings consistent with chronic hemorrhage.  


There are hemoglobin crystals, macrophages with 


intracytoplasmic erythrocytes, and alveolar 


epithelial hyperplasia.  The sections of lung on 


slide 8 do not exhibit these changes.


Pancreas: Hyperplasia, islet cell; minimal


Prostate: Inflammation, chronic‑active; minimal


Spinal Cord: Hemorrhage; slight; multifocal


Spinal Cord: Malacia; moderate; multifocal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31669
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 13 Aug 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 24/168
TBW(g): 410

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Urinary Bladder: Hemorrhage; moderate


Urinary Bladder: Inflammation; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Bone, Other; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Pancreas; Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Ileum; Jejunum; Joint, Other; Liver; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Seminal Vesicle; 

   Skin/Subcutis; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Thyroid; 

   Tongue; Trachea; Ureter

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31670
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 512

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobe, left lateral; few, up to 2
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; dark red; collected
minimal

Testis: Discolored; right; multiple, up to 5 mm2;
Death Comment: Scheduled sacrifice; Present


red, tan; collected


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Pancreas: Hyperplasia, islet cell; slight


Spleen: Hematopoiesis, extramedullary, increased;


slight


Testis: B‑Interstitial cell tumor; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31670
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 512

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Prostate; Seminal 

   Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31671
Group/Subgroup: 1/1
Sex: M
Fate Status: Accidental

Date of Fate: 26 Mar 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 57/393
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thoracic Cavity: Abnormal contents; entire; dark
Death Comment: Accidental; Present


red; contains fluid


Heart: Hemorrhage; slight; multifocal; Adipose,


pericardial


Lung: Hemorrhage; moderate; multifocal


Pancreas: Alteration, basophilic; minimal


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: Hemorrhage; slight; multifocal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31671
Group/Subgroup: 1/1
Sex: M
Fate Status: Accidental

Date of Fate: 26 Mar 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 57/393
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Kidney; Liver; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; 

   Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31672
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 434

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; clear; collected
slight

Epididymis: Small; left; present; collected/50 x 3
Brain: Compression, ventral; slight


x 3mm (right is 60 mm x 7 x 7mm)

Pituitary: Mass; entire; single; dark red; soft;
Death Comment: Scheduled sacrifice; Present


cut surface‑not required; collected/10 x 9 x 5mm

Seminal Vesicle: Small; bilateral; present;
Epididymis: Hypospermia; moderate


collected/left is 12 x 6 x 3 mm, right is 17 x 10 


x 7 mm

Skin/Subcutis: Scab; lumbar, dorsal; single, up to
Esophagus: Degeneration/regeneration, muscularis;


5 mm2; dark red; collected
minimal

Testis: Small; left; present; collected/15 x 10 x
Eye: BOTH MISSING


4mm (right is 24 x 12 x 12mm)

Testis: Soft; left; collected
Harderian Gland: BOTH MISSING

Thymus: Not identified; entire; possible remnants
Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; slight


Kidney: Pyelonephritis; slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; slight


Lung: Granuloma; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31672
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 434

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; moderate


Seminal Vesicle: Decreased secretion; slight


Seminal Vesicle: Inflammation, chronic‑active;


moderate


Skin/Subcutis: B‑Keratoacanthoma; incidental;


number of occurrences:1


Testis: Atrophy/degeneration; moderate; unilateral


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31672
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 434

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian Gland; 

   Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Preputial Gland; Prostate; Rectum; Spinal Cord; Spleen; Sternum; Stomach; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; GALT/Peyer's Patch; Ileum; Jejunum; 

   Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Parathyroid; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31673
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 11 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 85/592
TBW(g): 492

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Scab; hind, right; single, up to 10
Brain: M‑Malignant astrocytoma; fatal; number of


mm2; red; collected
occurrences:1


Death Comment: Neoplasia, nervous system; Present


Foot/Footpad: Inflammation/hyperplasia; moderate


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Focus, cellular alteration, eosinophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Inguinal: BOTH MISSING


Pancreas: Atrophy, acinar; slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: I‑Sarcoma; present


Originating Finding: Brain, Malignant astrocytoma


Prostate: Inflammation, chronic‑active; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31673
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 11 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 85/592
TBW(g): 492

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Ileum; Jejunum; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31674
Group/Subgroup: 1/1
Sex: M
Fate Status: Found Dead

Date of Fate: 01 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 101/705
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Pituitary: Mass; entire; single; dark red; firm;
Brain: Compression, ventral; slight


cut surface‑not required; collected/10 x 10 x 10 


mm

Seminal Vesicle: Small; bilateral; present;
Death Comment: Neoplasia, pituitary; Present


collected/both are 10 x 5 x 3 mm

Skin/Subcutis: Mass; axilla, left; single; tan;
Duodenum: AUTOLYTIC, NOT READABLE


soft; cut surface‑same; collected/15 x 10 x 10 mm

Stomach: Abnormal contents; mucosa, nonglandular;
Heart: Cardiomyopathy, degenerative; slight


white; firm/abnormal contents adhered to mucosa 


nonglandular region of stomach


Ileum: AUTOLYTIC, NOT READABLE


Jejunum: AUTOLYTIC, NOT READABLE


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31674
Group/Subgroup: 1/1
Sex: M
Fate Status: Found Dead

Date of Fate: 01 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 101/705
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: TISSUE COMMENT: The mass noted


grossly as skin lesion is a mammary tumor on 


slide 14A.


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; slight


Seminal Vesicle: Decreased secretion; slight


Skin/Subcutis: TISSUE COMMENT: The mass noted


grossly as skin lesion is a mammary tumor on 


slide 14A.


Stomach, Nonglandular: Hyperplasia, epithelium;


moderate


Stomach, Nonglandular: Inflammation,


chronic‑active; marked


Stomach, Nonglandular: Ulcer/erosion; marked


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31674
Group/Subgroup: 1/1
Sex: M
Fate Status: Found Dead

Date of Fate: 01 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 101/705
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Spinal Cord; Spleen; Sternum; Testis; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Epididymis; Esophagus; Eye; GALT/Peyer's 

   Patch; Harderian Gland; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Testis; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31675
Group/Subgroup: 1/1
Sex: M
Fate Status: Found Dead

Date of Fate: 22 Aug 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 78/542
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Stomach: Large; entire; present; collected/55 x 45
Death Comment: Neoplasia, alimentary; Present


x 20 mm

Stomach: Mass; serosa; single; tan; firm/lobulated;
Jejunum: AUTOLYTIC, NOT READABLE


cut surface‑same; collected/15 x 12 x 12 mm , 


mass located at pyloric junction

Testis: Soft; bilateral; collected
Liver: Fibrosis/biliary hyperplasia; minimal;


focal; periportal (portal traid)


Lung: Inflammation, mixed cell; slight; multifocal;


alveoli


Nasal Turbinate: Exudate, lumen; moderate


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: Hyperplasia; slight


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Stomach, Glandular: M‑Carcinoma; fatal; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31675
Group/Subgroup: 1/1
Sex: M
Fate Status: Found Dead

Date of Fate: 22 Aug 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 78/542
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Kidney; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nerve, Optic; Nerve, Sciatic; Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; 

   Spinal Cord; Sternum; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary 

   Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31676
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 590

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lacrimal Gland: Discolored; bilateral; multiple, up
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


to 2 mm2; tan; collected
slight


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Lacrimal Gland: Ectopic Harderian gland; slight


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Stomach, Glandular: Degeneration, muscle; slight


Thymus: Hyperplasia, epithelium; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31676
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 590

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; 

   Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Nonglandular; Testis; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31677
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 688

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Sore; hind, left; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; red; collected
slight

Liver: Discolored; lobes, multiple; multiple, up to
Adrenal, Cortex: Hypertrophy; slight


2 mm2; dark red; collected

Lymph Node, Mesenteric: Discolored; entire; entire;
Body, Whole/Cavity: B‑Hemangioma; incidental


dark red; collected
/The vascular neoplasm is on slide 11, adjacent 


to the lymph node.

Lymph Node, Other: Large; popliteal, left; present;
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


collected

Thyroid: Cyst; left; single, up to 2 mm3; clear;
Death Comment: Scheduled sacrifice; Present


contains fluid; collected


Eye: Atrophy, retina; moderate


Foot/Footpad: Inflammation/hyperplasia; slight


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; slight


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31677
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 688

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


/The neoplasm is in the adipose adjacent to the 


lymph node.


Lymph Node, Other: Dilatation, sinus; moderate


Marrow, Sternum: Hyperplasia, myeloid; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Prostate: Inflammation, chronic‑active; minimal


Spleen: C‑Vascular neoplasm, see body, whole for


type; present


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Stomach, Glandular: Inflammation, chronic‑active;


slight


Thyroid: Cyst, follicle; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; moderate


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31677
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 688

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Preputial 

   Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's Patch; 

   Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary Gland; Nasal 

   Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Seminal Vesicle; Skin/

   Subcutis; Spinal Cord; Sternum; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31678
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 764

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Foot/Footpad: Sore; hind, left; single, up to 10
Death Comment: Scheduled sacrifice; Present


mm2; red, tan; collected

Pituitary: Mass; entire; single; dark red; soft;
Epididymis: Infiltrate, mononuclear cell; minimal


cut surface‑same; collected/7 mm in diameter

Thyroid: Large; right; collected/5 x 4 x 2 mm (left
Foot/Footpad: Inflammation/hyperplasia; marked


is 5 x 2 x 1 mm)


Foot/Footpad: Ulcer; marked


Harderian Gland: Degeneration; slight


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; slight


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Marrow, Sternum: Hyperplasia, myeloid; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31678
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 764

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Seminal Vesicle: Inflammation, chronic‑active;


slight


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: Hyperplasia, epithelium; minimal


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:2


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31678
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 764

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Skin/

   Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; 

   Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31679
Group/Subgroup: 1/1
Sex: M
Fate Status: Found Dead

Date of Fate: 05 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 80/556
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Other: Large; mediastinal; present;
Death Comment: Undetermined; Present


collected

Thymus: Not identified; entire; possible
Harderian Gland: Infiltrate, mononuclear cell;


remnants/collected intact with mediastinal lymph 
minimal


nodes


Heart: Cardiomyopathy, degenerative; slight


Liver: Infiltrate, mononuclear cell; minimal


Liver: Pigment, increased; slight


Lymph Node, Inguinal: BOTH MISSING


Lymph Node, Mesenteric: Hyperplasia, lymphocytes;


minimal


Lymph Node, Other: TISSUE COMMENT: Slide 22 has


thymus only.


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: Hemorrhage; slight


Thymus: Hyperplasia, epithelium; moderate


Thymus: TISSUE COMMENT: Thymus is on slide 22.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31679
Group/Subgroup: 1/1
Sex: M
Fate Status: Found Dead

Date of Fate: 05 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 80/556
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Ileum; Jejunum; Kidney; Lung; Mammary Gland; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Pancreas; Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thyroid; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31680
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 566

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobe, right median; single, up
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


to 10 mm2; dark red; collected
slight


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thymus: Hyperplasia, epithelium; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31680
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 566

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31681
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 29 Jan 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 49/337
TBW(g): 556

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobes, all; entire; tan;
Body, Whole/Cavity: M‑Lymphosarcoma; fatal


collected

Lung: Discolored; lobes, multiple; multiple, up to
Brain: Hemorrhage; minimal; focal; cerebellum


2 mm2; red; collected

Lymph Node, Mesenteric: Discolored; entire; entire;
Death Comment: Hematopoietic neoplasm; Present


dark red; collected

Lymph Node, Other: Discolored; mandibular,
Heart: Cardiomyopathy, degenerative; slight


bilateral; entire; red; collected

Lymph Node, Other: Large; mandibular, bilateral;
Heart: Hemorrhage; slight


present; collected


Liver: C‑Hematopoietic neoplasm, see body, whole


for type; present


Liver: Necrosis/degeneration, hepatocyte,


centrilobular; slight


Lung: C‑Hematopoietic neoplasm, see body, whole for


type; present


Lung: Hemorrhage; minimal


Lymph Node, Inguinal: C‑Hematopoietic neoplasm, see


body, whole for type; present


Lymph Node, Mesenteric: C‑Hematopoietic neoplasm,


see body, whole for type; present


Lymph Node, Other: C‑Hematopoietic neoplasm, see


body, whole for type; present

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31681
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 29 Jan 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 49/337
TBW(g): 556

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Other: Erythrocytes, sinus, increased;


minimal


Marrow, Sternum: C‑Hematopoietic neoplasm, see


body, whole for type; present


Pancreas: Hyperplasia, islet cell; moderate


Spleen: C‑Hematopoietic neoplasm, see body, whole


for type; present


Thymus: C‑Hematopoietic neoplasm, see body, whole


for type; present


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lymph Node, Inguinal; 

   Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Preputial 

   Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31681
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 29 Jan 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 49/337
TBW(g): 556

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Kidney; Mammary Gland; Mandibular Salivary Gland; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; 

   Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31682
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 777

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Mass; entire; single; dark red; soft;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


cut surface‑not required; collected/5 x 5 x 3 mm
slight

Testis: Small; right; present; collected/20 x 12 x
Body, Whole/Cavity: M‑Mesothelioma; incidental


5 mm, (left is 25 x 15 x 9 mm)

Testis: Soft; right; collected
Death Comment: Scheduled sacrifice; Present


Epididymis: C‑Mesothelioma, see body, whole; present


Epididymis: Hypospermia; marked; unilateral


Heart: Cardiomyopathy, degenerative; moderate


Kidney: Nephropathy, chronic progressive; slight


Liver: Angiectasis; slight


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Focus, cellular alteration, eosinophilic;


slight


Lung: Infiltrate, macrophages, vacuolated; slight


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31682
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 777

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Testis: Atrophy/degeneration; slight; unilateral


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Harderian 

   Gland; Ileum; Jejunum; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Nasal 

   Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31683
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 14 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 99/687
TBW(g): 450

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Large; entire; collected/28 x 20 x 10 mm
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate

Brain: Soft; entire; collected
Brain: B‑Oligodendroglioma; fatal; number of


occurrences:1

Stomach: Depressed area; mucosa, nonglandular;
Death Comment: Neoplasia, nervous system; Present


single, up to 10 mm3; dark red; collected

Stomach: Thickened; mucosa, nonglandular; present;
Harderian Gland: Infiltrate, mononuclear cell;


collected
minimal

Thyroid: Large; right; collected/9 x 7 x 4 mm (left
Heart: Cardiomyopathy, degenerative; slight


is 4 x 3 x 2 mm)


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Inflammation, chronic; minimal


Prostate: Inflammation, chronic‑active; minimal


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Stomach, Nonglandular: Inflammation,


chronic‑active; moderate


Stomach, Nonglandular: Ulcer/erosion; marked

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31683
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 14 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 99/687
TBW(g): 450

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Testis: Granuloma, sperm; slight


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Parathyroid; Pituitary; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach, Glandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31684
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 25 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/729
TBW(g): 510

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; tan; collected
slight

Pituitary: Mass; entire; single; dark red;
Brain: Compression, ventral; slight


soft/lobulated; cut surface‑not required; 


collected/7 x 5 x 3 mm

Seminal Vesicle: Small; bilateral; present;
Death Comment: Neoplasia, pituitary; Present


collected/each is 10 x 5 x 2 mm

Skin/Subcutis: Scab; foot, right hind; single, up
Esophagus: Degeneration/regeneration, muscularis;


to 5 mm2; red, tan; collected
minimal

Skin/Subcutis: Scaly skin; feet, bilateral hind;
Harderian Gland: Infiltrate, mononuclear cell;


few, up to 2 mm2; yellow; collected
slight

Stomach: Raised area; mucosa, nonglandular; few, up
Heart: Cardiomyopathy, degenerative; slight


to 1 mm3; white; collected

Stomach: Ulceration; mucosa, nonglandular; single,
Kidney: Hyperplasia, transitional cell; minimal


up to 5 mm2; brown, tan; collected

Testis: Soft; bilateral; brown, tan; collected
Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Kidney: Pyelonephritis; slight


Liver: Infiltrate, mononuclear cell; slight


Liver: Vacuolation, increased, hepatocyte; moderate


Lung: Infiltrate, macrophages, vacuolated; minimal


Lung: Inflammation, mixed cell; minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31684
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 25 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/729
TBW(g): 510

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Prostate: Inflammation, chronic‑active; moderate


Seminal Vesicle: Decreased secretion; moderate


Skin/Subcutis: Inflammation, chronic‑active; slight


Spleen: Pigment, increased; slight


Stomach, Nonglandular: Hyperplasia, epithelium;


slight


Stomach, Nonglandular: Inflammation,


chronic‑active; moderate


Stomach, Nonglandular: Ulcer/erosion; marked


Testis: Atrophy/degeneration; slight


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:2


Thyroid: Hyperplasia, focal,  C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Spinal Cord; Spleen; Sternum; Thymus; Thyroid; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31684
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 25 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/729
TBW(g): 510

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Eye; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Parathyroid; Spinal Cord; Sternum; Stomach, Glandular; Thymus; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31685
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 25 Jun 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 70/484
TBW(g): 363

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Brain: Compression, ventral; slight


mm3; collected

Lymph Node, Other: Discolored; mandibular,
Death Comment: Neoplasia, pituitary; Present


bilateral; entire; red; collected

Pituitary: Mass; entire; single; tan; soft; cut
Liver: Focus, cellular alteration, basophilic;


surface‑not required; collected/10 x 6 x 5 mm
minimal


Lung: Granuloma; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Other: Erythrocytes, sinus, increased;


slight


Nerve, Optic: ONE OF THE PAIR IS MISSING


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spinal Cord: Degeneration, axon, increased; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31685
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 25 Jun 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 70/484
TBW(g): 363

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Prostate; Seminal Vesicle; Skin/Subcutis; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31686
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 597

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Mesenteric: Discolored; entire; entire;
Adrenal, Cortex: B‑Adenoma; incidental; number of


red; collected
occurrences:1

Skin/Subcutis: Mass; lumbar, right; single; tan;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


firm; cut surface‑same; collected/6 x 5 x 3 mm
minimal

Stomach: Discolored; mucosa, glandular; multiple,
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


up to 2 mm2; red; collected


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Hyperplasia; minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; slight


Pancreas: Hyperplasia, islet cell; minimal


Parathyroid: Hyperplasia; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31686
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 597

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Skin/Subcutis: B‑Fibroma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; 

   Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; Sternum; Testis; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary Gland; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Seminal Vesicle; 

   Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31687
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 755

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Scab; hind, bilateral; single, up to
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


5 mm2; red; collected
minimal

Liver: Discolored; lobe, left lateral; few, up to 5
Death Comment: Scheduled sacrifice; Present


mm2; dark red; collected

Thyroid: Large; bilateral; collected/8 x 5 x 5 mm
Eye: Atrophy, retina; minimal


Foot/Footpad: Inflammation/hyperplasia; moderate


Foot/Footpad: Ulcer; slight


Harderian Gland: Hyperplasia; moderate


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: Angiectasis; slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Infiltrate, mononuclear cell; slight


Liver: Vacuolation, increased, hepatocyte; moderate


Lung: Infiltrate, macrophages, vacuolated; minimal


Marrow, Sternum: Hyperplasia, myeloid; minimal


Pancreas: B‑Adenoma, islet cell; incidental; number


of occurrences:1


Pancreas: Hyperplasia, islet cell; minimal


Stomach, Glandular: Hyperplasia, epithelium; slight


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31687
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 755

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31688
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 709

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: B‑Adenoma, hepatocellular; incidental;


number of occurrences:1


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Inflammation, chronic; slight


Pituitary: Hyperplasia; moderate


Prostate: Inflammation, chronic‑active; moderate


Spleen: Hematopoiesis, extramedullary, increased;


minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31688
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 709

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; 

   Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31689
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 605

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Epididymis: Small; left; present; collected/45 x 4
Adrenal, Cortex: B‑Adenoma; incidental; number of


x 3 mm (right is 63 x 8 x 5 mm)
occurrences:1

Foot/Footpad: Scaly skin; hind, bilateral;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


multiple, pinpoint; tan; collected
slight

Testis: Small; left; present; collected/11 x 6 x 3
Death Comment: Scheduled sacrifice; Present


mm (right is 23 x 15 x 13 mm)

Thyroid: Cyst; right; single, up to 2 mm3; clear;
Epididymis: Hypospermia; moderate; unilateral


contains fluid; collected


Foot/Footpad: Inflammation/hyperplasia; slight


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Focus, cellular alteration, eosinophilic;


moderate


Mammary Gland: MISSING


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Inflammation, chronic; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31689
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 605

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Testis: Atrophy/degeneration; moderate; unilateral


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31690
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 670

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Discolored; hind, bilateral;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


multiple, up to 2 mm2; dark red; collected
slight

Foot/Footpad: Scab; hind, left; single, up to 5
Body, Whole/Cavity: M‑Lymphosarcoma; incidental


mm2; dark red; collected

Foot/Footpad: Scaly skin; hind, bilateral;
Cecum: Ectasia, crypt/gland; slight


multiple, up to 2 mm2; white; collected

Foot/Footpad: Swollen; hind, bilateral; present;
Cecum: Hemorrhage; slight


collected/both are 15 x 10 x 10mm

Skin/Subcutis: Alopecia; abdomen, left; single, up
Cecum: Inflammation; slight


to 10 mm2; collected

Skin/Subcutis: Alopecia; lumbar, right; single, up
Death Comment: Scheduled sacrifice; Present


to 5 mm2; collected/discolored skin collected 


intact, red, up to 5mm2

Skin/Subcutis: Discolored; tail, entire region;
Eye: Atrophy, retina; moderate


multiple, up to 2 mm2; red; collected

Skin/Subcutis: Scab; tail, proximal end; single, up
Heart: Cardiomyopathy, degenerative; moderate


to 10 mm2; red, tan; collected


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Lymph Node, Inguinal: Hyperplasia, lymphocytes;


slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31690
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 670

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Inflammation, chronic; slight


Pancreas: M‑Carcinoma, islet cell; incidental;


number of occurrences:1


Pituitary: Hyperplasia; slight


Prostate: Inflammation, chronic‑active; minimal


Skin/Subcutis: C‑Hematopoietic neoplasm, see body,


whole for type; present


/The neoplastic cells are epitheliotropic in the 


epidermis and hair follicle epithelium on slides 


14A, 14B, 14C, 22,  and 22A.


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31690
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 670

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's Patch; Harderian 

   Gland; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; 

   Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; 

   Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; 

   Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31691
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 07 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/680
TBW(g): 772

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mammary Gland, Male: Mass; axilla, left; single;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


multi‑colored; firm; cut surface‑same; 
minimal


collected/25 x 20 x 10 mm

ANIMAL COMMENT: entire left hind leg collected in
Death Comment: Neoplasia, skin; Present


relation to limited use


GALT/Peyer's Patch: MISSING


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; moderate


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Necrosis, hepatocyte; minimal


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: TISSUE COMMENT: The lesion noted


grossly as a mammary mass is a skin tumor on 


slide 14A.


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: B‑Fibroma; fatal; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: Hemorrhage; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31691
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 07 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/680
TBW(g): 772

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; 

   Prostate; Seminal Vesicle; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31692
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 21 Jun 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 69/480
TBW(g): 512

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Kidney: Large; pelvis, right; present;
Death Comment: Inflammation; Present


collected/trimming comment

Lung: Discolored; lobes, all; multiple, up to 10
Heart: Cardiomyopathy, degenerative; minimal


mm2; black; collected

Prostate: Firm; entire; present; collected
Heart: Inflammation, vessel; moderate; focal;


aortic arch

Testis: Small; bilateral; present; collected/both
Kidney: Degeneration/Regeneration, Tubule; moderate


are 16 x 9 x 4 mm

Testis: Soft; bilateral; collected
Kidney: Dilatation, pelvis; slight

Ureter: Large; entire, bilateral; up to 2 mm in
Kidney: Dilatation, tubule(s); moderate


diameter; collected/trimming comment


Kidney: Hyperplasia, transitional cell; slight


Kidney: Inflammation, chronic; slight; bilateral;


Adipose, hilar


Lung: Hemorrhage; moderate


Lung: Hyperplasia, epithelium, alveolus; moderate


Lung: Infiltrate, macrophages, alveolus; moderate


Lung: TISSUE COMMENT: The microscopic changes are


often co‑located and are indicative of heart 


failure.  Infiltrating alveolar macrophages often 


exhibit erythrophagocytosis and areas of 


hemorrhage have variable hemoglobin crystals.


Pancreas: Alteration, basophilic; slight


Pituitary: Hyperplasia; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31692
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 21 Jun 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 69/480
TBW(g): 512

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Prostate: Inflammation, chronic‑active; marked


Testis: Atrophy/degeneration; marked; bilateral


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; slight


Ureter: Hyperplasia, transitional cell; slight


Ureter: Inflammation; slight


Ureter: TISSUE COMMENT: Slide 9 also has ureter


inflammation and hyperplasia on one kidney 


section.


Urinary Bladder: Hyperplasia, transitional cell;


slight


Urinary Bladder: Inflammation; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Liver; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Pituitary; Preputial Gland; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31692
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 21 Jun 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 69/480
TBW(g): 512

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Liver; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; 

   Trachea

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31693
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 680

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobes, multiple; multiple, up to
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


5 mm2; dark red; collected
slight

Seminal Vesicle: Small; bilateral; present;
Adrenal, Medulla: B‑Pheochromocytoma; incidental;


collected/15 x 10 x 3 mm
number of occurrences:1

Testis: Discolored; right; multiple, up to 5 mm2;
Death Comment: Scheduled sacrifice; Present


white; collected

Testis: Soft; right; collected
Epididymis: Hypospermia; moderate; unilateral


Esophagus: Degeneration/regeneration, muscularis;


minimal


Harderian Gland: Hyperplasia; marked


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Nephropathy, chronic progressive; moderate


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Cyst/ectasia with inflammation;


slight


/The finding is on slide 19.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31693
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 680

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; minimal


Prostate: Inflammation, chronic‑active; moderate


Seminal Vesicle: Decreased secretion; minimal


Testis: Atrophy/degeneration; marked; unilateral


Testis: Granuloma, sperm; moderate; unilateral


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31693
Group/Subgroup: 1/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 680

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Eye; GALT/Peyer's Patch; Heart; Ileum; 

   Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31694
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 21 Jun 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 17/115
TBW(g): 565

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lung: Discolored; lobes, all; few, up to 2 mm2;
Brain: Vacuoles, white matter; slight


dark red; collected

Mammary Gland, Male: Mass; axilla, right; single;
Death Comment: Neoplasia, skin; Present


multi‑colored; firm; cut surface‑same; 


collected/60 x 45 x 45 mm, portion collected, 


overlying skin has a scab, 15 x 13 mm, brown, 


collected intact with mass


Kidney: Nephropathy, chronic progressive; minimal


Liver: Hematopoiesis, extramedullary; minimal


Mammary Gland, Male: TISSUE COMMENT: The


macroscopic findings correlate with a skin tumor.


Marrow, Sternum: Hyperplasia, myeloid; minimal


Pancreas: Hyperplasia, islet cell; minimal


Skin/Subcutis: M‑Sarcoma; fatal; number of


occurrences:1


/The skin sarcoma correlates with the macroscopic 


finding of male mammary gland mass and is on 


slide 14A.


Spinal Cord: Degeneration, axon, increased; slight


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31694
Group/Subgroup: 1/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 21 Jun 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 17/115
TBW(g): 565

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Preputial 

   Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mammary Gland, Male; Mandibular Salivary Gland; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; 

   Prostate; Seminal Vesicle; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31698
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 11 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 103/715
TBW(g): 631

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Death Comment: Undetermined; Present


Eye: Atrophy, retina; moderate


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Marrow, Sternum: Hyperplasia, myeloid; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Prostate: Inflammation, chronic‑active; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: M‑Carcinoma, C‑cell; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31698
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 11 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 103/715
TBW(g): 631

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31699
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 800

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Large; left; collected/left is 10 x 10 x
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


10 mm (right is 5 x 5 x 3 mm)
moderate


Adrenal, Medulla: M‑Malignant pheochromocytoma;


incidental; number of occurrences:1


Adrenal, Medulla: ONE OF THE PAIR IS MISSING


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; moderate


Kidney: Nephropathy, chronic progressive; moderate


Liver: Hematopoiesis, extramedullary; slight


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; moderate


Lung: Hyperplasia, epithelium, alveolus; minimal


Lung: Infiltrate, macrophages, vacuolated; slight


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: TISSUE COMMENT: Mammary gland is on


slide 19.


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31699
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 800

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Pituitary: Hyperplasia; slight


Prostate: Inflammation, chronic‑active; slight


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31699
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 800

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's Patch; 

   Ileum; Jejunum; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31700
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 694

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobes, all; multiple, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; dark red; collected/collected on routine 
minimal


section


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: Infiltrate, mononuclear cell; slight


Liver: Vacuolation, increased, hepatocyte; slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: Hyperplasia; minimal


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:2


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31700
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 694

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31701
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 554

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thymus: Not identified; entire; possible remnants
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Adrenal, Cortex: Hypertrophy; slight


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31701
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 554

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31702
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 543

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Other: Large; mediastinal; present;
Death Comment: Scheduled sacrifice; Present


collected


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, eosinophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Other: TISSUE COMMENT: The lesion noted


grossly as an enlarged mediastinal lymph node is 


a thymus finding.  Lymph node is not present on 


slide 22.


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; minimal


Parathyroid: B‑Adenoma; incidental; number of


occurrences:1


Thymus: Hyperplasia, epithelium; slight


Thymus: Hyperplasia, lymphocyte; moderate


/This finding is on slide 22.  Only thymus is 


present.


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31702
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 543

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal 

   Turbinate; Nerve, Optic; Nerve, Sciatic; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; 

   Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; 

   Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31703
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 13 Nov 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 38/260
TBW(g): 497

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Bone, Other: TISSUE COMMENT: entire right hind limb
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
slight


Body, Whole/Cavity: M‑Histiocytic Sarcoma; fatal


Death Comment: Hematopoietic neoplasm; Present


Eye: Atrophy, retina; slight


Liver: C‑Hematopoietic neoplasm, see body, whole


for type; present


Lung: C‑Hematopoietic neoplasm, see body, whole for


type; present


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Mesenteric: C‑Hematopoietic neoplasm,


see body, whole for type; present


Spinal Cord: Degeneration, axon, increased; slight


Spleen: Hematopoiesis, extramedullary, increased;


minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31703
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 13 Nov 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 38/260
TBW(g): 497

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Kidney; Lymph Node, Inguinal; Mammary Gland; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Pancreas; Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31704
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 07 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 89/619
TBW(g): 441

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Epididymis: Large; caudal end, right; present;
Adrenal, Cortex: Necrosis; slight; unilateral


collected/20 x 10 x 10 mm ( left is 10 x 5 x 2 


mm)

Heart: Thickened; pericardial sac; present; tan;
Body, Whole/Cavity: M‑Histiocytic Sarcoma; fatal


collected/collected intact with heart

Kidney: Raised area; cortex, right; single, up to 2
Death Comment: Hematopoietic neoplasm; Present


mm3; tan; firm; collected

Liver: Discolored; lobes, all; multiple, up to 2
Epididymis: Granuloma, sperm; moderate; unilateral


mm2; dark red, tan; collected

Lung: Adhesion; lobes, all; few; tan; fibrous;
Esophagus: Degeneration/regeneration, muscularis;


collected/adhered to each other, pericardial sac 
minimal; multifocal


and diaphragm

Skin/Subcutis: Scab; abdomen, right; single,
Heart: C‑Hematopoietic neoplasm, see body, whole


linear, up to 10 mm in length; dark red, tan; 
for type; present


granular; collected

Stomach: Rough surface; mucosa, glandular; present;
Kidney: C‑Hematopoietic neoplasm, see body, whole


collected
for type; present

Stomach: Rough surface; mucosa, nonglandular;
Kidney: Hyaline droplet, tubule cell; moderate


present; collected

Thymus: Not identified; entire; possible
Kidney: Nephropathy, chronic progressive; minimal


remnants/due to thickening of pericardial sac

Thyroid: Large; left; collected/8 x 5 x 3 mm (right
Liver: C‑Hematopoietic neoplasm, see body, whole


5 x 4 x 2 mm)
for type; present

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31704
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 07 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 89/619
TBW(g): 441

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lung: C‑Hematopoietic neoplasm, see body, whole for


type; present


Lymph Node, Inguinal: BOTH MISSING


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: Hyperplasia, islet cell; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: C‑Hematopoietic neoplasm, see body,


whole for type; present


Spleen: C‑Hematopoietic neoplasm, see body, whole


for type; present


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thymus: C‑Hematopoietic neoplasm, see body, whole


for type; present


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:2


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31704
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 07 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 89/619
TBW(g): 441

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Ileum; Jejunum; Joint, Stifle; Larynx; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Preputial Gland; 

   Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; Sternum; Testis; Tongue; Trachea; Ureter; 

   Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Eye; GALT/Peyer's Patch; Harderian Gland; Ileum; 

   Jejunum; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Prostate; Seminal Vesicle; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31705
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 20 Jun 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 69/479
TBW(g): 641

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thymus: Not identified; entire; possible remnants
Death Comment: Neoplasia, nervous system; Present

ANIMAL COMMENT: entire left hind leg collected
Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Lung: Granuloma; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Pancreas: Hyperplasia, islet cell; minimal


Parathyroid: Hyperplasia; slight


Pituitary: Hyperplasia; moderate


Spinal Cord: B‑Meningioma; fatal; number of


occurrences:1


/The tumor is in the ventrolateral meninges of 


the lumbar cord section. Adjacent axon 


degeneration in the cord and ventral nerve roots 


is present.


Spinal Cord: Degeneration, axon, increased;


moderate; focal; lumbar


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31705
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 20 Jun 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 69/479
TBW(g): 641

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


ANIMAL COMMENT: Lumbar spinal cord meningioma


compression is considered to be the cause of 


limited left leg use by spinal nerve and cord 


axonal degeneration

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Prostate; Seminal Vesicle; Skin/Subcutis; 

   Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31706
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 573

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Pituitary: Mass; entire; single; red; firm; cut
Brain: Compression, ventral; minimal


surface‑not required; collected/10 x 10 x 10 mm

Skin/Subcutis: Scab; thorax, dorsal; single, up to
Death Comment: Scheduled sacrifice; Present


5 mm2; red; collected

Testis: Small; right; present; collected/20 x 7 x 7
Kidney: Nephropathy, chronic progressive; slight


mm (left is 30 x 10 x 10 mm)


Liver: Angiectasis; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Lung: Granuloma; minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; slight


Skin/Subcutis: Erosion/ulcer; slight


Skin/Subcutis: Inflammation, chronic‑active;


moderate


Spinal Cord: Degeneration, axon, increased; minimal


Testis: Atrophy/degeneration; moderate; unilateral

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31706
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 573

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, focal,  C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Pancreas; Parathyroid; Seminal Vesicle; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31707
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 570

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Large; right; collected/20 x 15 x 15 mm
Adrenal, Cortex: M‑Carcinoma; incidental; number of


(left is 3 x 3 x 2 mm)
occurrences:1

Testis: Soft; right; collected
Body, Whole/Cavity: M‑Mesothelioma; incidental


Death Comment: Scheduled sacrifice; Present


Epididymis: C‑Mesothelioma, see body, whole; present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Infiltrate, mononuclear cell; slight


Liver: Vacuolation, increased, hepatocyte; slight


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: Hyperplasia; slight


Testis: Atrophy/degeneration; moderate; unilateral


Testis: C‑Mesothelioma, see body, whole; present


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31707
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 570

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Ileum; 

   Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, 

   Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Prostate; Seminal Vesicle; 

   Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31708
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 761

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobe, right median; single, up
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


to 5 mm2; dark red; collected
slight


Body, Whole/Cavity: B‑Hemangioma; incidental


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Vacuolation, increased, hepatocyte; slight


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Pancreas: Atrophy, acinar; slight


Pancreas: Hyperplasia, islet cell; slight


Prostate: Inflammation, chronic‑active; minimal


Thymus: Hyperplasia, epithelium; slight


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31708
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 761

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary Gland; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; 

   Pituitary; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31709
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 26 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 92/638
TBW(g): 848

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Inguinal: Not identified; bilateral;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


possible remnants
minimal

Skin/Subcutis: Mass; lumbar, right; single; tan;
Death Comment: Neoplasia, skin; Present


firm; cut surface‑same; collected/100 x 65 x 55 


mm, representative section submitted


Eye: Atrophy, retina; slight


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Focus, cellular alteration, eosinophilic;


minimal


Lung: Inflammation, acute; minimal


Lymph Node, Inguinal: BOTH MISSING


Marrow, Sternum: Hyperplasia, myeloid; minimal


Pancreas: Hyperplasia, islet cell; minimal


Skin/Subcutis: B‑Fibroma; fatal; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31709
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 26 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 92/638
TBW(g): 848

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; 

   Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; Sternum; Stomach; Testis; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Ileum; Jejunum; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; 

   Prostate; Seminal Vesicle; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31710
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 27 Aug 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 79/547
TBW(g): 362

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Brain: Compression, ventral; slight


mm3; collected

Pituitary: Mass; entire; single; dark red;
Death Comment: Neoplasia, pituitary; Present


soft/lobulated; cut surface‑not required; 


collected/10 x 7 x 5 mm

Stomach: Discolored; mucosa, glandular; multiple,
Harderian Gland: Infiltrate, mononuclear cell;


up to 5 mm2; white; collected
slight


Kidney: Nephropathy, chronic progressive; moderate


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; minimal


Stomach, Glandular: Erosion/ulcer; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31710
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 27 Aug 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 79/547
TBW(g): 362

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Heart; Ileum; Jejunum; Liver; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31711
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 10 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/652
TBW(g): 547

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/10 x 8 x 8 mm

Tail: Mass; proximal end; single; dark red, tan;
Death Comment: Neoplasia, pituitary; Present


firm; cut surface‑same; collected/15 x 12 x 10 


mm, overlying skin has a scab, 8 x 8 mm, dark 


red, collected intact


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: Necrosis, hepatocyte; minimal; focal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Tail: M‑Rhabdomyosarcoma (muscle tumor);


incidental; number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31711
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 10 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/652
TBW(g): 547

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31712
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 630

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Large; left; collected/8 x 5 x 4mm (right
Adrenal, Cortex: B‑Adenoma; incidental; number of


is 5 x 4 x 3mm)
occurrences:1

Foot/Footpad: Scab; hind, right; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; red; collected
moderate

Liver: Raised area; lobe, left median; single, up
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


to 10 mm3; tan; collected

Lung: Discolored; lobe, intermediate; single, up to
Death Comment: Scheduled sacrifice; Present


10 mm2; red, dark red; collected/trimming comment

Lymph Node, Other: Large; pancreatic; present;
Eye: Atrophy, retina; moderate


collected

Skin/Subcutis: Alopecia; lumbar, left; single, over
Heart: Cardiomyopathy, degenerative; slight


10 mm2; collected

Spleen: Large; entire; present; collected/90 x 20 x
Liver: Fibrosis/biliary hyperplasia; moderate


10 mm, portion collected

Stomach: Mass; mucosa, nonglandular; single; red,
Liver: Focus, cellular alteration, basophilic;


tan; firm/lobulated; cut surface‑same; 
moderate


collected/70 x 45 x 40mm

Thymus: Not identified; entire; possible remnants
Liver: Hematopoiesis, extramedullary; moderate


Liver: Hyperplasia, Kupffer cell; moderate


Liver: N‑Sarcoma; present


Originating Finding: Stomach, Nonglandular, 


Sarcoma


Lung: C‑Vascular neoplasm, see body, whole for


type; present

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31712
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 630

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Inguinal: BOTH MISSING


Lymph Node, Other: N‑Sarcoma; present


Originating Finding: Stomach, Nonglandular, 


Sarcoma


Marrow, Sternum: Hyperplasia, myeloid; slight


Pituitary: Hyperplasia; moderate


Prostate: Inflammation, chronic‑active; minimal


Spleen: Hematopoiesis, extramedullary, increased;


marked


Stomach, Nonglandular: M‑Sarcoma; incidental;


number of occurrences:1


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; 

   Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Sternum; Testis; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31712
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 630

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Foot/Footpad; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Kidney; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Pancreas; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31713
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 24 Jun 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 69/483
TBW(g): 665

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Jejunum: Large; lumen; up to 20 mm in diameter;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected/mid lumen
minimal

Jejunum: Thickened wall; serosa, mid; present;
Death Comment: Neoplasia, alimentary; Present


collected/also involving mucosa

Lymph Node, Mesenteric: Large; entire; present;
Jejunum: M‑Carcinoma; fatal; number of occurrences:1


collected


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Hematopoiesis, extramedullary; minimal


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Inguinal: BOTH MISSING


Lymph Node, Mesenteric: Dilatation, sinus; slight


Marrow, Sternum: Hyperplasia, myeloid; minimal


Pancreas: Hyperplasia, islet cell; minimal


Spinal Cord: Degeneration, axon, increased; minimal


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31713
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 24 Jun 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 69/483
TBW(g): 665

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Preputial 

   Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Lung; Mammary Gland; Mandibular Salivary Gland; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; 

   Prostate; Seminal Vesicle; Skin/Subcutis; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31714
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 668

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Harderian Gland: Discolored; bilateral; multiple,
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


pinpoint; multi‑colored; collected
slight


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: MISSING


Pancreas: Hyperplasia, islet cell; moderate


Parathyroid: MISSING


Prostate: Inflammation, chronic‑active; minimal


Skin/Subcutis: MISSING


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31714
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 668

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Pituitary; Seminal Vesicle; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31715
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 31 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 101/704
TBW(g): 467

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Mass; head, right; single; dark red;
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


firm; cut surface‑same; collected/70 x 60 x 60 


mm, overlying skin has a dark red ulceration, 30 


x 20 x 20 mm


Death Comment: Neoplasia, skin; Present


Heart: Cardiomyopathy, degenerative; slight


Lung: Hemorrhage; minimal


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Pancreas: B‑Adenoma, islet cell; incidental; number


of occurrences:1


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; slight


Skin/Subcutis: M‑Fibrosarcoma; fatal; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Testis: B‑Interstitial cell tumor; incidental;


number of occurrences:1


Thymus: Hyperplasia, epithelium; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31715
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 31 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 101/704
TBW(g): 467

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Kidney; Liver; Lymph Node, Inguinal; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31716
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 21 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 427

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/10 x 7 x 6 mm


Brain: Necrosis/loss, neurons; minimal; focal;


hippocampus


Death Comment: Neoplasia, pituitary; Present


Eye: Atrophy, retina; slight


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Atrophy, acinar; slight


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Inflammation, chronic; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Hyperplasia; moderate; focal; acini


Skin/Subcutis: B‑Fibroma; incidental; number of


occurrences:1


Spinal Cord: Degeneration, axon, increased; minimal


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31716
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 21 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 427

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Liver; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Seminal Vesicle; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31717
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 20 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 104/724
TBW(g): 554

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Heart: Discolored; atrium, left; single, up to 2
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; tan; collected
slight

Liver: Discolored; lobes, all; entire; dark red;
Adrenal, Cortex: Hypertrophy; moderate


collected

Lung: Discolored; lobes, all; entire; red, tan;
Body, Whole/Cavity: B‑Hemangioma; incidental


collected

Prostate: Small; entire; present; collected/7 x 6 x
Death Comment: Heart failure; Present


5mm

Seminal Vesicle: Small; bilateral; present;
GALT/Peyer's Patch: MISSING


collected/both are 15 x 7 x 2 mm

Stomach: Discolored; mucosa, glandular; multiple,
Harderian Gland: Infiltrate, mononuclear cell;


pinpoint; dark red; collected
slight

Testis: Soft; bilateral; collected
Heart: Thrombus, atrium; marked

Thymus: Discolored; aspect, left; single, up to 5
Kidney: Nephropathy, chronic progressive; minimal


mm2; dark red; collected


Liver: Necrosis/degeneration, hepatocyte,


centrilobular; marked


Lung: Infiltrate, macrophages, alveolus; moderate


Lung: Inflammation, mixed cell; slight


Lung: Pigment; slight


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Pancreas: Depletion, zymogen; slight


Pancreas: Hyperplasia, islet cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31717
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 20 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 104/724
TBW(g): 554

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Seminal Vesicle: Decreased secretion; minimal


Thymus: Hemorrhage; minimal


Thymus: Hyperplasia, epithelium; slight


Thymus: Hyperplasia, lymphocyte; slight


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; 

   Preputial Gland; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Ileum; Jejunum; 

   Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Prostate; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; 

   Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31718
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 578

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobes, multiple; multiple, up to
Adrenal, Cortex: B‑Adenoma; incidental; number of


5 mm2; dark red; collected/collected on left 
occurrences:1


lateral lobe


Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Adrenal, Cortex: Hypertrophy; slight


Body, Whole/Cavity: M‑Lymphosarcoma; incidental


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; moderate


Kidney: Nephropathy, chronic progressive; slight


Liver: Angiectasis; minimal


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Lymph Node, Inguinal: BOTH MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; moderate


Pancreas: Infiltrate, mononuclear cell; minimal


Thymus: C‑Hematopoietic neoplasm, see body, whole


for type; present


Thyroid: Cyst, follicle; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31718
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 578

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; 

   Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31719
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 26 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/699
TBW(g): 756

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Cecum: Abnormal contents; lumen; brown; semisolid
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal

Colon: Abnormal contents; lumen; brown; contains
Adrenal, Cortex: Hypertrophy; slight


semifluid

Duodenum: Abnormal contents; lumen; brown; contains
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


semifluid

Ileum: Abnormal contents; lumen; brown; semisolid
Body, Whole/Cavity: M‑Histiocytic Sarcoma; fatal

Jejunum: Abnormal contents; lumen; brown; contains
Death Comment: Hematopoietic neoplasm; Present


semifluid

Liver: Discolored; lobes, multiple; few, up to 5
Harderian Gland: Inflammation, chronic‑active;


mm2; dark red; collected/most prominent on left 
minimal


median and caudate lobes

Lymph Node, Inguinal: Not identified; bilateral;
Heart: Cardiomyopathy, degenerative; minimal


possible remnants

Mammary Gland, Male: Mass; abdomen, left; single;
Kidney: Hyperplasia, transitional cell; minimal


red, tan; firm/lobulated; cut surface‑same; 


collected/70 x 65 x 30 mm, overlying skin has 


multiple black, dry, crusted areas, up to 20 x 10 


mm, collected intact with mass

Parathyroid: Large; left; collected/4 x 2 x 1 mm
Kidney: Mineralization, pelvis; minimal


(right is 2 x 1 x 1 mm)

Pituitary: Discolored; anterior aspect, left;
Kidney: Nephropathy, chronic progressive; slight


single, up to 2 mm2; dark red; collected

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31719
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 26 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/699
TBW(g): 756

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Spleen: Large; entire; present; collected/60 x 15 x
Liver: Focus, cellular alteration, eosinophilic;


10 mm
slight

Stomach: Abnormal contents; lumen; brown; semisolid
Liver: Hematopoiesis, extramedullary; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Mammary Gland: TISSUE COMMENT: The lesion noted


grossly as a mammary mass is a skin tumor on 


slide 14A.  See skin/subcutis for diagnosis.


Parathyroid: TISSUE COMMENT: The macroscopic


finding of large left parathyroid gland is due to 


thyroid lesions.  See thyroid for diagnosis.  The 


finding is on slide 05.


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; minimal


Skin/Subcutis: C‑Hematopoietic neoplasm, see body,


whole for type; present


Spleen: C‑Hematopoietic neoplasm, see body, whole


for type; present


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:3

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31719
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 26 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/699
TBW(g): 756

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian Gland; Heart; 

   Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Pancreas; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; 

   Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary Gland; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Seminal Vesicle; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31720
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 543

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Scab; hind, left; single, up to 2
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; dark red; collected
minimal


Adrenal, Medulla: Hyperplasia; moderate


Colon: Parasite, nematode; Present


Death Comment: Scheduled sacrifice; Present


Foot/Footpad: Inflammation/hyperplasia; slight


Harderian Gland: Hyperplasia; minimal


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Thymus: Hyperplasia, epithelium; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31720
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 543

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Aorta; Body, Whole/Cavity; Brain; Cecum; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Ileum; Jejunum; Kidney; Liver; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Pancreas; Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31721
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 11 Jul 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 20/135
TBW(g): 465

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Other: Discolored; mandibular,
Death Comment: Undetermined; Present


bilateral; entire; dark red; collected

Thymus: Discolored; entire; entire; dark red;
Esophagus: Degeneration/regeneration, muscularis;


collected/entire caudal aspect
minimal

Trachea: Abnormal contents; entire; clear;
Harderian Gland: Infiltrate, mononuclear cell;


solid/gavage needle found in trachea
minimal


Kidney: Hyperplasia, transitional cell; minimal


Lymph Node, Other: Erythrocytes, sinus, increased;


slight


Nasal Turbinate: Exudate, lumen; minimal


Spinal Cord: Degeneration, axon, increased; slight


Thymus: Hemorrhage; slight


Thymus: Necrosis, lymphocytes; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thyroid; Tongue; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31721
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 11 Jul 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 20/135
TBW(g): 465

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Eye; GALT/Peyer's Patch; Heart; Ileum; Jejunum; Liver; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/

   Subcutis; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31722
Group/Subgroup: 2/1
Sex: M
Fate Status: Found Dead

Date of Fate: 30 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 92/642
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; entire; dark red;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
slight

Brain: Depressed area; thalamus; single, up to 10
Brain: Compression, ventral; slight


mm3; collected

Foot/Footpad: Scab; hind, right; single, up to 5
Death Comment: Neoplasia, pituitary; Present


mm2; dark red; wart‑like; collected

Pituitary: Mass; entire; single; red, dark red;
Foot/Footpad: Inflammation/hyperplasia; moderate


soft/lobulated; cut surface‑not required; 


collected/8 x 5 x 5 mm

Thymus: Discolored; entire; entire; dark red;
Foot/Footpad: Ulcer; moderate


collected


Heart: Cardiomyopathy, degenerative; minimal


Liver: Infiltrate, mononuclear cell; slight


Liver: Vacuolation, increased, hepatocyte; moderate


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; slight


Thymus: Hemorrhage; moderate


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31722
Group/Subgroup: 2/1
Sex: M
Fate Status: Found Dead

Date of Fate: 30 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 92/642
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian Gland; 

   Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31723
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 30 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 75/519
TBW(g): 825

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Joint, Other: Large; tarsal, right; present;
Adrenal, Cortex: BOTH MISSING


collected/15 x 12 x 10 mm, right (left is 10 x 10 


x 5 mm)

Skin/Subcutis: Scab; foot, left hind; single, up to
Adrenal, Medulla: BOTH MISSING


5 mm2; red; collected

Skin/Subcutis: Sore; foot, right hind; single, over
Death Comment: Inflammation; Present


10 mm2; red; collected

Testis: Small; left; present; collected/25 x 15 x
Duodenum: MISSING


10 mm, (right is 30 x 15 x 10 mm)

Testis: Soft; left; collected
Epididymis: Hypospermia; marked; unilateral


Heart: Cardiomyopathy, degenerative; minimal


Joint, Other: Hyperostosis, periosteum; moderate


Kidney: Hyperplasia, tubule cell; minimal


Kidney: Nephropathy, chronic progressive; minimal


Lung: Inflammation, acute; minimal; focal; pleura


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Infiltrate, mononuclear cell; minimal


Skin/Subcutis: Erosion/ulcer; moderate


/Plant material is on the surface of the ulcer 


within the surface exudate.


Skin/Subcutis: Inflammation, chronic‑active;


moderate


Spinal Cord: Degeneration, axon, increased; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31723
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 30 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 75/519
TBW(g): 825

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Glandular: MISSING


Stomach, Nonglandular: MISSING


Testis: Atrophy/degeneration; marked; unilateral


/Atrophy/degeneration is unilateral in the left 


testis.


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; 

   Ileum; Jejunum; Liver; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular 

   Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; 

   Pituitary; Prostate; Seminal Vesicle; Spleen; Sternum; Thymus; Tongue; Trachea; Ureter; Urinary 

   Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31724
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 16 Apr 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 60/414
TBW(g): 505

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Brain: Compression, ventral; slight; focal


mm3; collected

Pituitary: Mass; entire; single; dark red; soft;
Death Comment: Neoplasia, pituitary; Present


cut surface‑not required; collected/6x 5 x 5 mm

Thymus: Not identified; entire; possible remnants
Pancreas: Hyperplasia, islet cell; slight


Pancreas: Infiltrate, mononuclear cell; slight


Parathyroid: MISSING


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; slight


Thymus: MISSING


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31724
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 16 Apr 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 60/414
TBW(g): 505

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Seminal Vesicle; 

   Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31725
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 548

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; moderate


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31725
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 548

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31726
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 479

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 20
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Pituitary: Mass; entire; single; dark red; firm;
Brain: Compression, ventral; slight


cut surface‑not required; collected/10 x 10 x 8mm

Thymus: Not identified; entire; possible remnants
Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; slight


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; slight


Spinal Cord: Degeneration, axon, increased; minimal


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31726
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 479

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Pancreas; Parathyroid; Seminal Vesicle; Skin/Subcutis; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31727
Group/Subgroup: 2/1
Sex: M
Fate Status: Found Dead

Date of Fate: 15 May 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 12/78
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Cecum: AUTOLYTIC, NOT READABLE


Death Comment: Undetermined; Present


Duodenum: AUTOLYTIC, NOT READABLE


Heart: Hemorrhage; slight


Ileum: AUTOLYTIC, NOT READABLE


Jejunum: AUTOLYTIC, NOT READABLE

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Colon; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Kidney; Liver; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Prostate; Seminal 

   Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31728
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 651

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Scab; hind, right; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; red; collected
slight

Foot/Footpad: Scaly skin; hind, bilateral; single,
Adrenal, Cortex: Hypertrophy; moderate


up to 10 mm2; white; collected

Liver: Discolored; lobe, left median; single, over
Death Comment: Scheduled sacrifice; Present


10 mm2; dark red; collected

Preputial Gland: Discolored; bilateral; entire;
Foot/Footpad: Inflammation/hyperplasia; moderate


yellow; collected

Stomach: Discolored; mucosa, glandular; single, up
Heart: Cardiomyopathy, degenerative; slight


to 5 mm2; dark red; collected


Kidney: Nephropathy, chronic progressive; slight


Liver: Angiectasis; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Vacuolation, increased, hepatocyte; moderate


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Atrophy, acinar; slight


Pancreas: Hyperplasia, islet cell; minimal


Preputial Gland: Inflammation, chronic‑active;


slight


Prostate: Inflammation, chronic‑active; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31728
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 651

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Parathyroid; Pituitary; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31729
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 01 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 88/613
TBW(g): 474

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Abdominal Cavity: Abnormal contents; entire; red;
Adrenal, Medulla: M‑Malignant pheochromocytoma;


contains fluid
incidental; number of occurrences:1

Adrenal: Large; right; collected/right is 6 x 6 x 6
Brain: Compression, ventral; slight


mm (left is 3 x 3 x 3 mm)

Brain: Depressed area; thalamus; single, up to 5
Death Comment: Neoplasia, pituitary; Present


mm3; collected

Kidney: Mass; right; single; dark red, tan; soft;
Eye: Atrophy, retina; slight


cut surface‑same; collected/40 x 30 x 20 mm

Pituitary: Mass; entire; single; tan; soft; cut
Kidney: M‑Liposarcoma; incidental; number of


surface‑not required; collected/7 x  6 x  5 mm
occurrences:1

Seminal Vesicle: Small; bilateral; present;
Liver: Necrosis, hepatocyte; slight


collected/both are 14 x 6 x 2 mm


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; minimal


Seminal Vesicle: Decreased secretion; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31729
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 01 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 88/613
TBW(g): 474

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian Gland; 

   Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Liver; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Preputial 

   Gland; Prostate; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Testis; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31730
Group/Subgroup: 2/1
Sex: M
Fate Status: Found Dead

Date of Fate: 11 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/653
TBW(g): 877

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Large; entire; collected/7 x 5 x 4 mm
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Brain: Compression, ventral; minimal


Death Comment: Neoplasia, pituitary; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, clear; moderate


Lung: Granuloma; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Inguinal: Hyperplasia, lymphocytes;


minimal


Mammary Gland: MISSING


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31730
Group/Subgroup: 2/1
Sex: M
Fate Status: Found Dead

Date of Fate: 11 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/653
TBW(g): 877

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31731
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 30 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/672
TBW(g): 443

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Testis: Soft; right; collected
Brain: B‑Granular cell tumor; incidental; number of


occurrences:1


Death Comment: Neoplasia, nervous system; Present


Harderian Gland: Inflammation, granulomatous;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Testis: Atrophy/degeneration; moderate; unilateral


Testis: B‑Interstitial cell tumor; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31731
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 30 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/672
TBW(g): 443

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Ileum; Jejunum; Liver; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Prostate; Seminal Vesicle; 

   Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31732
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 791

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Kidney: Large; pelvis, right; present; collected
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal

Liver: Discolored; lobes, multiple; multiple, up to
Adrenal, Cortex: Hypertrophy; slight


5 mm2; red; collected/collected on routine 


sections

Skin/Subcutis: Mass; lumbar, right; single; tan;
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


firm; cut surface‑same; collected/55 x 55 x 35 


mm, representative section collected

Spleen: Discolored; parietal surface; single, up to
Death Comment: Scheduled sacrifice; Present


5 mm2; tan; collected

Stomach: Discolored; mucosa, glandular; single, up
Heart: Cardiomyopathy, degenerative; slight


to 5 mm2; red; collected


Kidney: Dilatation, pelvis; slight


Kidney: Hyperplasia, tubule cell; moderate


Kidney: Nephropathy, chronic progressive; minimal


Liver: Angiectasis; slight


Liver: Focus, cellular alteration, basophilic;


marked


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Atrophy, acinar; minimal


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31732
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 791

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: Cyst, craniopharyngeal; slight


Prostate: Inflammation, chronic‑active; slight


Skin/Subcutis: B‑Fibroma; incidental; number of


occurrences:1


Spleen: C‑Vascular neoplasm, see body, whole for


type; present


Thymus: Hyperplasia, epithelium; minimal


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Sternum; Testis; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31732
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 791

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Seminal Vesicle; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31733
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 17 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 82/568
TBW(g): 549

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: B‑Adenoma; incidental; number of


mm3; collected
occurrences:1

Pituitary: Mass; entire; single; red; soft; cut
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


surface‑not required; collected/10 x 8 x 6 mm
minimal

Seminal Vesicle: Small; bilateral; present;
Brain: Compression, ventral; slight


collected/both are 17 x 5 x 2 mm


Death Comment: Neoplasia, pituitary; Present


Kidney: Nephropathy, chronic progressive; minimal


Liver: Infiltrate, mononuclear cell; minimal


Liver: Necrosis, hepatocyte; minimal; focal


Liver: Vacuolation, increased, hepatocyte; slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31733
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 17 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 82/568
TBW(g): 549

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Prostate; Seminal Vesicle; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
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Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B31734
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 615

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Adrenal, Cortex: Hyperplasia; slight


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Harderian Gland: Inflammation, granulomatous;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Mineralization, pelvis; slight


Kidney: Nephropathy, chronic progressive; moderate


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


moderate


Lung: Infiltrate, macrophages, vacuolated; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Alteration, basophilic; minimal


Pancreas: Hyperplasia, islet cell; minimal


Parathyroid: Hyperplasia; slight


Prostate: Inflammation, chronic‑active; moderate
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Individual Animal Data
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Animal Number: B31734
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 615

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; slight


Thyroid: Hyperplasia, follicular cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Pituitary; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31735
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 11 Apr 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 7/44
TBW(g): 301

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Harderian Gland: Discolored; bilateral; multiple,
Death Comment: Inflammation; Present


pinpoint; dark red; collected

Skin/Subcutis: Alopecia; cervical, ventral; single,
Harderian Gland: Infiltrate, mononuclear cell;


over 10 mm2; collected
marked

Skin/Subcutis: Scab; head, rostrum; few, up to 5
Lymph Node, Inguinal: Hyperplasia, lymphocytes;


mm2; dark red; collected
minimal

Skin/Subcutis: Scab; shoulder, right; few, up to 5
Marrow, Sternum: Hyperplasia, myeloid; slight


mm2; dark red; collected

Thymus: Discolored; entire; entire; dark red, tan;
Pancreas: Hyperplasia, islet cell; minimal


collected


Skin/Subcutis: Erosion/ulcer; moderate


Skin/Subcutis: Inflammation, chronic‑active;


moderate


Spleen: Hematopoiesis, extramedullary, increased;


slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; Sternum; 

   Stomach; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31735
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 11 Apr 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 7/44
TBW(g): 301

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Heart; Ileum; Jejunum; Kidney; Liver; Lung; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Prostate; Seminal Vesicle; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31736
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 630

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Mass; lumbar, left; single; red,
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


tan; soft; cut surface‑same; collected/40 x 30 x 
slight


15 mm

Testis: Discolored; right; entire; dark red, tan;
Death Comment: Scheduled sacrifice; Present


collected

Testis: Large; right; present; collected/27 x 19 x
Eye: Atrophy, retina; slight


12 mm (left is 22 x 12 x 12 mm)


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Dilatation, pelvis; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


moderate


Mammary Gland: TISSUE COMMENT: Mammary gland is on


slide 19W.


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; moderate


Pancreas: Infiltrate, mononuclear cell; slight


Pituitary: Hyperplasia; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31736
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 630

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Prostate: Inflammation, chronic‑active; slight


Skin/Subcutis: M‑Liposarcoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Testis: B‑Interstitial cell tumor; incidental;


number of occurrences:1


Thymus: Hyperplasia, lymphocyte; slight


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31736
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 630

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Seminal Vesicle; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31737
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 618

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Stomach: Discolored; mucosa, glandular; multiple,
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


indistinct; red; collected
minimal


Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Vacuolation, increased, hepatocyte; marked


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Atrophy, acinar; minimal


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Infiltrate, mononuclear cell; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31737
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 618

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; 

   Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31738
Group/Subgroup: 2/1
Sex: M
Fate Status: Found Dead

Date of Fate: 08 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/681
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Kidney: Large; bilateral; present; collected/left
Aorta: Mineralization; slight


is 27 x 16 x 12 mm, right is 28 x 16 x 14 mm

Lacrimal Gland: Discolored; bilateral; multiple,
Death Comment: Inflammation; Present


pinpoint; white; collected

Ureter: Large; entire, bilateral; up to 2 mm in
Heart: Cardiomyopathy, degenerative; slight


diameter; collected

Urinary Bladder: Abnormal contents; lumen; dark
Heart: Mineralization, vessel; slight


red; contains semifluid

Urinary Bladder: Large; entire; collected/60 x 30 x
Kidney: Dilatation, pelvis; moderate


30 mm


Kidney: Hyperplasia, transitional cell; moderate


Kidney: Pyelonephritis; moderate


Lacrimal Gland: Ectopic Harderian gland; slight


Lymph Node, Inguinal: BOTH MISSING


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: Hyperplasia, islet cell; minimal


Parathyroid: Hyperplasia; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; severe


Seminal Vesicle: Inflammation, chronic‑active;


moderate


Spleen: Pigment, increased; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31738
Group/Subgroup: 2/1
Sex: M
Fate Status: Found Dead

Date of Fate: 08 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/681
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:2


Ureter: Hyperplasia, transitional cell; moderate


Ureter: Inflammation; moderate


Urinary Bladder: Hyperplasia, transitional cell;


moderate


Urinary Bladder: Inflammation; marked

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Liver; Lung; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31739
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 692

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobes, all; multiple, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; dark red; collected/collected on routine 
minimal


section


Adrenal, Cortex: Hyperplasia; slight


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Angiectasis; moderate


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thymus: Hyperplasia, epithelium; slight


Thymus: Hyperplasia, lymphocyte; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31739
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 692

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: M‑Carcinoma, C‑cell; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31740
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 05 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 89/617
TBW(g): 607

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; white; collected
minimal

Pituitary: Mass; entire; single; dark red; soft;
Body, Whole/Cavity: M‑Lymphosarcoma; incidental


cut surface‑not required; collected/7 x 5 x 4 mm

Stomach: Rough surface; mucosa, nonglandular;
Brain: Compression, ventral; minimal


present; collected


Death Comment: Neoplasia, pituitary; Present


Harderian Gland: Hyperplasia; moderate


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Infiltrate, mononuclear cell; slight


Liver: Vacuolation, increased, hepatocyte; moderate


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; slight


Stomach, Nonglandular: Inflammation,


chronic‑active; slight


Stomach, Nonglandular: Ulcer/erosion; slight


Thymus: C‑Hematopoietic neoplasm, see body, whole


for type; present


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:2


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31740
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 05 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 89/617
TBW(g): 607

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, focal,  C‑cell; moderate


Thyroid: Hyperplasia, follicular cell; slight


Urinary Bladder: Inflammation; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; Ileum; 

   Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Testis; Tongue; Trachea; Ureter

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31741
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 586

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Mass; naris, left; single; tan;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


wart‑like; cut surface‑not required; collected/3 
slight


x 3 x 3 mm

Thyroid: Large; left; collected/10 x 10 x 10 mm
Death Comment: Scheduled sacrifice; Present


(right is 5 x 3 x 3 mm)


Eye: Atrophy, retina; moderate


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


minimal


Liver: Infiltrate, mononuclear cell; slight


Liver: Vacuolation, increased, hepatocyte; minimal


Lymph Node, Inguinal: BOTH MISSING


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; minimal


Pituitary: Hyperplasia; slight


Prostate: Inflammation, chronic‑active; minimal


Skin/Subcutis: B‑Papilloma, squamous cell;


incidental; number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31741
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 586

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; slight


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Seminal Vesicle; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31742
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 602

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Raised area; right; single, up to 1 mm3;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


tan; collected
minimal

Spleen: Discolored; parietal surface, cranial;
Adrenal, Cortex: Hypertrophy; moderate


single, up to 10 mm2; brown, tan; collected

Testis: Discolored; left; multiple, up to 2 mm2;
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


white; collected


Death Comment: Scheduled sacrifice; Present


Epididymis: Hypospermia; moderate; unilateral


Harderian Gland: Hyperplasia; slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; moderate


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Focus, cellular alteration, eosinophilic;


marked


Lung: Infiltrate, macrophages, vacuolated; minimal


Lung: Inflammation, mixed cell; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Alteration, basophilic; minimal


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Infiltrate, mononuclear cell; minimal


Spleen: C‑Vascular neoplasm, see body, whole for


type; present

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31742
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 602

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Testis: Atrophy/degeneration; moderate; unilateral


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; marked

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Ileum; 

   Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; 

   Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Prostate; 

   Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31743
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 25 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/729
TBW(g): 375

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Pituitary: Mass; entire; single; red; soft; cut
Adrenal, Cortex: Hyperplasia; moderate


surface‑not required; collected/5mm3

Seminal Vesicle: Small; bilateral; present;
Brain: Compression, ventral; slight


collected/20 x 5 x 3 mm

Thyroid: Large; left; collected/10 x 5 x 5 mm
Death Comment: Neoplasia, pituitary; Present


(right is 5 x 3 x 3 mm)


Eye: Atrophy, retina; slight


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Cyst; moderate


Kidney: Nephropathy, chronic progressive; moderate


Liver: Vacuolation, increased, hepatocyte; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Inguinal: BOTH MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; slight


Seminal Vesicle: Decreased secretion; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31743
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 25 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/729
TBW(g): 375

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Nonglandular: Hyperplasia, epithelium;


slight


Stomach, Nonglandular: Inflammation,


chronic‑active; slight


Stomach, Nonglandular: Ulcer/erosion; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: M‑Carcinoma, C‑cell; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, 

   Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach, Glandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31744
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 661

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


moderate


Lung: Infiltrate, macrophages, vacuolated; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: Hyperplasia; moderate


Prostate: Inflammation, chronic‑active; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31744
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 661

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31745
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 494

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Adrenal, Cortex: Hyperplasia; minimal


Adrenal, Cortex: Hypertrophy; slight


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Focus, cellular alteration, eosinophilic;


minimal


Liver: Vacuolation, increased, hepatocyte; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Parathyroid: Hyperplasia; moderate


Pituitary: Hyperplasia; slight


Thymus: Hyperplasia, lymphocyte; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31745
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 494

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31746
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 759

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thyroid: Cyst; right; single, up to 1 mm3; clear;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


contains fluid; collected/trimming comment
minimal

Thyroid: Large; right; collected/10 x 7 x 7 mm
Adrenal, Cortex: Hypertrophy; slight


(left is 5 x 3 x 2 mm)


Death Comment: Scheduled sacrifice; Present


GALT/Peyer's Patch: TISSUE COMMENT: GALT is on


slide 10.


Heart: Cardiomyopathy, degenerative; moderate


Kidney: Nephropathy, chronic progressive; marked


Liver: Focus, cellular alteration, basophilic;


minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Parathyroid: MISSING


Pituitary: Hyperplasia; slight


Prostate: Inflammation, chronic‑active; slight


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:2


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31746
Group/Subgroup: 2/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 759

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31747
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 06 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 102/710
TBW(g): 708

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Mass; cervical, dorsal; single; red,
Death Comment: Neoplasia, skin; Present


tan; firm; cut surface‑same; collected/10 x 10 x 


5mm overlying skin sore, red, 5 x 5mm

Skin/Subcutis: Mass; lumbar, left; single; red;
Heart: Cardiomyopathy, degenerative; slight


firm; cut surface‑same; collected/20 x 10 x 5mm, 


overlying skin scab, dark red, 10 x 5mm


Kidney: Nephropathy, chronic progressive; moderate


Liver: Focus, cellular alteration, eosinophilic;


marked


Marrow, Sternum: Hyperplasia, myeloid; slight


Pituitary: Hyperplasia; moderate


Skin/Subcutis: B‑Basal cell tumor; incidental;


number of occurrences:1


Skin/Subcutis: B‑Trichoepithelioma; fatal; number


of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31747
Group/Subgroup: 2/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 06 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 102/710
TBW(g): 708

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal 

   Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Prostate; Seminal Vesicle; Spinal 

   Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31757
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 10 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/652
TBW(g): 811

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Sore; hind, bilateral; single, over
Death Comment: Inflammation; Present


10 mm2; brown, tan; collected

Preputial Gland: Large; bilateral; collected/each
Foot/Footpad: Inflammation/hyperplasia; marked


is, 6 x 5 x 5 mm

Thyroid: Large; left; collected/trimming comment:
Foot/Footpad: Ulcer; marked


left is 7 x 4 x 4 mm (right is 5 x 3 x 2 mm)


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; moderate


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Liver: Necrosis, hepatocyte; minimal


Lymph Node, Inguinal: BOTH MISSING


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: Hyperplasia, islet cell; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


/The diagnosis of neoplasia is supported by 


cellular atypia.


Preputial Gland: Ectasia; moderate; bilateral

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31757
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 10 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/652
TBW(g): 811

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Preputial Gland: Inflammation, chronic‑active;


slight; bilateral


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31758
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 620

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Adrenal, Cortex: Hypertrophy; slight


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Cyst; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; moderate


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Atrophy, acinar; slight


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: Hyperplasia; moderate


Prostate: Hyperplasia; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31758
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 620

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:2


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal 

   Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31759
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 740

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Sore; hind, bilateral; single, up to
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


5 mm2; dark red; collected
slight

Stomach: Discolored; mucosa, glandular; few,
Death Comment: Scheduled sacrifice; Present


linear, up to 5 mm in length; dark red; collected


Foot/Footpad: Inflammation/hyperplasia; slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; moderate


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; moderate


Pancreas: Infiltrate, mononuclear cell; minimal


Prostate: Hyperplasia; moderate


Prostate: Inflammation, chronic‑active; slight


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Stomach, Glandular: Hemorrhage; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31759
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 740

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, follicular cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Parathyroid; Pituitary; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31760
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 521

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Epididymis: Small; left; present; collected/50 x 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


x 3 mm (right is 57 x 7 x 5 mm)
minimal

Lacrimal Gland: Discolored; bilateral; multiple, up
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


to 1 mm2; tan; collected

Lymph Node, Mesenteric: Discolored; few; entire;
Death Comment: Scheduled sacrifice; Present


dark red; collected

Testis: Small; left; present; collected/21 x 10 x
Epididymis: Hypospermia; moderate; unilateral


10 mm (right is 23 x 14 x 14 mm)

Testis: Soft; left; collected
Harderian Gland: Infiltrate, mononuclear cell;


slight

Thyroid: Large; left; collected/10 x 6 x 5 mm
Heart: Cardiomyopathy, degenerative; slight


(right is 7 x 4 x 3 mm)


Kidney: Nephropathy, chronic progressive; moderate


Lacrimal Gland: Ectopic Harderian gland; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Infiltrate, mononuclear cell; minimal


Prostate: Inflammation, chronic‑active; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31760
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 521

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Testis: Atrophy/degeneration; moderate; unilateral


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Preputial 

   Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Ileum; 

   Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Seminal Vesicle; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; 

   Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31761
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 613

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thymus: Not identified; entire; possible remnants
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; slight


Liver: Vacuolation, increased, hepatocyte; slight


Lung: Pigment; minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: Hyperplasia; slight


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31761
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 613

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; 

   Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31762
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 30 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 75/519
TBW(g): 700

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mammary Gland, Male: Mass; inguinal, right; single;
Death Comment: Neoplasia, skin; Present


red, tan; soft/lobulated; cut surface‑same; 


collected/100 x 90 x 80 mm, portion collected


Kidney: Nephropathy, chronic progressive; minimal


Mammary Gland, Male: TISSUE COMMENT: The lesion


noted as a male mammary mass is a malignant 


schwannoma on slide 14A.  Mammary gland is not 


present.


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: Hyperplasia; slight


Skin/Subcutis: M‑Malignant schwannoma; incidental;


number of occurrences:1


/The lesion noted as a male mammary mass is a 


malignant schwannoma on slide 14A.


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31762
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 30 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 75/519
TBW(g): 700

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mammary Gland, Male; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Prostate; Seminal Vesicle; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31763
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 15 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 86/596
TBW(g): 466

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/10 x 6 x 5 mm


Death Comment: Neoplasia, pituitary; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; slight


Kidney: Pyelonephritis; slight


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Focus, cellular alteration, eosinophilic;


minimal


Mammary Gland: MISSING


Pancreas: Alteration, basophilic; minimal


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31763
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 15 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 86/596
TBW(g): 466

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31764
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 12 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/654
TBW(g): 526

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Tooth, Other: Mass; molar, lower left; single; red,
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


tan; firm; cut surface‑same; collected/20 x 15 x 
slight


8 mm


Body, Whole/Cavity: M‑Lymphosarcoma; incidental


Death Comment: Neoplasia, skeletal; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; minimal


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Infiltrate, mononuclear cell; minimal


Prostate: Hyperplasia; slight


Prostate: Inflammation, chronic‑active; slight


Spinal Cord: Degeneration, axon, increased; minimal


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: C‑Hematopoietic neoplasm, see body, whole


for type; present


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31764
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 12 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/654
TBW(g): 526

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Tongue: Erosion/ulcer; slight


Tongue: Inflammation, chronic‑active; slight;


multifocal


Tooth, Other: M‑Osteosarcoma; fatal; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Parathyroid; Pituitary; Seminal Vesicle; Skin/Subcutis; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31765
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 625

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Cyst; lobe, left lateral; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; white; contains fluid; collected
slight

Thyroid: Large; bilateral; collected/left is 10 x 5
Death Comment: Scheduled sacrifice; Present


x 4 mm , right is 7 x 5 x 5 mm


Epididymis: Infiltrate, mononuclear cell; minimal


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; moderate


Kidney: Nephropathy, chronic progressive; slight


Liver: B‑Adenoma, hepatocellular; incidental;


number of occurrences:1


Liver: Focus, cellular alteration, basophilic;


slight


Lymph Node, Inguinal: BOTH MISSING


Lymph Node, Mesenteric: Angiectasis; marked


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; minimal


Parathyroid: MISSING


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31765
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 625

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:2


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lung; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31766
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 736

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thyroid: Large; left; collected/trimming comment: 
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


unable to differentiate between left and right 
slight


thyroid, lesion arbitrarily assigned to left 


thyroid, 4 x 4 x 3 mm (right is 4 x 3 x 2 mm)


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, basophilic;


marked


Lung: Infiltrate, macrophages, vacuolated; slight


Lung: Inflammation, mixed cell; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31766
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 736

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31767
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 12 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/624
TBW(g): 530

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; white; collected
minimal

Lung: Discolored; lobes, multiple; few, pinpoint;
Brain: Compression, ventral; minimal


white; collected

Pituitary: Mass; entire; single; red, tan;
Death Comment: Neoplasia, pituitary; Present


soft/lobulated; cut surface‑not required; 


collected/8 x 8 x 5 mm


Eye: Atrophy, retina; moderate


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Inguinal: BOTH MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal; multifocal; myofibers


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; slight


Spinal Cord: Degeneration, axon, increased; minimal


Sublingual Salivary Gland: Hyperplasia; minimal;


focal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31767
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 12 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/624
TBW(g): 530

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, 

   Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/

   Subcutis; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; 

   Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31768
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 649

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thymus: Not identified; entire; possible remnants
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Death Comment: Scheduled sacrifice; Present


Epididymis: Infiltrate, mononuclear cell; minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; slight


Thymus: Hyperplasia, epithelium; slight


Thymus: Hyperplasia, lymphocyte; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; marked

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31768
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 649

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
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Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B31769
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 553

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Large; left; collected/7 x 4 x 4 mm (right
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


is 5 x 3 x 3 mm)
slight


Adrenal, Medulla: B‑Pheochromocytoma; incidental;


number of occurrences:1


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; slight


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Testis: Edema; slight


Thymus: Hyperplasia, lymphocyte; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; moderate
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Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B31769
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 553

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder
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Animal Number: B31770
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 747

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobe, right median; single, up
Adrenal, Cortex: B‑Adenoma; incidental; number of


to 10 mm2; dark red; collected/collected on 
occurrences:1


routine section


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; marked


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


moderate


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Atrophy, acinar; minimal


Pancreas: Hyperplasia, islet cell; moderate


Pancreas: Infiltrate, mononuclear cell; minimal


Prostate: Inflammation, chronic‑active; minimal


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal
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Animal Number: B31770
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 747

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Parathyroid; Pituitary; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; 

   Urinary Bladder
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Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31771
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 667
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Kidney: Large; pelvis, bilateral; present;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected/trimming comment
minimal

Thyroid: Large; right; collected/trimming comment: 
Body, Whole/Cavity: M‑Lymphosarcoma; incidental


7 x 5 x 4 mm (left is 5 x 3 x 2 mm)


Death Comment: Scheduled sacrifice; Present


Esophagus: Degeneration/regeneration, muscularis;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Dilatation, pelvis; slight


Kidney: Nephropathy, chronic progressive; moderate


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: TISSUE COMMENT: Mammary gland is on


slide 19.


Muscle, Biceps Femoris: Degeneration/regeneration;


marked


Nerve, Sciatic: Degeneration, axon, increased;


slight


Pancreas: Depletion, zymogen; slight


Pancreas: Hyperplasia, islet cell; minimal
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Animal Number: B31771
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 667
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Macroscopic Observation(s)
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; minimal


Spinal Cord: Degeneration, axon, increased; minimal


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: C‑Hematopoietic neoplasm, see body, whole


for type; present


Thymus: Hyperplasia, epithelium; slight


Thymus: Hyperplasia, lymphocyte; moderate


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; slight


Tongue: Infiltrate, mononuclear cell; minimal
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Animal Number: B31771
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 667
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The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Eye; GALT/Peyer's Patch; Harderian 

   Gland; Ileum; Jejunum; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, 

   Sternum; Nasal Turbinate; Nerve, Optic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Trachea; Ureter; Urinary Bladder
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Animal Number: B31772
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 473

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adipose, White, Kidney Fat Pad: Thickened; left;
Adipose, White, Kidney Fat Pad: Hemorrhage; marked


multi‑colored; collected/collected intact with 


left kidney

Prostate: Mass; entire; single; red, tan; firm; cut
Adipose, White, Kidney Fat Pad: Inflammation,


surface‑same; collected/35 x 30 x 20 mm
chronic‑active; marked

Seminal Vesicle: Large; bilateral; present;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected/left is 30 x 20 x 5 mm, right is 25 x 
slight


15 x 3 mm

Stomach: Discolored; mucosa, glandular; multiple,
Death Comment: Scheduled sacrifice; Present


up to 2 mm2; dark red; collected

Urinary Bladder: Large; entire; collected/25 x 20 x
Epididymis: Granuloma, sperm; moderate; unilateral


2 mm


Heart: Cardiomyopathy, degenerative; slight


Kidney: Dilatation, pelvis; moderate


Kidney: Nephropathy, chronic progressive; moderate


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Vacuolation, increased, hepatocyte; slight


Lung: Granuloma; minimal


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; slight
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Animal Number: B31772
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 473
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Macroscopic Observation(s)
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Pancreas: Inflammation, chronic; slight


Prostate: M‑Carcinoma; incidental; number of


occurrences:1


Seminal Vesicle: Inflammation, chronic‑active;


marked


Spinal Cord: Degeneration, axon, increased; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Ureter: Inflammation; moderate


Urinary Bladder: Hemorrhage; moderate


Urinary Bladder: Inflammation; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Testis; Thymus; Thyroid; Tongue; Trachea; Ureter
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The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Skin/

   Subcutis; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; 

   Trachea
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31773
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 748

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Other: Discolored; mediastinal; entire;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


dark red; collected
slight

Lymph Node, Other: Large; mediastinal; present;
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


collected

Stomach: Discolored; mucosa, glandular; entire;
Death Comment: Scheduled sacrifice; Present


dark red; collected


Harderian Gland: Hyperplasia; moderate


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Angiectasis; minimal


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Lymph Node, Other: TISSUE COMMENT: Gross findings


listed under lymph node other, correlate with 


thymus findings on slide 22.  Lymph node is not 


on the slide.


Muscle, Biceps Femoris: Degeneration/regeneration;


moderate


Pancreas: Depletion, zymogen; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31773
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 748

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Pituitary: Hyperplasia; slight


Prostate: Inflammation, chronic‑active; slight


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Stomach, Glandular: Erosion/ulcer; slight


Stomach, Glandular: Hemorrhage; slight


Thymus: Hemorrhage; slight


/The gross mediastinal lymph node finding of 


discoloration is thymic hemorrhage.  Lymph node 


is not present on slide 22.


Thymus: Hyperplasia, lymphocyte; moderate


Thymus: TISSUE COMMENT: Gross findings listed under


lymph node other, correlate with thymus findings 


on slide 22.  Lymph node is not on the slide.


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31773
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 748

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Ileum; Jejunum; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Sternum; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31774
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 29 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 83/580
TBW(g): 574

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Broken skin; tail, distal end;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


single, up to 10 mm2; dark red; collected
minimal

Spleen: Large; entire; present; collected/47 x 11 x
Death Comment: Inflammation; Present


7 mm


Eye: Atrophy, retina; slight


Heart: Cardiomyopathy, degenerative; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Inguinal: BOTH MISSING


Pancreas: Alteration, basophilic; slight


Pancreas: Hyperplasia, islet cell; slight


Prostate: Inflammation, chronic‑active; slight


Skin/Subcutis: Erosion/ulcer; moderate


Skin/Subcutis: Inflammation, chronic‑active; marked


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31774
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 29 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 83/580
TBW(g): 574

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Sternum; 

   Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Kidney; Lung; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Parathyroid; Pituitary; Seminal Vesicle; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31775
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 617

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Bone, Other: Large; tarsal, left; present;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected/20 x 10 x 10 mm, (right is 10 x 5 x 5 
slight


mm)

Foot/Footpad: Scab; hind, bilateral; single, up to
Adrenal, Cortex: Hyperplasia; slight


10 mm2; red, tan; collected

Foot/Footpad: Sore; hind, left; single, up to 10
Bone, Other: BOTH MISSING


mm2; red, tan; collected

Lymph Node, Other: Large; popliteal, left; present;
Death Comment: Scheduled sacrifice; Present


collected

Skin/Subcutis: Raised area; tail, mid region;
Eye: Atrophy, retina; moderate


single, up to 5 mm3; wart‑like; collected


Foot/Footpad: Inflammation/hyperplasia; marked


Foot/Footpad: Ulcer; marked


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; moderate


Liver: Vacuolation, increased, hepatocyte; moderate


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Other: Hyperplasia, lymphocytes;


moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31775
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 617

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Prostate: Inflammation, chronic‑active; slight


Skin/Subcutis: B‑Papilloma, squamous cell;


incidental; number of occurrences:1


Thymus: Hyperplasia, epithelium; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Seminal Vesicle; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31776
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 04 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 102/708
TBW(g): 556

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Foot/Footpad: Sore; hind, left; single, over 10
Adrenal, Cortex: Hypertrophy; slight


mm2; dark red; collected

Liver: Discolored; lobes, all; multiple, up to 1
Brain: Compression, ventral; moderate


mm2; dark red; collected

Lung: Raised area; lobes, all; multiple, up to 2
Death Comment: Neoplasia, pituitary; Present


mm3; tan; collected

Pituitary: Mass; entire; single; red, tan;
Eye: Atrophy, retina; minimal


firm/lobulated; cut surface‑not required; 


collected/10 x 7 x 5 mm

Prostate: Small; entire; present; collected/20 x 10
Foot/Footpad: Inflammation/hyperplasia; moderate


x 5 mm

Seminal Vesicle: Small; bilateral; present;
Foot/Footpad: Ulcer; moderate


collected/each is 13 x 5 x 1 mm


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Lung: Infiltrate, macrophages, vacuolated; slight


Lung: Inflammation, mixed cell; minimal


Pancreas: Depletion, zymogen; slight


Pancreas: Hyperplasia, islet cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31776
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 04 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 102/708
TBW(g): 556

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Seminal Vesicle: Decreased secretion; minimal


Spleen: Thrombus; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Preputial 

   Gland; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; 

   Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Parathyroid; Prostate; Skin/Subcutis; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31777
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 676

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Stomach: Discolored; mucosa, glandular; multiple,
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


up to 2 mm2; dark red; collected
slight

Thyroid: Large; bilateral; collected/both are 7 x 3
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


x 3 mm


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thymus: Hyperplasia, lymphocyte; minimal


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:2


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, focal,  C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31777
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 676

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Prostate; 

   Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31778
Group/Subgroup: 3/1
Sex: M
Fate Status: Found Dead

Date of Fate: 03 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 88/615
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; entire; dark red;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
minimal

Brain: Depressed area; thalamus; single, up to 10
Brain: Compression, ventral; slight


mm3; collected

Lymph Node, Inguinal: Not identified; bilateral;
Death Comment: Neoplasia, pituitary; Present


possible remnants

Pituitary: Mass; entire; single; dark red; soft;
Heart: Cardiomyopathy, degenerative; slight


cut surface‑not required; collected/8 x 8 x 5 mm

Preputial Gland: Large; right; collected/10 x 6 x 2
Ileum: AUTOLYTIC, NOT READABLE


mm (left is 8 x 3 x 1 mm)


Lymph Node, Inguinal: BOTH MISSING


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Preputial Gland: Inflammation, chronic‑active;


slight; unilateral


Thyroid: Hyperplasia, follicular cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31778
Group/Subgroup: 3/1
Sex: M
Fate Status: Found Dead

Date of Fate: 03 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 88/615
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian Gland; 

   Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Mesenteric; Mammary 

   Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Prostate; Rectum; Seminal 

   Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Jejunum; Kidney; Liver; Lung; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31779
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 15 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 86/596
TBW(g): 638

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Sore; hind, left; single, up to 10
Death Comment: Inflammation; Present


mm2; dark red; collected

Foot/Footpad: Swollen; hind, left; present;
Eye: Atrophy, retina; slight


collected/left is 20 x 20 x 5mm (right is 10 x 5 


x 5mm)


Foot/Footpad: Inflammation/hyperplasia; marked


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Pancreas: Infiltrate, mononuclear cell; minimal


Parathyroid: Hyperplasia; slight


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31779
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 15 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 86/596
TBW(g): 638

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31780
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 26 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 92/638
TBW(g): 461

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 20
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/11 x 6 x 5 mm


Death Comment: Neoplasia, pituitary; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Kidney: Pyelonephritis; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Infiltrate, mononuclear cell; slight


Liver: Necrosis, hepatocyte; slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Pancreas: B‑Adenoma, islet cell; incidental; number


of occurrences:2


/One islet adenoma in in the pancreas adjacent to 


the duodenum on slide10. The other islet adenoma 


is on slide 12.


Pancreas: Hyperplasia, islet cell; moderate


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31780
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 26 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 92/638
TBW(g): 461

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spinal Cord: Degeneration, axon, increased; minimal


Spleen: Fibrosis, capsule; minimal


Stomach, Glandular: Erosion/ulcer; slight


/The finding is at the pylorus/duodenum junction.


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Seminal Vesicle; Skin/Subcutis; Sternum; Stomach, Nonglandular; Testis; Thymus; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31781
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 532

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Prostate: Discolored; proximal; multiple, up to 2
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; yellow; collected
minimal


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Vacuolation, increased, hepatocyte; minimal


Lung: Infiltrate, macrophages, vacuolated; slight


Lung: Inflammation, mixed cell; minimal


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Infiltrate, mononuclear cell; minimal


Prostate: Inflammation, chronic‑active; slight


Stomach, Glandular: Erosion/ulcer; minimal


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Cyst, follicle; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31781
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 532

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31782
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 14 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 99/687
TBW(g): 546

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lacrimal Gland: Discolored; bilateral; multiple, up
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


to 1 mm2; tan; collected
minimal


Death Comment: Undetermined; Present


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Dilatation, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Lacrimal Gland: Ectopic Harderian gland; slight


Lymph Node, Inguinal: BOTH MISSING


Pancreas: Hyperplasia, islet cell; moderate


Prostate: Inflammation, chronic‑active; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31782
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 14 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 99/687
TBW(g): 546

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Liver; Lung; Lymph Node, Mesenteric; Mammary Gland; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Parathyroid; Pituitary; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31783
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 73/511
TBW(g): 689

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Pituitary: Mass; entire; single; red, tan; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/10 x 6 x 5 mm

Stomach: Depressed area; mucosa, glandular; few, up
Death Comment: Neoplasia, pituitary; Present


to 2 mm3; brown; collected

Stomach: Depressed area; mucosa, nonglandular; few,
Harderian Gland: Hyperplasia; minimal


up to 2 mm3; brown; collected


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; slight;


periportal


Lymph Node, Inguinal: BOTH MISSING


Pancreas: Depletion, zymogen; slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; slight


Stomach, Nonglandular: Ulcer/erosion; slight; focal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31783
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 73/511
TBW(g): 689

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31784
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 543

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Sore; hind, left; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; dark red; collected
minimal

Liver: Discolored; lobes, all; multiple, up to 10
Death Comment: Scheduled sacrifice; Present


mm2; dark red; collected


Eye: Atrophy, retina; minimal


Foot/Footpad: Inflammation/hyperplasia; marked


Foot/Footpad: Ulcer; moderate


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pituitary: Hyperplasia; moderate


Thymus: Hyperplasia, lymphocyte; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31784
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 543

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Pancreas; Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31785
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 700

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thyroid: Large; right; collected/10 x 5 x 5 mm
Adrenal, Cortex: B‑Adenoma; incidental; number of


(left is 5 x 4 x 2 mm)
occurrences:1


Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Body, Whole/Cavity: B‑Hemangioma; incidental


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Inflammation, chronic; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; minimal


Thymus: Hyperplasia, epithelium; minimal


Thymus: Hyperplasia, lymphocyte; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31785
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 700

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal 

   Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31786
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 551

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Body, Whole/Cavity: B‑Hemangioma; incidental


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Cyst; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


severe


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: B‑Thymoma; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31786
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 551

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; 

   Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31787
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 686

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Colon: Parasite, nematode; Present


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; moderate


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Focus, cellular alteration, eosinophilic;


slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Parathyroid: B‑Adenoma; incidental; number of


occurrences:1


Pituitary: Hyperplasia; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31787
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 686

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Duodenum; Epididymis; Esophagus; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31788
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 708

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Stomach: Discolored; mucosa, glandular; multiple,
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


up to 1 mm2; red; collected
slight


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Mammary Gland: Cyst/ectasia with inflammation;


slight


/The finding is on slide 19.


Mammary Gland: TISSUE COMMENT: Mammary gland is on


slide 19.


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; slight


Stomach, Glandular: Hemorrhage; minimal


Stomach, Nonglandular: Hyperplasia, epithelium;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31788
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 708

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Testis; Thymus; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31789
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 707

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thymus: Not identified; entire; possible remnants
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Colon: Parasite, nematode; Present


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Angiectasis; moderate


Liver: Focus, cellular alteration, eosinophilic;


minimal


Liver: Infiltrate, mononuclear cell; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; minimal


Parathyroid: Hyperplasia; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; slight


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: TISSUE COMMENT: Thymus is on slide 9.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31789
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 707

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Duodenum; Epididymis; Esophagus; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31790
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 704

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Adrenal, Cortex: Hypertrophy; slight


Death Comment: Scheduled sacrifice; Present


Epididymis: Hypospermia; moderate; unilateral


Heart: Cardiomyopathy, degenerative; slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: Hyperplasia; slight


Prostate: Inflammation, chronic‑active; moderate


Testis: Atrophy/degeneration; moderate; unilateral


Thymus: MISSING


Thyroid: Hyperplasia, diffuse, C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31790
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 704

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31791
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 571

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Mass; ear, left; single; dark red,
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


tan; firm; cut surface‑not required; collected/9 
slight


x 9 x 9 mm


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; moderate


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Prostate: Inflammation, chronic‑active; minimal


Skin/Subcutis: B‑Adenoma, sebaceous; incidental;


number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31791
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 571

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Pituitary; Seminal Vesicle; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31792
Group/Subgroup: 3/1
Sex: M
Fate Status: Found Dead

Date of Fate: 17 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/659
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Large; bilateral; collected/each is 7 x 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


x 4 mm
slight

Foot/Footpad: Sore; hind, bilateral; single, up to
Brain: Compression, ventral; minimal


5 mm2; dark red; collected

Lung: Adhesion; lobe, right caudal; multiple; grey;
Death Comment: Neoplasia, skeletal; Present


fibrous; collected/lung mass adhered to 


surrounding pleura, rib cage, diaphragm, and 


right middle lobe, collected intact with mass

Lung: Mass; lobe, right caudal; single; dark red,
Foot/Footpad: Inflammation/hyperplasia; minimal


tan; firm/lobulated; cut surface‑same; 


collected/55 x 45 x 35 mm, extends to surrounding 


pleura, rib cage, diaphragm, and right middle 


lobe, collected intact

Lung: Raised area; lobes, all; multiple, up to 5
Ileum: AUTOLYTIC, NOT READABLE


mm3; tan; collected

Pituitary: Mass; entire; single; dark red, tan;
Liver: Hemorrhage, centrilobular; moderate


firm; cut surface‑not required; collected/6 x 5 x 


3 mm

Skin/Subcutis: Sore; lumbar, dorsal; single, over
Liver: Necrosis/degeneration, hepatocyte,


10 mm2; dark red; collected
centrilobular; slight


Liver: Vacuolation, increased, hepatocyte; moderate


Lung: X‑Osteosarcoma, metastatic, primary unknown;


fatal


Pancreas: Hyperplasia, islet cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31792
Group/Subgroup: 3/1
Sex: M
Fate Status: Found Dead

Date of Fate: 17 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/659
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; minimal


Skin/Subcutis: B‑Fibroma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Spleen: X‑Osteosarcoma, metastatic, primary


unknown; present


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; Sternum; Stomach; Testis; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31792
Group/Subgroup: 3/1
Sex: M
Fate Status: Found Dead

Date of Fate: 17 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/659
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Jejunum; Kidney; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31793
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 658

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Scaly skin; hind, bilateral;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


multiple, up to 5 mm2; tan; collected
slight

Foot/Footpad: Sore; hind, bilateral; few, up to 10
Adrenal, Cortex: Hypertrophy; moderate


mm2; dark red, tan; collected

Stomach: Discolored; mucosa, glandular; multiple,
Death Comment: Scheduled sacrifice; Present


up to 5 mm2; dark red; collected


Foot/Footpad: Inflammation/hyperplasia; moderate


Foot/Footpad: Ulcer; moderate


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Inflammation, vessel; slight


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; slight


Kidney: Nephropathy, chronic progressive; moderate


Kidney: Pyelonephritis; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


minimal


Liver: Vacuolation, increased, hepatocyte; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31793
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 658

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas: Inflammation, chronic; slight


/This finding is on slides 10 and 12.


Pituitary: Hyperplasia; slight


Prostate: Inflammation, chronic‑active; slight


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31794
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 12 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/624
TBW(g): 665

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Sore; hind, bilateral; single, up to
Adrenal, Medulla: B‑Pheochromocytoma; incidental;


10 mm2; red, dark red; collected
number of occurrences:1

Foot/Footpad: Swollen; hind, right; present;
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


collected/23 x 14 x 10 mm (left is 20 x 11 x 7 


mm)


Death Comment: Inflammation; Present


Eye: Atrophy, retina; slight


Foot/Footpad: Inflammation/hyperplasia; marked


/Only one section of footpad and skin containing 


the lower leg bones is on slide 22.


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Marrow, Sternum: Hyperplasia, myeloid; minimal


Pancreas: Hyperplasia, islet cell; slight


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31794
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 12 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/624
TBW(g): 665

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Liver; Lung; Lymph Node, Inguinal; Mammary Gland; Mandibular 

   Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; 

   Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31795
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 692

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Mass; lumbar, right; single; tan;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


firm; cut surface‑same; collected/25 x 20 x 10mm
minimal

Stomach: Discolored; mucosa, glandular; few, up to
Adrenal, Cortex: Hypertrophy; minimal


5 mm2; red; collected


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Infiltrate, mononuclear cell; slight


Lung: Hyperplasia, epithelium, alveolus; minimal


Lung: Infiltrate, macrophages, vacuolated; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Atrophy, acinar; minimal


Pancreas: Hyperplasia, islet cell; moderate


Pancreas: Infiltrate, mononuclear cell; minimal


Prostate: Inflammation, chronic‑active; minimal


Skin/Subcutis: B‑Keratoacanthoma; incidental;


number of occurrences:1


Stomach, Glandular: Hemorrhage; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31795
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 692

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Kidney; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Pituitary; Seminal Vesicle; Spinal Cord; Spleen; Sternum; Stomach, Nonglandular; 

   Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31796
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 651

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Stomach: Discolored; mucosa, glandular; multiple,
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


pinpoint; red; collected
minimal


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; moderate


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, basophilic;


slight


Lung: Infiltrate, macrophages, vacuolated; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; moderate


Pituitary: Hyperplasia; marked


Stomach, Glandular: Hemorrhage; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31796
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 651

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31797
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 542

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Atrophy, acinar; slight


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Infiltrate, mononuclear cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; minimal


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31797
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 542

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31798
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 02 Aug 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 75/522
TBW(g): 671

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lung: Discolored; lobes, all; multiple, up to 5
Death Comment: Inflammation; Present


mm2; dark red; collected


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Liver: Focus, cellular alteration, eosinophilic;


minimal


Lung: Hemorrhage; minimal; multifocal


Lung: Infiltrate, macrophages, vacuolated; slight;


multifocal; bronchioles


Pancreas: Hyperplasia, islet cell; minimal


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: Hemorrhage; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Trachea: Hemorrhage; slight


Trachea: Inflammation, acute; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31798
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 02 Aug 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 75/522
TBW(g): 671

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Heart; Ileum; Jejunum; Kidney; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Prostate; Seminal 

   Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; 

   Tongue; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31799
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 04 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 93/646
TBW(g): 660

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; entire; black;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
minimal

Kidney: Large; pelvis, bilateral; present; collected
Death Comment: Mesothelioma; Present

Lacrimal Gland: Discolored; bilateral; multiple, up
Heart: Cardiomyopathy, degenerative; slight


to 2 mm2; white; collected

Liver: Discolored; lobes, all; multiple, up to 2
Heart: M‑Atriocaval mesothelioma; fatal


mm2; dark red; collected

Liver: Large; lobes, all; present; collected
Kidney: Nephropathy, chronic progressive; minimal

Lung: Discolored; lobes, all; entire; dark red;
Lacrimal Gland: Ectopic Harderian gland; slight


collected

Lymph Node, Other: Discolored; mediastinal; entire;
Liver: Angiectasis; minimal


dark red, tan; collected

Lymph Node, Other: Large; mediastinal; present;
Liver: Focus, cellular alteration, basophilic;


collected
slight

Testis: Soft; bilateral; collected
Lung: N‑Atriocaval mesothelioma; present


Originating Finding: Heart, Atriocaval 


mesothelioma

Thoracic Cavity: Abnormal contents; entire; dark
Lymph Node, Other: N‑Atriocaval mesothelioma;


red; contains fluid
present


Originating Finding: Heart, Atriocaval 


mesothelioma

Thymus: Not identified; entire; possible
Pancreas: Hyperplasia, islet cell; minimal


remnants/due to large mediastinal lymph node


Prostate: Inflammation, chronic‑active; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31799
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 04 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 93/646
TBW(g): 660

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Testis: B‑Interstitial cell tumor; incidental;


number of occurrences:1


Thoracic Cavity: N‑Atriocaval mesothelioma; present


Originating Finding: Heart, Atriocaval 


mesothelioma


/Thoracic cavity contents are present on slide 8 


in the mediastinal adipose.


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Preputial 

   Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31799
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 04 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 93/646
TBW(g): 660

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31800
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 684

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Sore; hind, bilateral; single, up to
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


5 mm2; dark red; collected
minimal

Thymus: Not identified; entire; possible remnants
Adrenal, Cortex: Hypertrophy; moderate


Brain: M‑Malignant astrocytoma; incidental; number


of occurrences:1


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; moderate


Foot/Footpad: Inflammation/hyperplasia; moderate


Heart: Cardiomyopathy, degenerative; moderate


Kidney: Mineralization, pelvis; slight


Kidney: Nephropathy, chronic progressive; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: Hyperplasia; slight


Prostate: Inflammation, chronic‑active; minimal


Seminal Vesicle: Hyperplasia; moderate


Seminal Vesicle: Inflammation, chronic‑active;


moderate


Stomach, Glandular: Degeneration, muscle; slight


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31800
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 684

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Liver; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Nonglandular; Testis; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31801
Group/Subgroup: 3/1
Sex: M
Fate Status: Found Dead

Date of Fate: 21 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/663
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Cecum: Abnormal contents; lumen; black; solid
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal

Colon: Abnormal contents; lumen; brown; contains
Death Comment: Neoplasia, alimentary; Present


semifluid

Ileum: Abnormal contents; lumen; brown; contains
Heart: Cardiomyopathy, degenerative; slight


semifluid

Jejunum: Abnormal contents; lumen; brown; contains
Jejunum: M‑Schwannoma; fatal


semifluid

Jejunum: Mass; serosa, mid; single; dark red, tan;
Liver: Focus, cellular alteration, basophilic;


firm; cut surface‑same; collected/15 x 8 x 5 mm, 
slight


collected on routine section

Liver: Discolored; lobes, all; entire; tan;
Liver: Necrosis/degeneration, hepatocyte,


collected
centrilobular; marked

Mammary Gland, Male: Mass; thorax, left; single;
Lung: Granuloma; minimal


dark red, tan; firm; cut surface‑same; 


collected/25 x 20 x 15 mm

Rectum: Abnormal contents; lumen; black; solid
Mammary Gland: MISSING

Spleen: Large; entire; present; collected/50 x 13 x
Mammary Gland: TISSUE COMMENT: The lesion noted


8 mm
macroscopically as a mammary mass is a skin tumor 


on slide 14A.  Male mammary gland  is not 


present.

Stomach: Discolored; mucosa, glandular; multiple,
Marrow, Sternum: Hyperplasia, myeloid; minimal


up to 1 mm2; brown; collected


Pancreas: Hyperplasia, islet cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31801
Group/Subgroup: 3/1
Sex: M
Fate Status: Found Dead

Date of Fate: 21 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/663
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Prostate: Inflammation, chronic‑active; slight


Skin/Subcutis: B‑Fibroma; incidental; number of


occurrences:1


Skin/Subcutis: TISSUE COMMENT: Skin is present on


the slide with the fibroma.


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thymus: Hemorrhage; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian Gland; 

   Heart; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Preputial Gland; Prostate; Seminal 

   Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; 

   Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Kidney; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Pituitary; Seminal Vesicle; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31802
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 771

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Eye: Discolored; right; entire; white; collected
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate

Eye: Protruding; right; collected/protrudes 5 mm
Adrenal, Cortex: Hypertrophy; slight


from orbit

Thymus: Not identified; entire; possible remnants
Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Eye: Cataract; slight


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Vacuolation, increased, hepatocyte; slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Inflammation, vessel; slight


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Stomach, Glandular: Inflammation, vessel; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31802
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 771

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31803
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 662

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Other: Large; mediastinal; present;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
slight

Thymus: Not identified; entire; possible
Adrenal, Cortex: Hypertrophy; slight


remnants/collected intact with mediastinal lymph 


nodes

Thyroid: Large; left; collected/left is 7 x 7 x 7
Death Comment: Scheduled sacrifice; Present


mm (right is 5 x 3 x 3 mm)


Eye: Atrophy, retina; moderate


Harderian Gland: Hyperplasia; slight


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Cyst; moderate


Kidney: Nephropathy, chronic progressive; minimal


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Lymph Node, Other: TISSUE COMMENT: The finding


noted grossly as a large mediastinal lymph node 


is a thymus lesion.  Lymph node is not on slide 


8.


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pituitary: Hyperplasia; slight
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Table
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Animal Number: B31803
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 662

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Prostate: Inflammation, chronic‑active; minimal


Stomach, Glandular: Hemorrhage; minimal


Testis: B‑Interstitial cell tumor; incidental;


number of occurrences:1


Thymus: B‑Thymoma; incidental; number of


occurrences:1


/The finding noted grossly as a large mediastinal 


lymph node is a thymus lesion.  Lymph node is not 


on slide 8.


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Tongue; Trachea; Ureter; Urinary Bladder
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Animal Number: B31803
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 662

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Nonglandular; 

   Tongue; Trachea; Ureter; Urinary Bladder
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Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B31804
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 06 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 102/710
TBW(g): 505

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Sore; hind, left; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; red; collected
minimal

Foot/Footpad: Swollen; hind, left; present;
Adrenal, Cortex: Hypertrophy; moderate


collected/20 x 15 x 8 mm (right is 20 x 9 x 6 mm)

Lymph Node, Other: Large; iliac, external, left;
Body, Whole/Cavity: B‑Hemangioma; incidental


present; collected

Lymph Node, Other: Large; popliteal, left; present;
Death Comment: Inflammation; Present


collected

Seminal Vesicle: Small; bilateral; present;
Foot/Footpad: Inflammation/hyperplasia; moderate


collected/each is 16 x 12 x 3 mm

Skin/Subcutis: Raised area; naris, right; single,
Foot/Footpad: Ulcer; moderate


up to 2 mm3; red; wart‑like; collected


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; slight


Kidney: Pyelonephritis; slight


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Lung: Inflammation, mixed cell; minimal


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present
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Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B31804
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 06 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 102/710
TBW(g): 505

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Other: Hyperplasia, lymphocytes; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Inflammation, chronic; slight; focal; on


periphery


Prostate: Inflammation, chronic‑active; minimal


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Infiltrate, mononuclear cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Spinal Cord; Spleen; Sternum; Stomach; 

   Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder
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Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         
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Animal Number: B31804
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 06 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 102/710
TBW(g): 505

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary Gland; 

   Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Seminal 

   Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder
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Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31805
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 823

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Death Comment: Scheduled sacrifice; Present


GALT/Peyer's Patch: MISSING


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; moderate


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Vacuolation, increased, hepatocyte; slight


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; marked


Pituitary: Hyperplasia; moderate


Prostate: Inflammation, chronic‑active; slight


Stomach, Glandular: Hemorrhage; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight
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Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B31805
Group/Subgroup: 3/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 823

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; 

   Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Nonglandular; Testis; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder
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Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31806
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 28 May 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 66/456
TBW(g): 437

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Body, Whole/Cavity: M‑Histiocytic Sarcoma;


mm3; tan; collected
incidental

Pituitary: Mass; entire; single; dark red; firm;
Brain: Compression, ventral; slight


cut surface‑not required; collected/7 x 7 x 3 mm


Death Comment: Neoplasia, pituitary; Present


Duodenum: Ulcer; slight; focal


/The ulcer is on the proximal duodenum on the 


pyloric stomach section on slide 10.


Heart: Hyperplasia, endocardium; moderate


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Lymph Node, Mesenteric: C‑Hematopoietic neoplasm,


see body, whole for type; present


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; slight


Spinal Cord: Degeneration, axon, increased; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31806
Group/Subgroup: 3/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 28 May 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 66/456
TBW(g): 437

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Cecum; Colon; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Pancreas; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31816
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 31 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 88/612
TBW(g): 681

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Discolored; cerebrum, left; single, up to 5
Brain: M‑Meningeal sarcoma; fatal; number of


mm2; red; collected
occurrences:1

Lung: Discolored; lobes, all; multiple, up to 2
Death Comment: Neoplasia, nervous system; Present


mm2; white; collected

Lymph Node, Other: Large; mediastinal; present;
Heart: Cardiomyopathy, degenerative; slight


collected

Thymus: Not identified; entire; possible remnants
Kidney: Nephropathy, chronic progressive; minimal


Liver: Infiltrate, mononuclear cell; minimal


Liver: Necrosis, hepatocyte; minimal


Lung: Infiltrate, macrophages, vacuolated; slight


Lymph Node, Other: Hyperplasia, lymphocytes; slight


Pancreas: Atrophy, acinar; minimal


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Infiltrate, mononuclear cell; minimal


Prostate: Inflammation, chronic‑active; minimal


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31816
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 31 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 88/612
TBW(g): 681

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Seminal Vesicle; 

   Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31817
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 11 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 103/715
TBW(g): 948

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; right; single, up to 2 mm2;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


brown; collected
minimal

Kidney: Large; bilateral; present; collected/each
Death Comment: Inflammation; Present


is up to 25 x 15 x 10 mm

Lymph Node, Mesenteric: Discolored; few; entire;
Eye: Atrophy, retina; moderate


dark red; collected

Skin/Subcutis: Scab; tail, distal end; few, up to
Harderian Gland: Infiltrate, mononuclear cell;


10 mm2; red; collected
minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


moderate


Lung: Granuloma; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Inguinal: Hyperplasia, lymphocytes;


slight


Marrow, Sternum: Hyperplasia, myeloid; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: Erosion/ulcer; marked


Skin/Subcutis: Inflammation, chronic‑active; marked


Spleen: Hematopoiesis, extramedullary, increased;


slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31817
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 11 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 103/715
TBW(g): 948

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Liver; Lung; Lymph Node, Inguinal; Mammary 

   Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Preputial Gland; 

   Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; 

   Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Ileum; Jejunum; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Prostate; Seminal Vesicle; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31818
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 11 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 85/592
TBW(g): 459

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; tan; collected
minimal

Pituitary: Mass; entire; single; red; soft; cut
Brain: B‑Oligodendroglioma; fatal; number of


surface‑not required; collected/6 x 6 x 4 mm
occurrences:1


Brain: Compression, ventral; slight


Death Comment: Neoplasia, nervous system; Present


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; slight


Spinal Cord: Gliosis; minimal; focal; dorsal


funiculus white matter


/Gliosis is in the thoracic spinal cord.


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31818
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 11 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 85/592
TBW(g): 459

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Seminal Vesicle; Skin/

   Subcutis; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31819
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 767

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Raised area; hind, left; single, up
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


to 5 mm3; white; collected
minimal

Foot/Footpad: Scaly skin; hind, left; single, up to
Body, Whole/Cavity: M‑Lymphosarcoma; incidental


10 mm2; white; collected

Liver: Discolored; lobes, multiple; multiple, up to
Death Comment: Scheduled sacrifice; Present


5 mm2; dark red; collected

Skin/Subcutis: Mass; lumbar, left; single; dark
Eye: Atrophy, retina; moderate


red; wart‑like; cut surface‑same; collected/8 x 8 


x 5 mm

Stomach: Discolored; mucosa, glandular; multiple,
Foot/Footpad: Inflammation/hyperplasia; moderate


up to 5 mm2; white; collected


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; moderate


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


marked


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Mesenteric: Angiectasis; moderate


Mammary Gland: MISSING

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31819
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 767

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: Hyperplasia; moderate


Skin/Subcutis: B‑Keratoacanthoma; incidental;


number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: C‑Hematopoietic neoplasm, see body, whole


for type; present


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31819
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 767

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's Patch; 

   Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mandibular Salivary Gland; Marrow, Sternum; Nasal 

   Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Prostate; Seminal Vesicle; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31820
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 10 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/652
TBW(g): 524

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Seminal Vesicle: Small; bilateral; present;
Death Comment: Neoplasia, skin; Present


collected/18 x 7 x 3 mm

Skin/Subcutis: Mass; lumbar, left; single; tan;
Harderian Gland: Infiltrate, mononuclear cell;


firm; cut surface‑same; collected/30 x 21 x 15 mm
slight

Stomach: Discolored; mucosa, glandular; single,
Heart: Cardiomyopathy, degenerative; slight


pinpoint; red; collected

Thyroid: Large; right; collected/right is 10 x 6 x
Heart: Hyperplasia, endocardium; moderate


4 mm (left is 4 x 3 x 2 mm)


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; slight


Mammary Gland: MISSING


Marrow, Sternum: Hyperplasia, myeloid; minimal


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: Hyperplasia; slight


Prostate: Inflammation, chronic‑active; minimal


Skin/Subcutis: B‑Trichoepithelioma; fatal; number


of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31820
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 10 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/652
TBW(g): 524

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Spinal Cord; Spleen; Sternum; Testis; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Parathyroid; Seminal Vesicle; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31821
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 509

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Other: Discolored; pancreatic; entire;
Abdominal Cavity: Necrosis, fat; moderate


yellow; collected


Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate


Brain: B‑Granular cell tumor; incidental; number of


occurrences:1


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Heart: Cardiomyopathy, degenerative; slight


Liver: Degeneration, cystic; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Lymph Node, Other: TISSUE COMMENT: The macroscopic


finding of discolored pancreatic lymph node is a 


lesion in abdominal fat on slide 22.  See 


abdominal cavity for diagnosis.  Lymph node is 


not on slide 22.


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Atrophy, acinar; moderate


Pancreas: Hyperplasia, islet cell; slight


Prostate: Inflammation, chronic‑active; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31821
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 509

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, follicular cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Parathyroid; Pituitary; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31822
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 567

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; right; single, up to 2 mm2;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


dark red; collected
minimal

Foot/Footpad: Scab; hind, bilateral; multiple, up
Body, Whole/Cavity: B‑Hemangioma; incidental


to 5 mm2; red; collected

Stomach: Discolored; mucosa, glandular; single, up
Death Comment: Scheduled sacrifice; Present


to 5 mm2; white; collected


Foot/Footpad: Inflammation/hyperplasia; slight


Harderian Gland: Hyperplasia; slight


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; minimal


Parathyroid: B‑Adenoma; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31822
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 567

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary Gland; Marrow, 

   Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pituitary; Prostate; Seminal Vesicle; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31823
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 521

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Lacrimal Gland: Discolored; bilateral; entire; red,
Adrenal, Cortex: Hyperplasia; slight


tan; collected

Liver: Discolored; lobes, all; multiple, up to 5
Brain: Compression, ventral; slight


mm2; dark red; collected

Pituitary: Mass; entire; single; dark red, tan;
Death Comment: Scheduled sacrifice; Present


soft; cut surface‑not required; collected/10 x 8 


x 5 mm


Eye: Atrophy, retina; slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Lacrimal Gland: Ectopic Harderian gland; moderate


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Cyst/ectasia with inflammation;


slight


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31823
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 521

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Prostate: Inflammation, chronic‑active; slight


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31824
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 30 Oct 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 36/246
TBW(g): 435

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Mesenteric: Discolored; entire; entire;
Body, Whole/Cavity: M‑Lymphosarcoma; fatal


dark red; collected

Lymph Node, Mesenteric: Large; entire; present;
Death Comment: Hematopoietic neoplasm; Present


collected

Lymph Node, Other: Discolored; mandibular,
GALT/Peyer's Patch: C‑Hematopoietic neoplasm, see


bilateral; entire; dark red; collected
body, whole for type; present

Lymph Node, Other: Discolored; mediastinal; entire;
Kidney: C‑Hematopoietic neoplasm, see body, whole


dark red; collected
for type; present

Lymph Node, Other: Discolored; pancreatic; entire;
Liver: C‑Hematopoietic neoplasm, see body, whole


dark red; collected
for type; present

Lymph Node, Other: Large; pancreatic; present;
Lymph Node, Inguinal: BOTH MISSING


collected

Spleen: Large; entire; present; collected/60 x 13 x
Lymph Node, Mesenteric: C‑Hematopoietic neoplasm,


5 mm
see body, whole for type; present

Stomach: Discolored; mucosa, glandular; multiple,
Lymph Node, Mesenteric: Erythrocytes, sinus,


pinpoint; black; collected
increased; slight


Lymph Node, Other: C‑Hematopoietic neoplasm, see


body, whole for type; present


Lymph Node, Other: Erythrocytes, sinus, increased;


slight


Marrow, Sternum: C‑Hematopoietic neoplasm, see


body, whole for type; present


Pancreas: Hyperplasia, islet cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31824
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 30 Oct 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 36/246
TBW(g): 435

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: C‑Hematopoietic neoplasm, see body, whole


for type; present


Thymus: C‑Hematopoietic neoplasm, see body, whole


for type; present


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; 

   Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Testis; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   Harderian Gland; Heart; Ileum; Jejunum; Lung; Mammary Gland; Mandibular Salivary Gland; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Prostate; 

   Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31825
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 17 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 82/568
TBW(g): 523

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Foot/Footpad: Sore; hind, bilateral; single, up to
Brain: Compression, ventral; slight


5 mm2; red; collected

Pituitary: Mass; entire; single; dark red; soft;
Death Comment: Neoplasia, pituitary; Present


cut surface‑not required; collected/10 x 9 x 8 mm

Thyroid: Large; right; collected/8 x 4 x 3 mm (left
Foot/Footpad: Inflammation/hyperplasia; slight


is 5 x 3 x 2 mm)
/one section of foot/footpad is on slide 22.


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Dilatation, pelvis; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Infiltrate, mononuclear cell; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; minimal


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31825
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 17 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 82/568
TBW(g): 523

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Pancreas; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31826
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 25 Jan 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 48/333
TBW(g): 533

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Bone, Other: TISSUE COMMENT: tail collected
Death Comment: Inflammation; Present

Skin/Subcutis: Sore; tail, distal end; single, up
Harderian Gland: Infiltrate, mononuclear cell;


to 5 mm2; red; collected
minimal


Kidney: Nephropathy, chronic progressive; minimal


Pancreas: Hyperplasia, islet cell; minimal


Skin/Subcutis: Inflammation, chronic‑active; marked


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Heart; Ileum; Jejunum; Liver; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Prostate; Seminal 

   Vesicle; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31827
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 02 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 92/644
TBW(g): 767

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Lacrimal Gland: Discolored; bilateral; multiple,
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


pinpoint; tan; collected

Pituitary: Mass; entire; single; dark red;
Brain: Compression, ventral; minimal


firm/lobulated; cut surface‑not required; 


collected/8 x 5 x 4 mm

Skin/Subcutis: Mass; lumbar, left; single; red,
Death Comment: Neoplasia, skin; Present


tan; firm/lobulated; cut surface‑same; 


collected/75 x 65 x 60 mm, portion collected

Spleen: Large; entire; present; collected/60 x 15 x
Heart: Cardiomyopathy, degenerative; moderate


7 mm


Kidney: Nephropathy, chronic progressive; minimal


Lacrimal Gland: Ectopic Harderian gland; slight


Liver: Hyperplasia, Kupffer cell; minimal


Liver: Infiltrate, mononuclear cell; slight


Liver: Mitosis, hepatocyte, increased; slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Pancreas: Hyperplasia, islet cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31827
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 02 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 92/644
TBW(g): 767

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; moderate


Skin/Subcutis: M‑Fibrosarcoma; fatal; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Sternum; Stomach; 

   Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31827
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 02 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 92/644
TBW(g): 767

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Mandibular Salivary Gland; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal 

   Vesicle; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; 

   Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31828
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 643

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; moderate


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; slight


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31828
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 643

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31829
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 577

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Scab; lumbar, dorsal; single, up to
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


5 mm2; red; collected
moderate


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; slight


Kidney: Mineralization, pelvis; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Infiltrate, mononuclear cell; minimal


Liver: Necrosis, hepatocyte; slight


Mammary Gland: MISSING


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Inflammation, chronic; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; moderate


Skin/Subcutis: Inflammation, chronic‑active;


moderate


Thymus: Hyperplasia, epithelium; slight


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31829
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 577

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Parathyroid; Seminal Vesicle; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31830
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 675

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Testis: Soft; right; collected
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


Death Comment: Scheduled sacrifice; Present


Epididymis: Hypospermia; moderate


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; slight


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Prostate: Inflammation, chronic‑active; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31830
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 675

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Testis: Atrophy/degeneration; moderate; unilateral


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Ileum; 

   Jejunum; Lymph Node, Inguinal; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Parathyroid; Pituitary; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31831
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 07 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/680
TBW(g): 429

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Mass; ear, left; single; dark red;
Brain: I‑Carcinoma; present


firm; cut surface‑same; collected/35 x 30 x 30 
Originating Finding: Skin/Subcutis, Carcinoma


mm, overlying skin has a dark red sore 14 x 6 mm 


collected intact with mass, some areas exuding 


dark red semifluid


Death Comment: Neoplasia, skin; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: Hyperplasia, islet cell; slight


Skin/Subcutis: M‑Carcinoma; fatal; number of


occurrences:1


/The mass is poorly differentiated but has 


minimal keratinizing squamous and sebaceous 


differentiation and is presumed to be a carcinoma 


of the auditory sebaceous glands (Zymbal's 


gland).


Spleen: Hematopoiesis, extramedullary, increased;


minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31831
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 07 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/680
TBW(g): 429

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Nonglandular: Inflammation,


chronic‑active; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, focal,  C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Prostate; Seminal Vesicle; Spinal Cord; 

   Sternum; Stomach, Glandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31832
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 661

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Scab; perianal; single, over 10 mm2;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


dark red; collected
minimal


Death Comment: Scheduled sacrifice; Present


Esophagus: Degeneration/regeneration, muscularis;


minimal


Heart: Cardiomyopathy, degenerative; slight


Ileum: Inflammation, chronic‑active; slight;


serosa, proximal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; moderate


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: Hyperplasia; moderate


Skin/Subcutis: B‑Keratoacanthoma; incidental;


number of occurrences:1


Thymus: Hyperplasia, epithelium; minimal


Thymus: Hyperplasia, lymphocyte; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31832
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 661

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:4


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Eye; GALT/

   Peyer's Patch; Harderian Gland; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Parathyroid; Prostate; Seminal Vesicle; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31833
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 547

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Large; left; collected/left is 5 x 5 x 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm (right is 3 x 3 x 3 mm)
minimal

Bone, Other: Raised area; skull cap; single, up to
Adrenal, Cortex: M‑Carcinoma; incidental; number of


5 mm3; white; collected
occurrences:1

Brain: Depressed area; cerebrum, right; single, up
Brain: Compression, ventral; minimal


to 5 mm3; collected

Jejunum: Raised area; mucosa, distal; single, up to
Death Comment: Scheduled sacrifice; Present


20 mm3; red; collected

Lacrimal Gland: Discolored; bilateral; multiple, up
Harderian Gland: Infiltrate, mononuclear cell;


to 2 mm2; white; collected
minimal

Liver: Discolored; lobes, multiple; multiple, up to
Heart: Cardiomyopathy, degenerative; slight


5 mm2; dark red; collected

Lymph Node, Inguinal: Large; left; present;
Jejunum: N‑Carcinoma; present


collected
Originating Finding: Adrenal, Cortex, Carcinoma

Skin/Subcutis: Mass; lumbar, dorsal; single; tan;
Kidney: Cyst; moderate


wart‑like; cut surface‑same; collected/8 x 8 x 3 


mm

Skin/Subcutis: Mass; lumbar, right; single;
Kidney: Mineralization, pelvis; minimal


multi‑colored; firm/lobulated; cut 


surface‑semifluid, tan; collected/20 x 15 x 10mm

Skin/Subcutis: Scab; lumbar, right; multiple, up to
Kidney: Nephropathy, chronic progressive; slight


5 mm2; red; collected/collected intact with mass# 


1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31833
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 547

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Stomach: Discolored; mucosa, glandular; multiple,
Lacrimal Gland: Ectopic Harderian gland; minimal


pinpoint; white; collected


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; slight


Lymph Node, Inguinal: Dilatation, sinus; slight


Lymph Node, Inguinal: Hyperplasia, lymphocytes;


slight


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Skin/Subcutis: B‑Adenoma, sebaceous; incidental;


number of occurrences:1


Skin/Subcutis: M‑Carcinoma, squamous cell;


incidental; number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: Hyperplasia, lymphocyte; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31833
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 547

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian Gland; 

   Heart; Ileum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Mesenteric; Mammary Gland, Male; 

   Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; 

   Seminal Vesicle; Spinal Cord; Spleen; Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; 

   Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Prostate; Seminal Vesicle; 

   Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31834
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 07 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/680
TBW(g): 605

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

ANIMAL COMMENT: entire right hind foot collected
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


due to limited use
minimal


Death Comment: Degeneration, peripheral nerve;


Present


/Pathology data of limited use of right leg, 


general debilitation, and sciatic nerve and 


muscle degeneration supports death comment of 


degeneration, peripheral nerve.


Eye: Atrophy, retina; moderate


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Dilatation, pelvis; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Cyst, biliary; slight


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, alveolus; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


moderate


/The findings are on slide 6W.


Nerve, Sciatic: Degeneration, axon, increased;


slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31834
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 07 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/680
TBW(g): 605

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas: Hyperplasia, acinar cell; moderate


Pancreas: Inflammation, chronic; minimal


Prostate: Hyperplasia; minimal


Prostate: Inflammation, chronic‑active; minimal


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Parathyroid; Pituitary; 

   Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31835
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 705

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Adrenal, Cortex: Hypertrophy; moderate


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; moderate


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Alteration, basophilic; slight


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Inflammation, chronic; slight


Parathyroid: Hyperplasia; slight


Pituitary: Hyperplasia; slight


Prostate: Inflammation, chronic‑active; slight


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:2


Thyroid: Hyperplasia, diffuse, C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31835
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 705

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, follicular cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31836
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 654

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobes, all; entire; red, tan;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
slight

Thyroid: Large; right; collected/5 x 5 x 4 mm (left
Death Comment: Scheduled sacrifice; Present


is 5 x 2 x 1 mm)


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; moderate


Liver: Focus, cellular alteration, basophilic;


slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Alteration, basophilic; minimal


Pancreas: Atrophy, acinar; slight


Pancreas: Hyperplasia, islet cell; slight


Parathyroid: Hyperplasia; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31836
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 654

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Prostate; Seminal 

   Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31837
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 16 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/658
TBW(g): 483

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Soft; entire; collected
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal

Liver: Raised area; lobe, right median; few, up to
Brain: B‑Oligodendroglioma; fatal; number of


5 mm3; tan; collected
occurrences:1

Lung: Discolored; lobes, all; multiple, up to 5
Death Comment: Neoplasia, nervous system; Present


mm2; tan; collected

Prostate: Small; entire; present; collected/21 x 10
Harderian Gland: Infiltrate, mononuclear cell;


x 5 mm
slight

Seminal Vesicle: Small; bilateral; present;
Heart: Cardiomyopathy, degenerative; slight


collected/each is 13 x 9 x 3 mm

ANIMAL COMMENT: entire right hind limb collected
Kidney: Nephropathy, chronic progressive; minimal


per clinical signs


Liver: Barbiturate lysis; moderate


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


marked


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Lung: Infiltrate, macrophages, alveolus; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: MISSING


Marrow, Sternum: Hyperplasia, myeloid; minimal


Seminal Vesicle: Decreased secretion; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31837
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 16 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/658
TBW(g): 483

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spinal Cord: Degeneration, axon, increased; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; 

   Preputial Gland; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Testis; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Prostate; Skin/Subcutis; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31838
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 652

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Alteration, basophilic; minimal


Pituitary: Hyperplasia; slight


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31838
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 652

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31839
Group/Subgroup: 4/1
Sex: M
Fate Status: Found Dead

Date of Fate: 30 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 83/581
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Abdominal Cavity: Abnormal contents; entire; dark
Adipose, White, Mesenteric: M‑Fibrosarcoma; fatal


red; contains fluid

Lymph Node, Mesenteric: Mass; entire; single; dark
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


red; cystic; cut surface‑fluid, clear; 
minimal


collected/80 x 50 x 40 mm, portion collected

Lymph Node, Other: Large; pancreatic; present;
Death Comment: Neoplasia, abdominal cavity; Present


collected/collected intact with pancreas and 


spleen

Seminal Vesicle: Small; bilateral; present;
Heart: Inflammation, vessel; slight


collected/both are 15 x 8 x 3 mm

ANIMAL COMMENT: all limbs collected entire per
Kidney: Nephropathy, chronic progressive; slight


clinical signs


Liver: Necrosis/degeneration, hepatocyte,


centrilobular; slight


Liver: Vacuolation, increased, hepatocyte; slight;


diffuse; centrilobular


Lymph Node, Mesenteric: N‑Sarcoma; present


Originating Finding: Adipose, White, Mesenteric, 


Fibrosarcoma


Lymph Node, Other: N‑Sarcoma; present


Originating Finding: Adipose, White, Mesenteric, 


Fibrosarcoma


Marrow, Sternum: Hyperplasia, erythroid; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31839
Group/Subgroup: 4/1
Sex: M
Fate Status: Found Dead

Date of Fate: 30 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 83/581
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas: N‑Sarcoma; present


Originating Finding: Adipose, White, Mesenteric, 


Fibrosarcoma


Pituitary: Hyperplasia; marked


Spleen: Fibrosis, capsule; moderate


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thyroid: Hyperplasia, diffuse, C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; 

   Preputial Gland; Prostate; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Testis; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; 

   Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31840
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 650

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lacrimal Gland: Discolored; bilateral; multiple,
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


pinpoint; white; collected
minimal

Skin/Subcutis: Discolored; foot, right hind;
Death Comment: Scheduled sacrifice; Present


single, up to 2 mm2; light red; collected

Testis: Large; right; present; collected/40 x 17 x
Harderian Gland: Hyperplasia; minimal


17 mm (left is 25 x 15 x 15 mm)


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Lacrimal Gland: Ectopic Harderian gland; moderate


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Vacuolation, increased, hepatocyte; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Inflammation, acute; minimal


Prostate: Inflammation, chronic‑active; minimal


Skin/Subcutis: Inflammation, chronic‑active; slight


Spleen: Hematopoiesis, extramedullary, increased;


slight


Testis: Atrophy/degeneration; minimal


Testis: Edema; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31840
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 650

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus: Hyperplasia, epithelium; slight


Thymus: Hyperplasia, lymphocyte; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Pituitary; Seminal Vesicle; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31841
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 07 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 89/619
TBW(g): 473

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Foot/Footpad: Scab; hind, right; single, up to 5
Brain: Compression, ventral; slight


mm2; red; collected

Pituitary: Mass; entire; single; dark red, tan;
Death Comment: Neoplasia, pituitary; Present


soft/lobulated; cut surface‑not required; 


collected/10 x 8 x 5 mm

Testis: Soft; bilateral; collected
Foot/Footpad: Inflammation/hyperplasia; moderate

Thyroid: Large; bilateral; collected/8 x 5 x 4 mm
Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31841
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 07 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 89/619
TBW(g): 473

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Pancreas; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31842
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 06 Aug 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 76/526
TBW(g): 619

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Brain: Compression, ventral; slight


mm3; collected

Kidney: Large; pelvis, right; present;
Death Comment: Neoplasia, pituitary; Present


collected/trimming comment

Pituitary: Mass; entire; single; dark red, tan;
Kidney: Dilatation, pelvis; moderate


soft; cut surface‑not required; collected/7 x 5 x 


5 mm

Skin/Subcutis: Scab; lumbar, left; single, up to 10
Kidney: Nephropathy, chronic progressive; minimal


mm2; red, tan; wart‑like; collected


Lymph Node, Inguinal: BOTH MISSING


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; fatal


Skin/Subcutis: B‑Keratoacanthoma; incidental;


number of occurrences:1


Stomach, Glandular: Cyst, squamous cell; moderate


Stomach, Glandular: Inflammation, granulomatous;


slight; focal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31842
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 06 Aug 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 76/526
TBW(g): 619

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Liver; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Preputial 

   Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; Sternum; Stomach; Testis; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Liver; Lung; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Parathyroid; Prostate; Seminal Vesicle; Spinal Cord; Spleen; Sternum; 

   Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31843
Group/Subgroup: 4/1
Sex: M
Fate Status: Found Dead

Date of Fate: 01 Apr 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 57/399
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Death Comment: Undetermined; Present


Eye: Atrophy, retina; slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Dilatation, pelvis; minimal


Liver: Infiltrate, mononuclear cell; minimal


Liver: Necrosis, hepatocyte; minimal; focal


Mammary Gland: MISSING


Pancreas: Alteration, basophilic; slight


Pancreas: Hyperplasia, islet cell; moderate


Parathyroid: Hyperplasia; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31843
Group/Subgroup: 4/1
Sex: M
Fate Status: Found Dead

Date of Fate: 01 Apr 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 57/399
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal 

   Turbinate; Nerve, Optic; Nerve, Sciatic; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; 

   Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Thyroid; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31844
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 06 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 102/710
TBW(g): 696

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Sore; hind, left; single, up to 10
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


mm2; red, tan; collected


Brain: TISSUE COMMENT: Normal pituicytes are on the


ventral brain surface.


Death Comment: Inflammation; Present


Foot/Footpad: Inflammation/hyperplasia; marked


Foot/Footpad: New bone formation; moderate


Foot/Footpad: Ulcer; marked


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; marked


Liver: Fibrosis/biliary hyperplasia; slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31844
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 06 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 102/710
TBW(g): 696

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31845
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 581

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lacrimal Gland: Discolored; bilateral; multiple, up
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


to 1 mm2; tan; collected
minimal

Liver: Raised area; lobe, right median; single, up
Adrenal, Medulla: Hyperplasia; moderate


to 2 mm3; tan; collected


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; moderate


Kidney: Nephropathy, chronic progressive; slight


Lacrimal Gland: Ectopic Harderian gland; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Lipidosis, tension; moderate


Lung: Infiltrate, macrophages, vacuolated; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Alteration, basophilic; minimal


Pancreas: Atrophy, acinar; slight


Pancreas: Hyperplasia, islet cell; slight


Skin/Subcutis: Inflammation, chronic‑active; minimal


/The finding is on the skin adjacent to the nasal 


turbinate section on slide 21.


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31845
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 581

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular 

   Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; 

   Pituitary; Prostate; Seminal Vesicle; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31846
Group/Subgroup: 4/1
Sex: M
Fate Status: Found Dead

Date of Fate: 15 Jun 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 68/474
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Cecum: AUTOLYTIC, NOT READABLE


Colon: Parasite, nematode; Present


Death Comment: Undetermined; Present


Eye: Atrophy, retina; slight


Jejunum: AUTOLYTIC, NOT READABLE


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: MISSING

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Duodenum; Epididymis; Esophagus; 

   GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Kidney; Liver; Lung; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31847
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 556

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Harderian Gland: Hyperplasia; minimal


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: Hyperplasia; moderate


Prostate: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; minimal


Seminal Vesicle: Hyperplasia; moderate


Testis: B‑Interstitial cell tumor; incidental;


number of occurrences:1


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31847
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 556

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Ileum; Jejunum; Liver; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31848
Group/Subgroup: 4/1
Sex: M
Fate Status: Found Dead

Date of Fate: 02 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 79/553
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Mass; ear, left; single; brown;
Death Comment: Undetermined; Present


wart‑like; cut surface‑same; collected/15 x 10 x 


8 mm


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; minimal


Liver: Infiltrate, mononuclear cell; minimal


Liver: Necrosis, hepatocyte; minimal; focal


Lung: Hemorrhage; minimal


Pancreas: Infiltrate, mononuclear cell; minimal


Skin/Subcutis: B‑Papilloma, squamous cell;


incidental; number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31848
Group/Subgroup: 4/1
Sex: M
Fate Status: Found Dead

Date of Fate: 02 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 79/553
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; 

   Esophagus; Eye; GALT/Peyer's Patch; Ileum; Jejunum; Kidney; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Prostate; Seminal Vesicle; 

   Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31849
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 487

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; moderate


Harderian Gland: Infiltrate, mononuclear cell;


slight


Harderian Gland: Inflammation, chronic‑active;


slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Pituitary: Hyperplasia; moderate


Prostate: Inflammation, chronic‑active; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31849
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 487

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; 

   Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31850
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 613

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Inflammation, granulomatous;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Infiltrate, mononuclear cell; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Atrophy, acinar; minimal


Pancreas: Hyperplasia, islet cell; minimal


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: MISSING


Thyroid: Hyperplasia, diffuse, C‑cell; moderate


Thyroid: Hyperplasia, focal,  C‑cell; slight


Thyroid: Infiltrate, mononuclear cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31850
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 613

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31851
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 547

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Large; left; collected/6 x 5 x 3 mm,
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


(right is 3 x 3 x 2 mm)
minimal

Liver: Discolored; lobes, multiple; multiple, up to
Adrenal, Cortex: M‑Carcinoma; incidental; number of


5 mm2; dark red; collected
occurrences:1


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; moderate


Kidney: Nephropathy, chronic progressive; minimal


Liver: Angiectasis; slight


Liver: Barbiturate lysis; slight


Liver: Degeneration, cystic; minimal


Liver: Infiltrate, mononuclear cell; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; marked


Pancreas: Infiltrate, mononuclear cell; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31851
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 547

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31852
Group/Subgroup: 4/1
Sex: M
Fate Status: Found Dead

Date of Fate: 22 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 104/726
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Lymph Node, Inguinal: Not identified; bilateral;
Brain: Compression, ventral; moderate


possible remnants

Pituitary: Mass; entire; single; dark red; soft;
Death Comment: Inflammation; Present


cut surface‑not required; collected/20 x 10 x 10 


mm

Prostate: Gelatinous; entire; brown, tan; collected
Heart: Cardiomyopathy, degenerative; moderate

Prostate: Large; entire; present; collected/35 x 30
Kidney: Hyperplasia, transitional cell; slight


x 10 mm

Prostate: Nodule; entire; green; semifirm; collected
Kidney: Nephropathy, chronic progressive; slight

Stomach: Depressed area; mucosa, nonglandular;
Kidney: Pyelonephritis; moderate


single, up to 10 mm3; tan; collected

Thymus: Not identified; entire; possible remnants
Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Lung: Infiltrate, macrophages, vacuolated; slight


Lymph Node, Inguinal: TISSUE COMMENT: Lymph node is


on slide 19.


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; minimal


Marrow, Sternum: Hyperplasia, myeloid; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31852
Group/Subgroup: 4/1
Sex: M
Fate Status: Found Dead

Date of Fate: 22 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 104/726
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas: Hyperplasia, acinar cell; slight


Pancreas: Hyperplasia, islet cell; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; marked


Seminal Vesicle: Decreased secretion; slight


Stomach, Nonglandular: Hyperplasia, epithelium;


slight


Stomach, Nonglandular: Inflammation,


chronic‑active; moderate


Stomach, Nonglandular: Ulcer/erosion; moderate


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Urinary Bladder: Hyperplasia, transitional cell;


marked


Urinary Bladder: Inflammation; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31852
Group/Subgroup: 4/1
Sex: M
Fate Status: Found Dead

Date of Fate: 22 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 104/726
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Mesenteric; 

   Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Preputial Gland; 

   Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Testis; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Testis; Thymus; Tongue; Trachea; Ureter

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31853
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 25 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 87/606
TBW(g): 595

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 2
Adrenal, Medulla: Infiltrate, mononuclear cell;


mm3; grey; collected
minimal

Liver: Discolored; lobe, left lateral; single, up
Brain: Compression, ventral; slight


to 5 mm2; dark red; collected

Pituitary: Mass; entire; single; dark red, tan;
Death Comment: Neoplasia, pituitary; Present


soft; cut surface‑not required; collected/10 x 10 


x 8 mm

Thyroid: Large; right; collected/15 x 10 x 10 mm
Eye: Atrophy, retina; slight


(left is 5 x 3 x 3 mm)


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Kidney: Pyelonephritis; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Inflammation, chronic; minimal


Parathyroid: MISSING


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; minimal


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31853
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 25 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 87/606
TBW(g): 595

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:3


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; slight


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31854
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 17 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 86/598
TBW(g): 548

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobes, all; multiple, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; dark red; collected
minimal

Lung: Discolored; lobes, all; multiple, up to 5
Body, Whole/Cavity: M‑Histiocytic Sarcoma; fatal


mm2; tan; collected

Spleen: Large; entire; present; collected/80 x 20 x
Brain: B‑Granular cell tumor; incidental; number of


10 mm
occurrences:1


Brain: C‑Hematopoietic neoplasm, see body, whole


for type; present


Brain: Gliosis; slight


Death Comment: Hematopoietic neoplasm; Present


Eye: Atrophy, retina; slight


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: C‑Hematopoietic neoplasm, see body, whole


for type; present


Liver: Focus, cellular alteration, basophilic;


minimal


Lung: C‑Hematopoietic neoplasm, see body, whole for


type; present


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: Hyperplasia, islet cell; minimal


Prostate: Inflammation, chronic‑active; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31854
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 17 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 86/598
TBW(g): 548

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/Peyer's Patch; Harderian 

   Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular 

   Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; 

   Pituitary; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31855
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 15 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/627
TBW(g): 715

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mandibular Salivary Gland: Mass; left; single; red,
Adrenal, Cortex: Hyperplasia; slight


tan; firm/lobulated; cut surface‑not required; 


collected/8 x 8 x 5 mm

Skin/Subcutis: Mass; lumbar, left; single; dark
Body, Whole/Cavity: M‑Hemangiosarcoma; fatal


red, tan; firm/lobulated; cut surface‑same; 


collected/40 x 30 x 15 mm, scab on overlying 


skin, red 10 x 10 mm, collected

Skin/Subcutis: Raised area; naris, right; single,
Death Comment: Neoplasm, vascular; Present


up to 2 mm3; tan; firm; collected


Harderian Gland: Hyperplasia; minimal


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Nephropathy, chronic progressive; moderate


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Mandibular Salivary Gland: M‑Carcinoma; incidental;


number of occurrences:1


Pancreas: Atrophy, acinar; minimal


Pancreas: Hyperplasia, islet cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31855
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 15 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/627
TBW(g): 715

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas: Inflammation, chronic; minimal


Prostate: Inflammation, chronic‑active; minimal


Skin/Subcutis: C‑Vascular neoplasm, see body, whole


for type; present


Spinal Cord: Degeneration, axon, increased; minimal


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Marrow, Femur; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; Pituitary; 

   Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; Sternum; Stomach; Testis; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; 

   Pituitary; Seminal Vesicle; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31856
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 694

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Eye: Discolored; left; entire; opaque; collected
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight

Eye: Protruding; entire; collected/8 mm from orbit
Adrenal, Cortex: Hypertrophy; slight


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; moderate


Eye: Cataract; moderate


Eye: Inflammation, chronic‑active; moderate; cornea


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; minimal


Lung: Infiltrate, macrophages, vacuolated; slight


Nerve, Optic: Degeneration, axon; slight


Pancreas: Hyperplasia, islet cell; moderate


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: Hyperplasia, epithelium; slight


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31856
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 694

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Sciatic; Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31857
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 727

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Cecum: Mass; serosa, proximal; single; tan; soft;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


cut surface‑same; collected/30 x 25 x 12mm
slight

Lacrimal Gland: Discolored; bilateral; entire;
Cecum: B‑Lipoma; incidental; number of occurrences:1


white; collected

Stomach: Discolored; mucosa, glandular; multiple,
Death Comment: Scheduled sacrifice; Present


up to 1 mm2; dark red; collected


Heart: Cardiomyopathy, degenerative; slight


Kidney: Dilatation, pelvis; slight


Kidney: Nephropathy, chronic progressive; slight


Lacrimal Gland: Ectopic Harderian gland; moderate


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; slight


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Pancreas: Atrophy, acinar; minimal


Pancreas: Hyperplasia, islet cell; moderate


Pituitary: Hyperplasia; slight


Prostate: Hyperplasia; minimal


Prostate: Inflammation, chronic‑active; minimal


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31857
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 727

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ureter: Hyperplasia, transitional cell; slight


Ureter: Inflammation; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31858
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 03 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 97/676
TBW(g): 463

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Other: Mass; mandibular, right; single;
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


red, tan; soft; cut surface‑semifluid, brown; 


collected/60 x 55 x 40 mm, overlaying skin has 


sore, single, over 10 mm2, red, dark red, 


collected

Seminal Vesicle: Small; bilateral; present;
Death Comment: Neoplasia, skin; Present


collected/both are 13 x 5 x 2 mm

Thyroid: Cyst; right; single, up to 5 mm3; brown;
Heart: Cardiomyopathy, degenerative; moderate


contains fluid; collected


Kidney: Pyelonephritis; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Lymph Node, Other: TISSUE COMMENT: The lesion noted


grossly as a lymph node other mass is a skin 


tumor on slide 22.  Lymph node is not present.  


See skin/subcutis for diagnosis.


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Seminal Vesicle: Decreased secretion; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31858
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 03 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 97/676
TBW(g): 463

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Skin/Subcutis: M‑Fibrosarcoma; fatal; number of


occurrences:1


/The lesion noted grossly as a lymph node other 


mass is a skin tumor on slide 22.  Lymph node is 


not present.


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31858
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 03 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 97/676
TBW(g): 463

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; 

   Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Prostate; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31859
Group/Subgroup: 4/1
Sex: M
Fate Status: Found Dead

Date of Fate: 05 Mar 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 54/372
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Cecum: AUTOLYTIC, NOT READABLE


Death Comment: Undetermined; Present


Duodenum: AUTOLYTIC, NOT READABLE


Ileum: AUTOLYTIC, NOT READABLE


Jejunum: AUTOLYTIC, NOT READABLE


Kidney: Mineralization, pelvis; minimal


Mammary Gland: MISSING


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Infiltrate, mononuclear cell; minimal


Spleen: Hematopoiesis, extramedullary, increased;


minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31859
Group/Subgroup: 4/1
Sex: M
Fate Status: Found Dead

Date of Fate: 05 Mar 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 54/372
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Colon; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Heart; Liver; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; Prostate; Seminal Vesicle; Skin/Subcutis; 

   Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31860
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 684

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobes, all; multiple, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; dark red; collected
slight

Skin/Subcutis: Mass; tail, mid region; single; red,
Death Comment: Scheduled sacrifice; Present


tan; wart‑like; cut surface‑not required; 


collected/6 x 5 x 4 mm


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Infiltrate, mononuclear cell; slight


Liver: Vacuolation, increased, hepatocyte; moderate


Pancreas: Hyperplasia, islet cell; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: B‑Papilloma, squamous cell;


incidental; number of occurrences:1


Thymus: B‑Thymoma; incidental; number of


occurrences:1


Thymus: Hyperplasia, epithelium; minimal


Thymus: Hyperplasia, lymphocyte; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31860
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 684

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Parathyroid; Prostate; Seminal Vesicle; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31861
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 623

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Mass; abdomen, left; single; tan;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


firm; cut surface‑same; collected/5 x 4 x 3 mm
slight


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Pancreas: Atrophy, acinar; slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; minimal


Skin/Subcutis: Inflammation, chronic‑active;


moderate


Spinal Cord: Degeneration, axon, increased; minimal


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31861
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 623

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; 

   Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31862
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 21 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 871

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Sore; hind, right; single, over 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; red, tan; collected
minimal

Foot/Footpad: Swollen; hind, right; present;
Body, Whole/Cavity: B‑Hemangioma; incidental


collected/right is 45 x 15 x 10 mm (left is 45 x 


8 x 5 mm)

Mammary Gland, Male: Mass; abdomen, mid; single;
Death Comment: Inflammation; Present


tan; friable; cut surface‑not required; 


collected/5 x 5 x 5 mm

Skin/Subcutis: Discolored; foot, right hind;
Foot/Footpad: Inflammation/hyperplasia; marked


single, over 10 mm2; black; collected

Thyroid: Large; right; collected/trimming comment:
Foot/Footpad: Ulcer; marked


right is 9 x 5 x 4 mm (left is 5 x 3 x 2 mm)


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; moderate


Kidney: Nephropathy, chronic progressive; slight


Kidney: Pyelonephritis; moderate


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Focus, cellular alteration, eosinophilic;


slight


Lung: Infiltrate, macrophages, vacuolated; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31862
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 21 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 871

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland, Male: TISSUE COMMENT: The gross


finding described as a mammary mass is a skin 


tumor on slide 14A.  See skin/subcutis for 


diagnosis.


Marrow, Sternum: Hyperplasia, myeloid; slight


Nasal Turbinate: Inflammation; minimal


Pancreas: C‑Vascular neoplasm, see body, whole for


type; present


Pancreas: Hyperplasia, islet cell; marked


Pancreas: Inflammation, chronic; minimal


Parathyroid: MISSING


Pituitary: Cyst, craniopharyngeal; slight


Prostate: Hyperplasia; slight


Prostate: Inflammation, chronic‑active; slight


Skin/Subcutis: M‑Carcinoma, squamous cell;


incidental; number of occurrences:1


/The macroscopic finding of mammary mass is a 


skin tumor.


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:2


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31862
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 21 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 871

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Spinal Cord; Spleen; Sternum; 

   Stomach; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Muscle, Biceps Femoris; Nerve, Optic; Nerve, Sciatic; Seminal Vesicle; 

   Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31863
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 08 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 85/589
TBW(g): 584

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Scab; hind, right; single, up to 5
Body, Whole/Cavity: M‑Histiocytic Sarcoma; fatal


mm2; dark red; collected

Liver: Discolored; lobes, all; multiple, up to 10
Brain: Necrosis, gray matter; minimal; focal;


mm2; dark red, tan; collected
hippocampus

Liver: Large; lobes, all; present; collected
Death Comment: Hematopoietic neoplasm; Present

Lung: Discolored; lobes, all; multiple, up to 5
Foot/Footpad: Inflammation/hyperplasia; slight


mm2; dark red, tan; collected

Spleen: Large; entire; present; collected/65 x 10 x
Kidney: C‑Hematopoietic neoplasm, see body, whole


5mm
for type; present

Stomach: Discolored; mucosa, glandular; multiple,
Kidney: Hyaline droplet, tubule cell; slight


up to 2 mm2; dark red; collected


Kidney: Nephropathy, chronic progressive; slight


Liver: C‑Hematopoietic neoplasm, see body, whole


for type; present


Lung: C‑Hematopoietic neoplasm, see body, whole for


type; present


Lymph Node, Inguinal: BOTH MISSING


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; minimal


Marrow, Sternum: Hyperplasia, myeloid; minimal


Pancreas: C‑Hematopoietic neoplasm, see body, whole


for type; present


Pancreas: Hyperplasia, islet cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31863
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 08 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 85/589
TBW(g): 584

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


marked


Stomach, Glandular: Erosion/ulcer; minimal; focal


Thymus: C‑Hematopoietic neoplasm, see body, whole


for type; present


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; 

   Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Mammary Gland; Mandibular Salivary Gland; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Pituitary; 

   Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Nonglandular; Testis; 

   Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31864
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 660

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; moderate


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Prostate: Inflammation, chronic‑active; slight


Spinal Cord: Degeneration, axon, increased; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31864
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 660

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Seminal Vesicle; Skin/Subcutis; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31865
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 709

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobes, all; entire; red, tan;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
minimal

Thymus: Mass; entire; single; tan; firm; cut
Body, Whole/Cavity: M‑Lymphosarcoma; incidental


surface‑fluid, brown; collected/35 x 30 x 20 mm


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; moderate


Kidney: Nephropathy, chronic progressive; minimal


Liver: Angiectasis; slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thymus: B‑Thymoma; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31865
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 709

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary Gland; 

   Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Prostate; Seminal 

   Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Testis; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31866
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 619

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Pancreas: Alteration, basophilic; minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thymus: Hyperplasia, lymphocyte; slight


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31866
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 619

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; 

   GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Testis; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31867
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 675

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thymus: Not identified; entire; possible remnants
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31867
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 675

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Testis; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Epididymis; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Parathyroid; Prostate; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31868
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 737

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Epididymis: Cyst; bilateral; multiple, up to 5 mm3;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


tan; contains semifluid; collected
minimal

Testis: Cyst; bilateral; multiple, up to 5 mm3;
Body, Whole/Cavity: M‑Mesothelioma; incidental


tan; contains semifluid; collected

Thyroid: Large; right; collected/trimming comment:
Death Comment: Scheduled sacrifice; Present


11 x 7 x 3 mm (left is 6 x 4 x 2 mm)


Epididymis: C‑Mesothelioma, see body, whole; present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: Angiectasis; slight


Liver: Degeneration, cystic; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Necrosis, hepatocyte; minimal


Mammary Gland: MISSING


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Pituitary: Hyperplasia; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31868
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 737

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Prostate: Inflammation, chronic‑active; minimal


Spleen: Hematopoiesis, extramedullary, increased;


slight


Testis: C‑Mesothelioma, see body, whole; present


Thymus: C‑Mesothelioma, see body whole; present


/The finding is on slide 8W.


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:2


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; 

   Parathyroid; Pituitary; Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31868
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 737

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Ileum; 

   Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, 

   Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/

   Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31869
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 560

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Lung: Discolored; lobes, all; multiple, up to 2
Brain: Compression, ventral; slight


mm2; white; collected

Pituitary: Mass; entire; single; dark red; firm;
Death Comment: Scheduled sacrifice; Present


cut surface‑not required; collected/9 x 9 x 6 mm

Testis: Small; left; present; collected/23 x 11 x
Epididymis: Hypospermia; marked; unilateral


5mm (right is 25 x 15 x 10mm)

Testis: Soft; bilateral; collected
Heart: Cardiomyopathy, degenerative; slight

Thymus: Not identified; entire; possible remnants
Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Lung: Infiltrate, macrophages, vacuolated; moderate


Lung: Inflammation, mixed cell; slight


Lymph Node, Inguinal: BOTH MISSING


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; slight


Mammary Gland: Cyst/ectasia with inflammation;


slight


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31869
Group/Subgroup: 4/1
Sex: M
Fate Status: Terminal Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 560

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Prostate: Inflammation, chronic‑active; moderate


Spleen: Hematopoiesis, extramedullary, increased;


slight


Testis: Atrophy/degeneration; marked; unilateral


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:2


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31870
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 17 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/659
TBW(g): 501

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Liver: Rough surface; lobes, all; present; collected
Brain: Compression, ventral; slight

Pituitary: Mass; entire; single; red, tan;
Death Comment: Neoplasia, pituitary; Present


soft/lobulated; cut surface‑not required; 


collected/8 x 7 x 7 mm


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; moderate


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Necrosis, hepatocyte; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Prostate: Inflammation, chronic‑active; slight


Spinal Cord: Degeneration, axon, increased; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31870
Group/Subgroup: 4/1
Sex: M
Fate Status: Moribund Sacrifice

Date of Fate: 17 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/659
TBW(g): 501

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Male; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Pancreas; Parathyroid; 

   Preputial Gland; Prostate; Rectum; Seminal Vesicle; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Testis; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Epididymis; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Pancreas; Parathyroid; Seminal Vesicle; Skin/Subcutis; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Testis; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31880
Group/Subgroup: 1/1
Sex: F
Fate Status: Found Dead

Date of Fate: 06 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 97/678
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
marked

Mammary Gland, Female: Mass; abdomen, right;
Body, Whole/Cavity: B‑Hemangioma; incidental;


single; dark red, tan; firm; cut surface‑same; 
number of occurrences:1


collected/25 x 20 x 15 mm

Mammary Gland, Female: Mass; inguinal, right;
Brain: Compression, ventral; slight


single; red, tan; firm; cut surface‑not required; 


collected/15 x 10 x 5 mm

Pituitary: Mass; entire; single; red, tan; soft;
Cervix: Hyperplasia, epithelium; slight


cut surface‑not required; collected/10 x 6 x 5 mm

Thymus: Mass; aspect, left; single; dark red; soft;
Cervix: Lumen, exudate/debris; slight


cut surface‑not required; collected/10 x 8 x 5 mm


Death Comment: Neoplasia, pituitary; Present


GALT/Peyer's Patch: TISSUE COMMENT: GALT is present


in the duodenum on slide 10 and in the cecum on 


slide 11.


Heart: Cardiomyopathy, degenerative; slight


Jejunum: AUTOLYTIC, NOT READABLE


Liver: Angiectasis; slight


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


slight


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31880
Group/Subgroup: 1/1
Sex: F
Fate Status: Found Dead

Date of Fate: 06 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 97/678
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; marked


Mammary Gland: B‑Adenoma; incidental; number of


occurrences:1


/The mammary adenoma is on slide 14.


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:3


/Mammary carcinomas are on slides 14, 14A, and 


14B.


Parathyroid: B‑Adenoma; incidental; number of


occurrences:1


Parathyroid: Hyperplasia; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Pigment, increased; slight


Thymus: Hemorrhage; slight


Thymus: Hyperplasia, epithelium; slight


Thymus: Hyperplasia, lymphocyte; moderate


Thyroid: Cyst, follicle; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31880
Group/Subgroup: 1/1
Sex: F
Fate Status: Found Dead

Date of Fate: 06 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 97/678
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; 

   Ileum; Kidney; Lung; Lymph Node, Inguinal; Mandibular Salivary Gland; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Skin/

   Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31881
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 25 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 83/575
TBW(g): 295

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adipose, Other: Thickened; abdominal cavity;
Adipose, Other: N‑Carcinoma; present


collected/attached to greater curvature of 
Originating Finding: Urinary Bladder, Carcinoma, 


stomach
transitional cell

Kidney: Large; pelvis, bilateral; present; collected
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal

Lung: Discolored; lobes, all; multiple, up to 10
Death Comment: Neoplasia, reproductive/urinary;


mm2; black; collected
Present

Mammary Gland, Female: Cyst; multiple regions; few,
Eye: Atrophy, retina; slight


up to 5 mm3; white; contains semifluid; 


collected/ventral cervical and inguinal regions

Ureter: Large; entire, bilateral; up to 3 mm in
Kidney: Dilatation, pelvis; moderate


diameter; collected

Urinary Bladder: Thickened; entire; collected
Kidney: Dilatation, tubule(s); moderate

Uterus: Mass; horn, right; single; tan; firm; cut
Liver: Fibrosis/biliary hyperplasia; moderate


surface‑same; collected/35 x 15 x 15 mm, 


extending into cervix and vagina


Liver: Focus, cellular alteration, basophilic;


slight


Lung: N‑Carcinoma; present


Originating Finding: Urinary Bladder, Carcinoma, 


transitional cell


Lung: Thrombus; moderate


Lymph Node, Inguinal: BOTH MISSING

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B31881
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 25 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 83/575
TBW(g): 295

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; minimal


Marrow, Sternum: Hyperplasia, myeloid; minimal


Pancreas: N‑Carcinoma; present


Originating Finding: Urinary Bladder, Carcinoma, 


transitional cell


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Ureter: Dilatation; slight


Ureter: Inflammation; slight


Urinary Bladder: M‑Carcinoma, transitional cell;


fatal; number of occurrences:1


Uterus: N‑Carcinoma; present


Originating Finding: Urinary Bladder, Carcinoma, 


transitional cell

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B31881
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 25 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 83/575
TBW(g): 295

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Liver; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; 

   Thyroid; Tongue; Trachea; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31882
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 559

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adipose, Other: Mass; mesenteric; single; yellow;
Adipose, Other: Necrosis; moderate


firm; cut surface‑same; collected/17 x 10 x 10 mm

Mammary Gland, Female: Mass; inguinal, left; few;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


tan; firm; cut surface‑same; collected/mass 2A is 
marked


50 x 30 x 20 mm, mass 2B is 70 x 60 x 40 mm

Stomach: Discolored; mucosa, glandular; entire;
Adrenal, Cortex: Hypertrophy; slight


yellow; collected

Thymus: Cyst; aspect, right; single, up to 5 mm3;
Death Comment: Scheduled sacrifice; Present


tan; contains fluid; collected

Uterus: Mass; horn, left; single; tan; firm; cut
Eye: Atrophy, retina; moderate


surface‑not required; collected/2 x 1 x 1mm


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; slight


Liver: Vacuolation, increased, hepatocyte; slight


Lymph Node, Inguinal: BOTH MISSING
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Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B31882
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 559

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


Mammary Gland: Cyst/ectasia with inflammation;


slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Ovary: Cyst, parovarian; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:2


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: Hyperplasia, lymphocyte; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; slight


Uterus: M‑Carcinoma; incidental; number of


occurrences:1


/Cellular atypia and mass architecture warrants a 


diagnosis of neoplasia.  The mass is small and 


unilateral.


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31882
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 559

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Thyroid; 

   Tongue; Trachea; Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, 

   Sternum; Nasal Turbinate; Nerve, Optic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31883
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 25 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 83/575
TBW(g): 328

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; minimal


cut surface‑not required; collected/4 x 4 x 3 mm

Skin/Subcutis: Mass; abdomen, mid; single; red,
Death Comment: Neoplasia, mammary; Present


tan; firm; cut surface‑same; collected/50 x 30 x 


15 mm, portion collected

Thymus: Large; entire; collected/left aspect is 20
Heart: Cardiomyopathy, degenerative; slight


x 15 x 5 mm, right is 35 x 25 x25 mm


Heart: Hemorrhage; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Angiectasis; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Hematopoiesis, extramedullary; minimal


Lymph Node, Inguinal: Hyperplasia, lymphocytes;


minimal


Lymph Node, Mesenteric: Hyperplasia, lymphocytes;


moderate


Mammary Gland: M‑Carcinoma; fatal; number of


occurrences:1


Ovary: Hyperplasia, interstitial cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31883
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 25 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 83/575
TBW(g): 328

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas: Atrophy, acinar; marked


Pancreas: Inflammation, chronic; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: TISSUE COMMENT: The macroscopic skin


finding microscopically correlates with mammary 


carcinoma.


Spinal Cord: Degeneration, axon, increased; minimal


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: Hyperplasia, epithelium; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Spinal Cord; Spleen; Sternum; Stomach; Thyroid; 

   Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31883
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 25 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 83/575
TBW(g): 328

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Mandibular Salivary Gland; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Parathyroid; Skin/

   Subcutis; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary 

   Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31884
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 05 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 71/493
TBW(g): 318

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/15 x 10 x 5 


mm


Death Comment: Neoplasia, pituitary; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Angiectasis; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Vacuolation, increased, hepatocyte; slight


Pancreas: Depletion, zymogen; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Pigment, increased; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31884
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 05 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 71/493
TBW(g): 318

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; 

   Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31885
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 370

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Discolored; mid aspect; single, up to 2
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; dark red; collected
moderate

Thymus: Mass; entire; single; dark red, tan; firm;
Brain: Compression, ventral; minimal


cut surface‑same; collected/22 x 20 x 12 mm


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; moderate


Heart: Cardiomyopathy, degenerative; minimal


Liver: Angiectasis; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, eosinophilic;


minimal


Liver: Vacuolation, increased, hepatocyte; minimal


Mammary Gland: Hyperplasia; slight


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Pituitary: Hyperplasia; marked


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: B‑Thymoma; incidental; number of


occurrences:1


Thymus: Hemorrhage; moderate


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31885
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 370

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31886
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/667
TBW(g): 323

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; multiple, pinpoint;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


white; collected
moderate

Brain: Depressed area; thalamus; single, up to 10
Brain: Compression, ventral; slight


mm3; collected

Ovary: Cyst; bilateral; single, up to 10 mm3;
Cervix: Hyperplasia, epithelium; minimal


clear; contains fluid; collected

Pituitary: Mass; entire; single; multi‑colored;
Cervix: Lumen, exudate/debris; minimal


soft; cut surface‑not required; collected/6 x 6 x 


5 mm

Spleen: Large; entire; present; collected/60 x 15 x
Death Comment: Neoplasia, pituitary; Present


10 mm

Uterus: Cyst; horn, left; single, up to 5 mm3; tan;
Eye: Atrophy, retina; slight


contains semifluid; collected


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Hematopoiesis, extramedullary; slight


Liver: Infiltrate, mononuclear cell; slight


Liver: Necrosis/degeneration, hepatocyte,


centrilobular; slight


Mammary Gland: Cyst/ectasia with inflammation;


slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31886
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/667
TBW(g): 323

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: Hyperplasia; slight


Marrow, Sternum: Hyperplasia, myeloid; slight


Ovary: Cyst, parovarian; slight


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; 

   Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Sternum; Stomach; Thymus; Thyroid; 

   Tongue; Trachea; Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Esophagus; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31887
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 04 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 93/645
TBW(g): 359

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Cervix: Mass; entire; single; red, tan; firm; cut
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


surface‑same; collected/30 x 30 x 20mm, extends 
slight


into left uterine horn

Spleen: Large; entire; present; collected/65 x 20 x
Adrenal, Cortex: Hypertrophy; slight


5 mm

Uterus: Mass; horn, left; single; red, tan; firm;
Cervix: I‑Sarcoma; present


cut surface‑not required; collected/9 x 9 x 5 mm
Originating Finding: Uterus, Leiomyosarcoma

Vagina: Mass; mucosa, entire; single; red, tan;
Death Comment: Neoplasia, reproductive/urinary;


soft/lobulated; cut surface‑semifluid, clear; 
Present


collected/45 x 30 x 25mm, extending  into cervix, 


mass 1, portion collected

Vagina: Mass; entire; single; tan; firm; cut
Kidney: Hyperplasia, transitional cell; minimal


surface‑same; collected/30 x 30 x 20mm,mass A.


Kidney: Nephropathy, chronic progressive; minimal


Liver: Hematopoiesis, extramedullary; moderate


Mammary Gland: Hyperplasia; slight


Marrow, Sternum: Hyperplasia, myeloid; slight


Ovary: ONE OF THE PAIR IS MISSING


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Pituitary: Hyperplasia; slight


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31887
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 04 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 93/645
TBW(g): 359

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Uterus: M‑Leiomyosarcoma; fatal; number of


occurrences:1


Vagina: I‑Sarcoma; present


Originating Finding: Uterus, Leiomyosarcoma

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31888
Group/Subgroup: 1/1
Sex: F
Fate Status: Found Dead

Date of Fate: 11 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 81/561
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mammary Gland, Female: Mass; inguinal, left;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


single; red, tan; firm; cut surface‑same; 
moderate


collected/65 x 40  x 15 mm

Mammary Gland, Female: Mass; inguinal, right;
Colon: Parasite, nematode; Present


single; red, tan; firm/lobulated; cut 


surface‑same; collected/35 x 25 x 10 mm

Skin/Subcutis: Alopecia; limb, right front; few,
Death Comment: Neoplasia, mammary; Present


over 10 mm2; collected

Spleen: Large; entire; present; collected/55 x 10 x
GALT/Peyer's Patch: Necrosis, lymphocytes; minimal


5 mm

Stomach: Discolored; mucosa, glandular; multiple,
Harderian Gland: Infiltrate, mononuclear cell;


up to 2 mm2; red; collected
minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Hematopoiesis, extramedullary; minimal


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; slight


Lymph Node, Mesenteric: Necrosis, lymphocytes;


slight


Mammary Gland: B‑Fibroadenoma; fatal; number of


occurrences:2


Marrow, Sternum: Hyperplasia, erythroid; minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: Hyperplasia; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31888
Group/Subgroup: 1/1
Sex: F
Fate Status: Found Dead

Date of Fate: 11 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 81/561
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thymus: Necrosis, lymphocytes; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Pituitary; Rectum; Spinal Cord; Sternum; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Duodenum; Esophagus; Eye; Heart; 

   Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Mandibular Salivary Gland; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; 

   Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary 

   Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31889
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 550

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate


Brain: Compression, ventral; minimal


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: B‑Adenoma, hepatocellular; incidental;


number of occurrences:1


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Pancreas: B‑Adenoma, islet cell; incidental; number


of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31889
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 550

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas: Hyperplasia, islet cell; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; moderate


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Ovary; Oviduct; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31890
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 30 Aug 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 79/549
TBW(g): 331

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Mammary Gland, Female: Mass; abdomen, left; single;
Brain: Compression, ventral; slight


red, tan; firm; cut surface‑not required; 


collected/9 x 8 x 7 mm

Mammary Gland, Female: Thickened; ventral, entire;
Death Comment: Neoplasia, pituitary; Present


present; collected/collected on routine

Pituitary: Mass; entire; single; red, tan; soft;
Eye: Atrophy, retina; slight


cut surface‑not required; collected/7 x 4 x 4 mm

Stomach: Large; entire; present; collected/55 x 25
Harderian Gland: Infiltrate, mononuclear cell;


x 20 mm
slight

Stomach: Rough surface; mucosa, nonglandular;
Kidney: Hyperplasia, transitional cell; slight


present; collected


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Kidney: Pyelonephritis; slight


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Vacuolation, increased, hepatocyte; marked


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


/The thickened mammary gland correlates with 


hyperplasia on slide 14.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31890
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 30 Aug 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 79/549
TBW(g): 331

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


/The mammary carcinoma is on slide 14A.


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Inflammation, chronic; minimal


Parathyroid: MISSING


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spinal Cord: Degeneration, axon, increased; minimal


Stomach, Nonglandular: Hyperplasia, epithelium;


minimal


Stomach, Nonglandular: Inflammation,


chronic‑active; slight


Stomach, Nonglandular: Ulcer/erosion; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31890
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 30 Aug 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 79/549
TBW(g): 331

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Skin/Subcutis; Spleen; Sternum; Stomach, Glandular; Thymus; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31891
Group/Subgroup: 1/1
Sex: F
Fate Status: Found Dead

Date of Fate: 30 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 101/702
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Abdominal Cavity: Mass; posterior; single; dark
Abdominal Cavity: Hemorrhage; moderate


red; gelatinous; cut surface‑same; collected/30 x 


20 x 20 mm

Mammary Gland, Female: Mass; abdomen, right;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


single; dark red; firm; cut surface‑same; 
moderate


collected/20 x 15 x 15 mm

Pituitary: Mass; entire; single; tan; firm; cut
Death Comment: Neoplasia, pituitary; Present


surface‑not required; collected/5 x 5 x 5 mm


Heart: Cardiomyopathy, degenerative; moderate


Kidney: Hyperplasia, transitional cell; slight


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Lung: Infiltrate, macrophages, vacuolated; moderate


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Granuloma; marked


Marrow, Sternum: Hyperplasia, myeloid; slight


Ovary: Cyst, parovarian; moderate


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: Hyperplasia, lymphocyte; marked

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31891
Group/Subgroup: 1/1
Sex: F
Fate Status: Found Dead

Date of Fate: 30 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 101/702
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; moderate


Vagina: Exudate, lumen; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31892
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 372

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; multiple, pinpoint;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


multi‑colored; collected
moderate

Adrenal: Large; left; collected/left is 5 x 5 x 5
Adrenal, Cortex: M‑Carcinoma; incidental; number of


mm (right is 3 x 3 x 3 mm)
occurrences:1

Pituitary: Raised area; right aspect; single, up to
Death Comment: Scheduled sacrifice; Present


2 mm3; dark red; collected

Skin/Subcutis: Mass; inguinal, left; single; dark
Harderian Gland: Infiltrate, mononuclear cell;


red, tan; firm/lobulated; cut surface‑semifluid, 
minimal


dk red; collected/mass a, 25 x 25 x 20 mm

Skin/Subcutis: Mass; inguinal, right; single; dark
Heart: Cardiomyopathy, degenerative; minimal


red; firm/lobulated; cut surface‑fluid, tan; 


collected/35 x 20 x 15 mm

Stomach: Discolored; mucosa, glandular; single, up
Kidney: Hyperplasia, transitional cell; minimal


to 5 mm2; dark red; collected


Kidney: Mineralization, pelvis; minimal


Liver: Angiectasis; slight


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


severe


Liver: Infiltrate, mononuclear cell; slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31892
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 372

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:2


/The two skin lesions noted grossly are mammary 


tumors


Mammary Gland: TISSUE COMMENT: Mammary hyperplasia


and ectasia are also present on slide 19.


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Ovary: Cyst, parovarian; slight


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: TISSUE COMMENT: The two skin lesions


noted grossly are mammary tumors.  See mammary 


gland for diagnosis


Thymus: B‑Thymoma; incidental; number of


occurrences:1


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31892
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 372

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Pancreas; Parathyroid; Rectum; Spinal Cord; Spleen; Sternum; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Oviduct; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31893
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 27 Mar 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 57/393
TBW(g): 322

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/15 x 12 x 7 


mm


Death Comment: Neoplasia, pituitary; Present


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Vacuolation, increased, hepatocyte; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Vagina: Mucification, epithelium; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31893
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 27 Mar 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 57/393
TBW(g): 322

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Thyroid; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31894
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 380

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Mass; right aspect; single; dark red;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


soft/lobulated; cut surface‑not required; 
marked


collected/5 x 5 x 5 mm

Thyroid: Discolored; left; single, up to 2 mm2;
Death Comment: Scheduled sacrifice; Present


dark red; collected


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Ovary: Cyst, parovarian; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31894
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 380

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31895
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 20 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/661
TBW(g): 345

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; multiple, pinpoint;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


tan; collected
moderate

Brain: Depressed area; thalamus; single, up to 10
Brain: Compression, ventral; moderate


mm3; collected

Clitoral Gland: Discolored; left; single, up to 5
Cervix: Lumen, exudate/debris; minimal


mm2; green; collected

Mammary Gland, Female: Cyst; multiple regions;
Clitoral Gland: Inflammation/cyst; slight


multiple, up to 5 mm3; white; contains fluid; 


collected/collected on routine section

Pituitary: Mass; entire; single; dark red, tan;
Death Comment: Neoplasia, pituitary; Present


soft/lobulated; cut surface‑not required; 


collected/13 x 8 x 6 mm

Skin/Subcutis: Mass; lumbar, left; single; tan;
Harderian Gland: Hyperplasia; minimal


firm; cut surface‑same; collected/25 x 20 x 7 mm

ANIMAL COMMENT: entire right front limb collected
Heart: Cardiomyopathy, degenerative; minimal


per clinical signs


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Karyomegaly, hepatocyte; slight


Liver: Mitosis, hepatocyte, increased; minimal


Liver: Multinucleated hepatocyte, increased; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31895
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 20 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/661
TBW(g): 345

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


/The lesion noted grossly as a skin mass is a 


mammary tumor on slide 14A.  See Mammary gland 


for diagnosis.


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; slight


Marrow, Sternum: Hyperplasia, myeloid; slight


Ovary: Cyst, parovarian; slight


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thymus: Hyperplasia, epithelium; slight


Thymus: Hyperplasia, lymphocyte; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31895
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 20 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/661
TBW(g): 345

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian Gland; 

   Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Rectum; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary 

   Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Parathyroid; Skin/Subcutis; 

   Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary 

   Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31896
Group/Subgroup: 1/1
Sex: F
Fate Status: Accidental

Date of Fate: 03 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 71/491
TBW(g): 377

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Esophagus: Perforation; mid region; single, over 10
Death Comment: Accidental; Present


mm2; collected/77 mm of gavage needle found in 


esophagus

Skin/Subcutis: Scab; multiple regions; multiple, up
Esophagus: Degeneration/regeneration, muscularis;


to 5 mm2; dark red; collected/collected from 
marked


right shoulder, head rostrum and midline lumbar

Stomach: Discolored; mucosa, glandular; few, up to
Esophagus: Inflammation, chronic‑active; marked


5 mm2; white; collected

Thymus: Not identified; entire; possible remnants
Esophagus: Ulcer; marked


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Angiectasis; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: Hyperplasia; slight


Skin/Subcutis: Inflammation, chronic‑active; slight


Thymus: Inflammation, chronic‑active; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Trachea: Hyperplasia, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31896
Group/Subgroup: 1/1
Sex: F
Fate Status: Accidental

Date of Fate: 03 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 71/491
TBW(g): 377

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Trachea: Inflammation, acute; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Spinal Cord; Spleen; Sternum; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; 

   Eye; GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Spinal Cord; Spleen; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31897
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 356

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Mass; entire; single; dark red; firm;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


cut surface‑not required; collected/5 x 5 x 4 mm
moderate

Thymus: Mass; aspect, left; single; red, tan; firm;
Brain: Compression, ventral; minimal


cut surface‑not required; collected/10 x 10 x 6 


mm


Death Comment: Scheduled sacrifice; Present


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; slight


Liver: Multinucleated hepatocyte, increased; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Lung: Inflammation, mixed cell; minimal


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; moderate


Ovary: Hyperplasia, interstitial cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thymus: B‑Thymoma; incidental; number of


occurrences:1


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31897
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 356

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; 

   Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31898
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 390

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Hyperplasia, transitional cell; slight


Kidney: Mineralization, pelvis; slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: Hyperplasia, interstitial cell; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31898
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 390

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; 

   Pancreas; Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31899
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 342

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Mass; lobe, left median; single; dark red;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


soft; cut surface‑fluid, red; collected/20 x 18 x 
moderate


15 mm

Lymph Node, Other: Large; mediastinal; present;
Death Comment: Scheduled sacrifice; Present


collected/collected intact with possible remnants 


of thymus

Mammary Gland, Female: Mass; axilla, left; single;
Harderian Gland: Infiltrate, mononuclear cell;


tan; soft; cut surface‑same; collected/25 x 20 x 
minimal


15 mm

Thymus: Not identified; entire; possible
Heart: Cardiomyopathy, degenerative; minimal


remnants/collected intact with mediastinal lymph 


node


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; minimal


Liver: M‑Carcinoma, hepatocellular; incidental;


number of occurrences:1


Lymph Node, Other: TISSUE COMMENT: Slide 8 has


thymus only.  Lymph node is not present.


Mammary Gland: Cyst/ectasia with inflammation;


slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31899
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 342

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: Hyperplasia; slight


Ovary: Hyperplasia, interstitial cell; moderate


Pancreas: Atrophy, acinar; minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Pituitary: Hyperplasia; moderate


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: Hemorrhage; minimal


Thymus: Hyperplasia, epithelium; minimal


Thymus: Hyperplasia, lymphocyte; marked


/The macroscopic finding of large mediastinal 


lymph node is due to a thymus lesion.


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: B‑Polyp, endometrial stromal; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31899
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 342

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thyroid; 

   Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31900
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 25 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 83/575
TBW(g): 326

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/8 x 7 x 5 mm

Skin/Subcutis: Scab; lumbar, left; single, up to 5
Death Comment: Neoplasia, pituitary; Present


mm2; dark red, tan; collected

Uterus: Cyst; horn, left; few, up to 5 mm3; clear;
Harderian Gland: Infiltrate, mononuclear cell;


contains fluid; collected
slight


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Lymph Node, Inguinal: Hyperplasia, lymphocytes;


minimal


Nasal Turbinate: MISSING


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Skin/Subcutis: B‑Keratoacanthoma; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Uterus: Cyst; slight


Uterus: Hyperplasia, cystic endometrial; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31900
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 25 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 83/575
TBW(g): 326

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Spinal Cord; Spleen; Sternum; Stomach; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Liver; Lung; Lymph Node, Mesenteric; Mammary Gland; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Pancreas; Parathyroid; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31901
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/729
TBW(g): 395

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/5mm3

Skin/Subcutis: Sore; tail, distal end; single, over
Death Comment: Neoplasia, pituitary; Present


10 mm2; red; collected

Stomach: Abnormal contents; entire; dark red;
Eye: Atrophy, retina; slight


semifirm

ANIMAL COMMENT: entire tail collected
Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; slight


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Skin/Subcutis: Hemorrhage; minimal


/The findings are on slide 14A.


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: Hyperplasia, cystic endometrial; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31901
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/729
TBW(g): 395

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Vagina: Exudate, lumen; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Spinal Cord; Spleen; Sternum; Thymus; Thyroid; 

   Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31902
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 20 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/661
TBW(g): 491

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; multiple, pinpoint;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


tan; collected
slight

Pituitary: Discolored; left aspect; single, up to 2
Brain: Compression, ventral; minimal


mm2; dark red; collected

Skin/Subcutis: Mass; lip, upper; single; red, tan;
Death Comment: Neoplasia, reproductive/urinary;


wart‑like; cut surface‑not required; collected/5 
Present


x 5 x 4 mm

Stomach: Abnormal contents; lumen; dark red;
Heart: Cardiomyopathy, degenerative; minimal


contains semifluid

Uterus: Abnormal contents; horn, right; dark red;
Kidney: Nephropathy, chronic progressive; minimal


contains fluid; semisolid/semisolid is red and 


tan in color

Uterus: Cyst; horn, left; few, up to 5 mm3; clear;
Liver: Focus, cellular alteration, basophilic;


contains semifluid; collected
slight

Uterus: Large; horn, right; present; collected/115
Liver: Hematopoiesis, extramedullary; minimal


x 28 x 22 mm (left is 60 x 5 x 5 mm)


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Pituitary: Hyperplasia; slight


Skin/Subcutis: B‑Basal cell tumor; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31902
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 20 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/661
TBW(g): 491

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: M‑Carcinoma; fatal; number of occurrences:1


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Pancreas; Parathyroid; Rectum; Spinal Cord; Spleen; Sternum; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31903
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 505

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Cyst; moderate


Kidney: Hyperplasia, transitional cell; slight


Kidney: Mineralization, pelvis; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Focus, cellular alteration, eosinophilic;


marked


Liver: Infiltrate, mononuclear cell; slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Lung: Inflammation, mixed cell; minimal


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31903
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 505

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ovary: B‑Granulosa/theca cell tumor; incidental;


number of occurrences:2


Ovary: Cyst, parovarian; marked


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: Atrophy, acinar; slight


Pituitary: Hyperplasia; moderate


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Hyperplasia, focal,  C‑cell; moderate


Thyroid: Hyperplasia, follicular cell; minimal


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31903
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 505

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Mandibular Salivary Gland; 

   Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Parathyroid; Skin/

   Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31904
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 378

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/8 x 8 x 7 mm


Death Comment: Neoplasia, pituitary; Present


Eye: Atrophy, retina; slight


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Hyperplasia, transitional cell; slight


Kidney: Mineralization, pelvis; minimal


Kidney: Pyelonephritis; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Necrosis, hepatocyte; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31904
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 378

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Uterus: B‑Polyp, endometrial stromal; incidental;


number of occurrences:1


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31905
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 12 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 72/500
TBW(g): 325

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/9 x 7 x 5 mm


Death Comment: Neoplasia, pituitary; Present


Kidney: Mineralization, pelvis; minimal


Liver: Infiltrate, mononuclear cell; minimal


Liver: Necrosis, hepatocyte; minimal; focal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31905
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 12 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 72/500
TBW(g): 325

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31906
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 504

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mammary Gland, Female: Mass; axilla, right; single;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


tan; firm/lobulated; cut surface‑same; 
slight


collected/45 x 40 x 30mm


Adrenal, Cortex: Hypertrophy; slight


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Angiectasis; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Necrosis, hepatocyte; slight


Liver: Vacuolation, increased, hepatocyte; slight


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


Mammary Gland: Hyperplasia; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31906
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 504

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: Dilatation; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31907
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 28 May 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 65/455
TBW(g): 273

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; tan; collected
minimal

Pituitary: Mass; entire; single; dark red; firm;
Brain: Compression, ventral; minimal


cut surface‑not required; collected/7 x 5 x 3 mm


Death Comment: Neoplasia, pituitary; Present


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Focus, cellular alteration, eosinophilic;


minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31907
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 28 May 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 65/455
TBW(g): 273

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Thyroid; 

   Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31908
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 320

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thymus: Not identified; entire; possible remnants
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Dilatation, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Degeneration, cystic; slight


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: Cyst, parovarian; slight


Ovary: Hyperplasia, interstitial cell; moderate


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:2


Thymus: Hyperplasia, epithelium; slight


Thymus: Hyperplasia, lymphocyte; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31908
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 320

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: Dilatation; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31909
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 16 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 72/504
TBW(g): 362

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Liver: Discolored; lobes, all; multiple, up to 5
Brain: Compression, ventral; slight


mm2; dark red; collected

Lymph Node, Mesenteric: Large; entire; present;
Death Comment: Neoplasia, pituitary; Present


collected

Pituitary: Mass; entire; single; red, tan; soft;
Harderian Gland: B‑Adenoma; incidental; number of


cut surface‑not required; collected/7 x 6 x 4 mm
occurrences:1

Thymus: Large; entire; collected/18 x 7 x 3 mm
Heart: Cardiomyopathy, degenerative; slight


Liver: Congestion; minimal


Liver: Fibrosis/biliary hyperplasia; minimal;


multifocal; periportal (portal traid)


Liver: Infiltrate, mononuclear cell; minimal


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Stomach, Nonglandular: Ulcer/erosion; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31909
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 16 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 72/504
TBW(g): 362

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, 

   Inguinal; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31910
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 15 Apr 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 7/47
TBW(g): 203

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lung: Discolored; lobes, all; entire; dark red;
Death Comment: Inflammation; Present


collected


Lung: Hemorrhage; slight


Lung: Inflammation, acute; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Liver; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31911
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 382

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Small; bilateral; collected/both are 2 x 1
Adrenal, Cortex: Atrophy; marked


x 1mm

Pituitary: Discolored; entire; entire; dark red;
Death Comment: Scheduled sacrifice; Present


collected


Eye: Atrophy, retina; moderate


Harderian Gland: Infiltrate, mononuclear cell;


slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Infiltrate, mononuclear cell; slight


Liver: Multinucleated hepatocyte, increased; slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nerve, Optic: Atrophy; slight


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Pancreas: Inflammation, chronic; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thymus: Hyperplasia, epithelium; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31911
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 382

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Kidney; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Ovary; Oviduct; Parathyroid; 

   Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31912
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 271

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Large; bilateral; collected/each is, 7 x 4
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


x 3 mm
moderate

Brain: Depressed area; thalamus; single, up to 20
Brain: Compression, ventral; moderate


mm3; collected

Cervix: Large; entire; up to 15 mm in diameter;
Brain: I‑Carcinoma; present


collected
Originating Finding: Pituitary, Carcinoma

Lymph Node, Inguinal: Large; left; present;
Cervix: B‑Polyp, stromal; incidental; number of


collected
occurrences:1

Mammary Gland, Female: Mass; axilla, right; single;
Death Comment: Neoplasia, pituitary; Present


dark red, tan; firm/lobulated; cut surface‑fluid, 


dk red; collected/25 x 25 x 10 mm

Mammary Gland, Female: Mass; cervical, lateral,
Heart: Cardiomyopathy, degenerative; slight


right; single; dark red, tan; soft/lobulated; cut 


surface‑semifluid, brown; collected/20 x 20 x 10 


mm

Mammary Gland, Female: Thickened; ventral, entire;
Kidney: Hyperplasia, transitional cell; slight


present; tan; collected/collected on routine

Ovary: Cyst; right; single, up to 10 mm3; clear;
Kidney: Mineralization, pelvis; slight


contains fluid; collected

Pituitary: Mass; entire; single; dark red, tan;
Kidney: Nephropathy, chronic progressive; slight


soft/lobulated; cut surface‑not required; 


collected/13 x 8 x 5 mm

Stomach: Depressed area; mucosa, nonglandular;
Liver: Focus, cellular alteration, basophilic;


multiple, up to 10 mm3; brown; collected
marked

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31912
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 271

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Stomach: Thickened; entire; present; collected
Lymph Node, Inguinal: BOTH MISSING

Thyroid: Large; bilateral; collected/each is, 5 x 3
Mammary Gland: Cyst/ectasia with inflammation;


x 2 mm
slight

Uterus: Cyst; horn, bilateral; single, up to 20
Mammary Gland: M‑Carcinoma; incidental; number of


mm3; clear; contains fluid; collected
occurrences:3


/The gross observation of large inguinal lymph 


node is due to a mammary tumor.  See mammary 


gland for diagnosis.  The finding is on slide 19 


but lymph node is not present.


Ovary: Cyst, bursa; slight


Pituitary: M‑Carcinoma; fatal; number of


occurrences:1


Spleen: Pigment, increased; minimal


Stomach, Nonglandular: Hyperplasia, epithelium;


moderate


Stomach, Nonglandular: Inflammation,


chronic‑active; moderate


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: Hyperplasia, cystic endometrial; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31912
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 271

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31913
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 374

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adipose, Other: Mass; uterine, left; single;
Adipose, Other: Necrosis; moderate


yellow; firm; cut surface‑same; collected/15 x 10 


x 3 mm

Clitoral Gland: Mass; left; single; tan; firm; cut
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


surface‑not required; collected/3 x 3 x 3mm
moderate

Skin/Subcutis: Sore; foot, left hind; single, up to
Body, Whole/Cavity: B‑Hemangioma; incidental


5 mm2; red; collected

Thymus: Cyst; entire; single, up to 5 mm3; clear;
Cervix: Hyperplasia, epithelium; slight


contains fluid; collected

Uterus: Mass; horn, left; single; tan; firm; cut
Clitoral Gland: Inflammation/cyst; moderate


surface‑not required; collected/7 x 5 x 5mm


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; minimal


Heart: Cardiomyopathy, degenerative; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31913
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 374

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Skin/Subcutis: C‑Vascular neoplasm, see body, whole


for type; present


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: Cyst, increased; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: M‑Carcinoma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Spinal Cord; Spleen; Sternum; Stomach; Thyroid; 

   Tongue; Trachea; Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Esophagus; GALT/Peyer's Patch; Harderian Gland; 

   Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31914
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 398

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Mass; mid aspect; single; black; soft;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


cut surface‑not required; collected/3 x 3 x 1 mm
marked


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Degeneration, cystic; slight


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: Hyperplasia; moderate


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thymus: Cyst, increased; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31914
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 398

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31915
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 349

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
marked

Pituitary: Mass; entire; single; dark red; soft;
Adrenal, Medulla: ONE OF THE PAIR IS MISSING


cut surface‑not required; collected/8 x 7 x  5 mm


Brain: Compression, ventral; minimal


Death Comment: Neoplasia, pituitary; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Pigment, increased; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31915
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 349

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Vagina: Mucification, epithelium; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31916
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 07 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 102/710
TBW(g): 388

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mammary Gland, Female: Mass; abdomen, right;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


single; red, tan; firm/lobulated; cut 
moderate


surface‑same; collected/45 x 35 x 15mm, overlying 


skin scab, dark red, 10x 10mm.


Death Comment: Neoplasia, mammary; Present


Eye: Atrophy, retina; moderate


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; minimal


Mammary Gland: M‑Carcinoma; fatal; number of


occurrences:1


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: Inflammation, chronic; slight


Parathyroid: Hyperplasia; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31916
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 07 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 102/710
TBW(g): 388

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31917
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 317

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Pituitary: Mass; entire; single; red; firm; cut
Brain: Compression, ventral; moderate


surface‑not required; collected/10 x 10 x 10 mm


Death Comment: Scheduled sacrifice; Present


Esophagus: Degeneration/regeneration, muscularis;


minimal


Harderian Gland: Hyperplasia; minimal


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Hyperplasia, transitional cell; moderate


Kidney: Mineralization, pelvis; slight


Kidney: Pyelonephritis; slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nerve, Sciatic: Degeneration, axon, increased;


minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31917
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 317

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Uterus: Hyperplasia, cystic endometrial; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Eye; GALT/Peyer's Patch; 

   Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; 

   Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31918
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 409

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adipose, Other: Mass; kidney fat pad, left; single;
Adipose, Other: Necrosis; moderate


yellow; firm; cut surface‑not required; 


collected/7 x 5 x 3 mm

Mammary Gland, Female: Mass; axilla, left; single;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


tan; firm/lobulated; cut surface‑same; 
moderate


collected/30 x 25 x 15mm

Ovary: Cyst; bilateral; single, up to 10 mm3;
Death Comment: Scheduled sacrifice; Present


clear; contains fluid; collected/right is 8 x 8 x 


3mm, left is 6 x 4 x 4mm


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31918
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 409

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nerve, Sciatic: Degeneration, axon, increased;


slight


Ovary: Cyst, bursa; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thymus: Hyperplasia, epithelium; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adipose, White; Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; 

   Femur; GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; 

   Liver; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31918
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 409

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Oviduct; Pancreas; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31919
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 351

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Pituitary: Mass; entire; single; red, tan; firm;
Brain: Compression, ventral; minimal


cut surface‑not required; collected/5 x 5 x 5 mm

Skin/Subcutis: Mass; perianal; single;
Cervix: Hyperplasia, epithelium; slight


multi‑colored; soft; cut surface‑not required; 


collected/trimming comment: perineal area, 10 x 


10 x 10 mm


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Focus, cellular alteration, clear; slight


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: Cyst/ectasia with inflammation;


marked


/The macroscopic skin finding is a mammary 


lesion. See mammary gland for diagnosis.


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31919
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 351

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: TISSUE COMMENT: The macroscopic skin


finding is a mammary lesion. See mammary gland 


for diagnosis.  The finding is on slide 14A.


Thymus: Hyperplasia, epithelium; slight


Thymus: Hyperplasia, lymphocyte; slight


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; moderate


Uterus: Dilatation; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Spinal Cord; Spleen; Sternum; Stomach; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31919
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 351

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31920
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 337

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; multiple, pinpoint;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


multi‑colored; collected
minimal

Pituitary: Discolored; left aspect; single, up to 2
Adrenal, Medulla: B‑Pheochromocytoma; incidental;


mm2; grey; collected
number of occurrences:1


Cervix: M‑Carcinoma; incidental; number of


occurrences:1


Death Comment: Scheduled sacrifice; Present


Kidney: Hyperplasia, transitional cell; slight


Kidney: Mineralization, pelvis; slight


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Mammary Gland: Hyperplasia; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31920
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 337

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; 

   Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31921
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 19 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/630
TBW(g): 270

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Lacrimal Gland: Discolored; bilateral; entire;
Brain: Compression, ventral; slight


brown; collected

Lung: Discolored; lobes, all; multiple, up to 10
Death Comment: Neoplasia, pituitary; Present


mm2; dark red; collected

Mammary Gland, Female: Cyst; multiple regions; few,
GALT/Peyer's Patch: MISSING


up to 5 mm3; white; contains semifluid; 


collected/collected on routine section

Mammary Gland, Female: Thickened; ventral, entire;
Liver: Focus, cellular alteration, basophilic;


present; collected/collected on routine
slight

Pituitary: Mass; entire; single; dark red;
Lymph Node, Inguinal: BOTH MISSING


soft/lobulated; cut surface‑not required; 


collected/8 x 6 x 3 mm


Mammary Gland: Cyst/ectasia with inflammation;


moderate


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Exudate, lumen; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31921
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 19 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/630
TBW(g): 270

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Harderian 

   Gland; Heart; Ileum; Jejunum; Kidney; Lacrimal Gland; Lung; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31922
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 09 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 93/650
TBW(g): 392

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Mammary Gland, Female: Mass; axilla, right; single;
Brain: Compression, ventral; slight


red, tan; firm/lobulated; cut surface‑semifluid, 


tan; collected/15 x 10 x 6 mm

Mammary Gland, Female: Mass; pelvic, left; single;
Death Comment: Neoplasia, pituitary; Present


tan; firm/lobulated; cut surface‑semifluid, tan; 


collected/20 x 15 x 10 mm, Mass A

Pituitary: Mass; entire; single; dark red; soft;
Heart: Cardiomyopathy, degenerative; minimal


cut surface‑not required; collected/10 x 8 x 6 mm


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Mammary Gland: Cyst/ectasia with inflammation;


moderate


Mammary Gland: Hyperplasia; minimal


Pancreas: Depletion, zymogen; slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Pigment, increased; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31922
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 09 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 93/650
TBW(g): 392

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; 

   Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31923
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/667
TBW(g): 319

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mesentery: Large vessel; along colon; up to 5 mm in
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


diameter; dark red; collected
moderate

Thyroid: Large; right; collected/right is 6 x 4 x 3
Adrenal, Cortex: N‑Carcinoma; present


mm (left is 4 x 3 x 1 mm)
Originating Finding: Thyroid, Carcinoma, C‑cell


Adrenal, Medulla: ONE OF THE PAIR IS MISSING


Death Comment: Neoplasia, endocrine; Present


GALT/Peyer's Patch: TISSUE COMMENT: GALT is present


on slide 10.


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Hyperplasia, transitional cell; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Lung: N‑Carcinoma; present


Originating Finding: Thyroid, Carcinoma, C‑cell


Marrow, Sternum: Hyperplasia, myeloid; minimal


Mesentery: Hemorrhage; moderate


Pituitary: Hyperplasia; moderate


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: M‑Carcinoma, C‑cell; fatal; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31923
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/667
TBW(g): 319

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Vagina: Exudate, lumen; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31924
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 417

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Clitoral Gland: Not identified; bilateral; possible
Brain: Compression, ventral; slight


remnants/possible remnants collected intact with 


mass #3

Lung: Raised area; lobes, multiple; multiple, up to
Clitoral Gland: TISSUE COMMENT: Slide 14A is tissue


5 mm3; tan; firm; collected/trimming comment
from the left inguinal region and has mammary 


carcinoma tissue.  Clitoral gland is not present.

Mammary Gland, Female: Mass; abdomen, left; single;
Death Comment: Scheduled sacrifice; Present


red, tan; firm; cut surface‑same; collected/65 x 


45 x 30 mm, portion collected

Mammary Gland, Female: Mass; axilla, left; single;
Heart: Cardiomyopathy, degenerative; minimal


tan; firm; cut surface‑not required; collected/8 


x 8 x 8 mm

Mammary Gland, Female: Mass; cervical, ventral;
Kidney: Hyperplasia, transitional cell; minimal


single; red, tan; firm; cut surface‑same; 


collected/25 x 20 x 20 mm

Mammary Gland, Female: Mass; inguinal, left;
Kidney: Mineralization, pelvis; minimal


single; red, tan; firm/lobulated; cut 


surface‑same; collected/60 x 40 x 30 mm, portion 


collected

Pituitary: Mass; entire; single; red, tan; firm;
Kidney: Nephropathy, chronic progressive; minimal


cut surface‑not required; collected/10 x 8 x 8 mm

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
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Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31924
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 417

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Spleen: Large; entire; present; collected/50 x 10 x
Liver: Focus, cellular alteration, basophilic;


10 mm
severe


Liver: Vacuolation, increased, hepatocyte; slight


Lung: Infiltrate, macrophages, vacuolated; slight


Lung: N‑Carcinoma; present; number of occurrences:2


Originating Finding: Mammary Gland, Carcinoma


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Cyst/ectasia with inflammation;


moderate


Mammary Gland: Hyperplasia; slight


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:3


Mammary Gland: TISSUE COMMENT: Mammary mass number


3 from the left inguinal area is a carcinoma on 


slide 14A.  Mammary mass number 4 from the left 


abdomen is a carcinoma on slide 14C.  Mass number 


5 from the cervical area is a carcinoma on slide 


14D.   Mass number 6 from the left axilla is 


mammary ectasia and hyperplasia on slides 14 and 


14B.


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nerve, Sciatic: Degeneration, axon, increased;


minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31924
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 417

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ovary: B‑Granulosa/theca cell tumor; incidental;


number of occurrences:1


Pancreas: B‑Adenoma, islet cell; incidental; number


of occurrences:1


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spinal Cord: Degeneration, axon, increased; minimal


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: Hyperplasia, lymphocyte; slight


Uterus: Hyperplasia, cystic endometrial; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Rectum; Skin/Subcutis; Spinal Cord; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31924
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 417

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Oviduct; Parathyroid; Skin/Subcutis; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31925
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 389

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: B‑Adenoma; incidental; number of


occurrences:1


Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Lung: Inflammation, mixed cell; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pituitary: Hyperplasia; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31925
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 389

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31926
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 04 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 80/554
TBW(g): 428

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Sore; hind, bilateral; single, up to
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


5 mm2; red; collected
slight

Mammary Gland, Female: Mass; abdomen, left; single;
Adrenal, Cortex: Hypertrophy; slight


dark red; firm; cut surface‑fluid, dk red; 


collected/40 x 40 x 40 mm

Mammary Gland, Female: Mass; inguinal, left;
Body, Whole/Cavity: M‑Histiocytic Sarcoma; fatal


single; tan; firm; cut surface‑same; collected/50 


x 40 x 40 mm

Pituitary: Mass; entire; single; red; firm; cut
Death Comment: Hematopoietic neoplasm; Present


surface‑not required; collected/5 x 5  x 5 mm


Foot/Footpad: Inflammation/hyperplasia; moderate


Foot/Footpad: Ulcer; moderate


Heart: Cardiomyopathy, degenerative; moderate


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Kidney: Pigment, increased; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Mitosis, hepatocyte, increased; minimal


Mammary Gland: Abscess; marked


Mammary Gland: Cyst/ectasia with inflammation;


slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31926
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 04 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 80/554
TBW(g): 428

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: TISSUE COMMENT: The lesion note


grossly as an abdominal mammary mass is a skin 


tumor.  See skin for diagnosis.  The mass is on 


slide 14B.


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: C‑Hematopoietic neoplasm, see body,


whole for type; present


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31926
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 04 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 80/554
TBW(g): 428

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31927
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 408

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobes, multiple; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; tan; collected
slight


Adrenal, Cortex: Hyperplasia; slight


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Liver: B‑Adenoma, hepatocellular; incidental;


number of occurrences:1


Liver: Focus, cellular alteration, basophilic;


severe


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Infiltrate, mononuclear cell; slight


Liver: Pigment, increased; marked


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31927
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 408

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Pancreas; Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31928
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 23 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 87/603
TBW(g): 381

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Sore; thorax, dorsal; single,
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


linear, over 10 mm in length; dark red; collected
slight

Uterus: Cyst; horn, right; single, up to 20 mm3;
Adrenal, Cortex: Hypertrophy; minimal


dark red; contains fluid; collected


Death Comment: Neoplasia, skin; Present


Eye: Atrophy, retina; slight


GALT/Peyer's Patch: MISSING


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Pigment, increased; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: Hyperplasia; minimal


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: Alteration, basophilic; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: M‑Malignant schwannoma; fatal;


number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31928
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 23 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 87/603
TBW(g): 381

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Uterus: M‑Sarcoma, stromal; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Heart; 

   Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Spinal 

   Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary 

   Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31929
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 449

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Mass; entire; single; dark red; firm;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


cut surface‑not required; collected/5 x 5 x 5 mm
moderate


Brain: Compression, ventral; minimal


Cervix: Hyperplasia, epithelium; slight


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Hyperplasia; moderate


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Pancreas: Alteration, basophilic; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: Hyperplasia, lymphocyte; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31929
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 449

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; 

   Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary 

   Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31930
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 06 Feb 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 50/344
TBW(g): 337

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Uterus: Cyst; horn, bilateral; few, over 30 mm3;
Body, Whole/Cavity: M‑Histiocytic Sarcoma; fatal


multi‑colored; contains fluid; collected


Colon: C‑Hematopoietic neoplasm, see body, whole


for type; present


Death Comment: Neoplasia, reproductive/urinary;


Present


Liver: Hematopoiesis, extramedullary; minimal


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: C‑Hematopoietic neoplasm, see body, whole


for type; present


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Uterus: C‑Hematopoietic neoplasm, see body, whole


for type; present

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31930
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 06 Feb 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 50/344
TBW(g): 337

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Brain; Cecum; Cervix; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary 

   Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31931
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 335

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Mass; entire; single; red; firm; cut
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


surface‑not required; collected/5 x 5 x 5 mm
moderate


Adrenal, Cortex: Hypertrophy; slight


Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


Brain: B‑Granular cell tumor; incidental; number of


occurrences:1


Brain: Compression, ventral; minimal


Cervix: Lumen, exudate/debris; minimal


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Infiltrate, mononuclear cell; slight


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31931
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 335

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; 

   Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary Gland; Marrow, 

   Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; 

   Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31932
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 345

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mesentery: Mass; along colon; single; green; firm;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


cut surface‑granular, tan; collected/30 x 30 x 30 
slight


mm


Adrenal, Medulla: B‑Pheochromocytoma; incidental;


number of occurrences:1


Death Comment: Scheduled sacrifice; Present


GALT/Peyer's Patch: MISSING


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; slight


Mammary Gland: Hyperplasia; slight


/Mammary gland is on slide 19.


Mesentery: Inflammation; slight


Mesentery: Necrosis; moderate


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: Cyst, parovarian; slight


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Infiltrate, mononuclear cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31932
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 345

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:2


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: M‑Carcinoma; incidental; number of


occurrences:1


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Harderian Gland; 

   Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Parathyroid; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; 

   Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31933
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 389

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adipose, Other: Mass; mesenteric; single; dark red;
Adipose, Other: C‑Vascular neoplasm, see body,


firm; cut surface‑same; collected/15 x 10 x 10 mm
whole for type; present


/Amyloid is in the mass.

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; red; collected
moderate

Mammary Gland, Female: Mass; thorax, left; single;
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


dark red, tan; firm/lobulated; cut surface‑same; 


collected/33 x 25 x 15mm

Pituitary: Mass; entire; single; dark red; firm;
Body, Whole/Cavity: M‑Plasma cell tumor; incidental


cut surface‑not required; collected/7 x 3 x 3mm

Uterus: Cyst; horn, right; single, up to 10 mm3;
Brain: Compression, ventral; moderate


clear; contains fluid; collected


Brain: N‑Carcinoma; present


Originating Finding: Pituitary, Carcinoma


Death Comment: Scheduled sacrifice; Present


Duodenum: C‑Vascular neoplasm, see body, whole for


type; present


Heart: Cardiomyopathy, degenerative; slight


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Liver: Multinucleated hepatocyte, increased; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31933
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 389

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Inguinal: N‑Carcinoma; present


Originating Finding: Mammary Gland, Carcinoma


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; slight


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Pituitary: M‑Carcinoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: Hyperplasia, epithelium; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: Cyst; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31933
Group/Subgroup: 1/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 389

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Cecum; Cervix; Colon; Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; 

   Ileum; Jejunum; Kidney; Lung; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, 

   Optic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31934
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 28 Jun 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 70/486
TBW(g): 294

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Mammary Gland, Female: Mass; inguinal, right;
Brain: Compression, ventral; slight


single; dark red, tan; soft; cut 


surface‑granular, tan; collected/50 x 40 x 23 mm, 


overlying skin has a scab, 20 x 10 mm, black

Pituitary: Mass; entire; single; black; soft; cut
Death Comment: Neoplasia, pituitary; Present


surface‑not required; collected/7 x 4 x 3 mm

Spleen: Large; entire; present; collected/55 x 15 x
Kidney: Hyperplasia, transitional cell; slight


7 mm


Kidney: Mineralization, pelvis; minimal


Liver: Hematopoiesis, extramedullary; slight


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thyroid: Hyperplasia, focal,  C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31934
Group/Subgroup: 1/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 28 Jun 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 70/486
TBW(g): 294

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary 

   Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31938
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/667
TBW(g): 389

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Lymph Node, Inguinal: Large; left; present;
Brain: Compression, ventral; minimal


collected

Mammary Gland, Female: Mass; inguinal, left;
Death Comment: Neoplasia, mammary; Present


single; multi‑colored; soft/lobulated; cut 


surface‑same; collected/90 x 50 x 32 mm, 


overlaying skin has sore, single, over 20 mm2, 


red

Pituitary: Mass; entire; single; red, tan; soft;
Liver: Focus, cellular alteration, basophilic;


cut surface‑not required; collected/5 x 4 x 3 mm
marked

Uterus: Abnormal contents; horn, left; dark red;
Liver: Infiltrate, mononuclear cell; slight


semisolid


Liver: Necrosis, hepatocyte; slight


Lymph Node, Inguinal: Hyperplasia, lymphocytes;


slight


Mammary Gland: B‑Fibroadenoma; fatal; number of


occurrences:1


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31938
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/667
TBW(g): 389

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: Dilatation; marked


Uterus: Hemorrhage; moderate


Uterus: Inflammation, chronic‑active; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Lung; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31939
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 387

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Clitoral Gland: Not identified; bilateral; possible
Adrenal, Cortex: Hyperplasia; moderate


remnants

Lymph Node, Inguinal: Not identified; bilateral;
Brain: Compression, ventral; slight


possible remnants

Mammary Gland, Female: Mass; abdomen, right;
Death Comment: Scheduled sacrifice; Present


single; tan; firm; cut surface‑same; collected/50 


x 50 x 50 mm, portion collected

Mammary Gland, Female: Mass; inguinal, right;
Heart: Cardiomyopathy, degenerative; minimal


single; green; firm; cut surface‑same; 


collected/20 x 20 x 20 mm, portion collected

Pituitary: Mass; entire; single; red; firm; cut
Kidney: Mineralization, pelvis; minimal


surface‑not required; collected/5 x 5 x 5 mm


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Inguinal: TISSUE COMMENT: Lymph node is


on slide 19.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31939
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 387

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


/The finding is on slide 14A.


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; moderate


/Hyperplasia (mammary) is present on slides 12, 


14, and 19.


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


/The finding is on slide 14B.


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: Cyst, follicle; minimal


Pancreas: Atrophy, acinar; moderate


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31939
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 387

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; 

   Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31940
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 20 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 91/631
TBW(g): 333

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Lung: Discolored; lobes, all; multiple, up to 10
Brain: Compression, ventral; slight


mm2; dark red; collected

Mammary Gland, Female: Thickened; ventral, entire;
Death Comment: Neoplasia, pituitary; Present


present; collected/collected on routine

Pituitary: Mass; entire; single; dark red, tan;
Kidney: Hyperplasia, transitional cell; minimal


soft/lobulated; cut surface‑not required; 


collected/8 x 7 x 5 mm


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; slight


Kidney: Pyelonephritis; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: Hyperplasia; slight


Pancreas: Hyperplasia, islet cell; moderate


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Exudate, lumen; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31940
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 20 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 91/631
TBW(g): 333

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary 

   Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31941
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 06 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 89/617
TBW(g): 393

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; white; collected
slight

Liver: Abnormal shape; lobes, all; present;
Brain: Compression, ventral; moderate


collected

Lung: Discolored; lobes, all; single, up to 5 mm2;
Death Comment: Neoplasia, pituitary; Present


white; collected

Lymph Node, Other: Large; mediastinal; present;
Heart: Cardiomyopathy, degenerative; minimal


collected

Mammary Gland, Female: Mass; axilla, left; single;
Kidney: Dilatation, tubule(s); slight


dark red, tan; firm/lobulated; cut surface‑same; 


collected/70 x 60 x 30 mm, portion submitted

Pituitary: Mass; entire; single; dark red; soft;
Kidney: Hyperplasia, transitional cell; moderate


cut surface‑not required; collected/10 x 10 x 8 


mm

Thymus: Not identified; entire; possible
Kidney: Mineralization, pelvis; slight


remnants/due to size of mediastinal lymph nodes


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Liver: Mitosis, hepatocyte, increased; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31941
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 06 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 89/617
TBW(g): 393

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Other: TISSUE COMMENT: The macroscopic


finding of large mediastinal lymph node 


correlates with thymic lesions.  Mediastinal 


lymph node is not on slide 22.  Thymus tissue is 


present.


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


Mammary Gland: Cyst/ectasia with inflammation;


moderate


Mammary Gland: Hyperplasia; minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spinal Cord: Degeneration, axon, increased; minimal


Spleen: Pigment, increased; slight


Thymus: Hyperplasia, epithelium; moderate


Thymus: Hyperplasia, lymphocyte; marked


Thymus: TISSUE COMMENT: The macroscopic findings of


"not identified due to size and enlarged 


mediastinal lymph nodes" correlate with thymic 


lesions.  Mediastinal lymph node is not on slide 


08.  Thymus tissue is present.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31941
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 06 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 89/617
TBW(g): 393

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31942
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 20 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 91/631
TBW(g): 344

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Lymph Node, Other: Discolored; mediastinal; entire;
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


dark red; collected

Pituitary: Mass; anterior aspect, right; single;
Brain: Compression, ventral; slight


dark red; soft; cut surface‑not required; 


collected/7 x 6 x 3 mm


Death Comment: Neoplasia, pituitary; Present


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; moderate


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


slight


Lung: Infiltrate, macrophages, vacuolated; slight


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Lymph Node, Other: Erythrocytes, sinus, increased;


slight


Lymph Node, Other: Pigment; moderate


Mammary Gland: Hyperplasia; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31942
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 20 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 91/631
TBW(g): 344

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Pigment, increased; slight


Thymus: Hyperplasia, epithelium; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Uterus: B‑Polyp, endometrial stromal; incidental;


number of occurrences:1


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Ileum; 

   Jejunum; Lymph Node, Inguinal; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/

   Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31943
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/667
TBW(g): 402

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Mammary Gland, Female: Cyst; inguinal, bilateral;
Brain: Compression, ventral; minimal


multiple, up to 2 mm3; white; contains fluid; 


collected/collected with routine skin section

Mammary Gland, Female: Mass; abdomen, left; few;
Death Comment: Neoplasia, mammary; Present


multi‑colored; firm; cut surface‑same; 


collected/20 x 15 x 8 mm

Mammary Gland, Female: Mass; inguinal, right;
Heart: Cardiomyopathy, degenerative; minimal


single; multi‑colored; soft/lobulated; cut 


surface‑fluid, brown; collected/50 x 40 x 20 mm

Mammary Gland, Female: Mass; thorax, ventral;
Kidney: Mineralization, pelvis; minimal


single; multi‑colored; soft/lobulated; cut 


surface‑same; collected/25 x 24 x 12 mm

Mammary Gland, Female: Thickened; inguinal,
Liver: Focus, cellular alteration, basophilic;


bilateral; present; collected/collected with 
marked


routine skin section

Ovary: Cyst; right; single, up to 5 mm3; clear;
Lung: N‑Carcinoma; present


contains fluid; collected
Originating Finding: Mammary Gland, Carcinoma

Pituitary: Mass; mid aspect; single; multi‑colored;
Mammary Gland: Cyst/ectasia with inflammation;


soft; cut surface‑not required; collected/3 mm3
slight


Mammary Gland: M‑Carcinoma; fatal; number of


occurrences:3


Marrow, Sternum: Hyperplasia, myeloid; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31943
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/667
TBW(g): 402

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ovary: Cyst, bursa; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31944
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 332

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Pituitary: Mass; entire; single; dark red; firm;
Adrenal, Cortex: Hypertrophy; minimal


cut surface‑same; collected/15 x 15 x 15 mm


Brain: Compression, ventral; slight


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Hyperplasia; slight


Kidney: Cyst; moderate


Kidney: Nephropathy, chronic progressive; slight


Liver: Angiectasis; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Hematopoiesis, extramedullary; minimal


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; moderate


Mandibular Salivary Gland: M‑Sarcoma; incidental;


number of occurrences:1


Ovary: Hyperplasia, interstitial cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31944
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 332

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31945
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 453

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
marked

Mammary Gland, Female: Mass; axilla, right; single;
Brain: Compression, ventral; slight


tan; firm/lobulated; cut surface‑same; 


collected/90 x 70 x 35mm

Ovary: Cyst; bilateral; single, up to 10 mm3;
Death Comment: Scheduled sacrifice; Present


clear; contains fluid; collected/right is 10 x 5 


x 5mm, left is 5 x 3 x 3mm

Pituitary: Mass; entire; single; dark red; firm;
Eye: Atrophy, retina; slight


cut surface‑not required; collected/7 x 5 x 5mm


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; moderate


Kidney: Mineralization, pelvis; moderate


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, basophilic;


marked


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31945
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 453

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: Cyst, bursa; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; moderate


Uterus: Hyperplasia, cystic endometrial; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31945
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 453

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31946
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 04 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 80/554
TBW(g): 437

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Inguinal: Not identified; right;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


possible remnants/possibly collected intact with 
moderate


mass

Mammary Gland, Female: Mass; inguinal, right;
Cervix: M‑Carcinoma, squamous cell; incidental;


single; red, tan; soft/lobulated; cut 
number of occurrences:1


surface‑same; collected/90 x 80 x 60 mm, portion 
/The mass is well differentiated but exhibits 


collected
invasion.

Ovary: Cyst; bilateral; few, up to 20 mm3; clear;
Death Comment: Neoplasia, mammary; Present


contains fluid; collected


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


severe


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Pigment, increased; slight


Lymph Node, Inguinal: Hyperplasia, lymphocytes;


minimal


Mammary Gland: B‑Fibroadenoma; fatal; number of


occurrences:1


Mammary Gland: Cyst/ectasia with inflammation;


slight


Marrow, Sternum: Hyperplasia, myeloid; minimal


Ovary: Cyst, bursa; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31946
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 04 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 80/554
TBW(g): 437

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: Inflammation, chronic‑active; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Pituitary; 

   Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31947
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 413

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; multiple, pinpoint;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


multi‑colored; collected
minimal

Brain: Depressed area; thalamus; single, up to 5
Brain: Compression, ventral; minimal


mm3; collected

Liver: Discolored; lobes, multiple; multiple, up to
Cervix: Lumen, exudate/debris; slight


5 mm2; dark red; collected

Pituitary: Mass; entire; single; multi‑colored;
Death Comment: Scheduled sacrifice; Present


soft/lobulated; cut surface‑not required; 


collected/5 x 5 x 5 mm

Thymus: Mass; entire; single; tan; firm; cut
Kidney: Hyperplasia, transitional cell; slight


surface‑same; collected/35 x 35 x 15 mm


Kidney: Mineralization, pelvis; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Angiectasis; minimal


Liver: Fibrosis/biliary hyperplasia; marked


Liver: Focus, cellular alteration, basophilic;


severe


Liver: Infiltrate, mononuclear cell; slight


Mammary Gland: Cyst/ectasia with inflammation;


moderate


Mammary Gland: Hyperplasia; slight


Pancreas: Hyperplasia, islet cell; marked


Pituitary: B‑Adenoma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31947
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 413

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: B‑Thymoma; incidental; number of


occurrences:1


Thyroid: Infiltrate, mononuclear cell; minimal


Vagina: Exudate, lumen; slight


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thyroid; 

   Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31948
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 27 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 92/638
TBW(g): 283

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Large; bilateral; collected/7 x 5 x 4 mm
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


marked

Brain: Depressed area; thalamus; single, up to 10
Brain: Compression, ventral; slight


mm3; collected

Lymph Node, Inguinal: Not identified; bilateral;
Death Comment: Neoplasia, mammary; Present


possible remnants/due to thickened mammary

Mammary Gland, Female: Mass; axilla, left; single;
GALT/Peyer's Patch: MISSING


tan; firm; cut surface‑same; collected/15 x 10 x 


5 mm

Mammary Gland, Female: Mass; inguinal, left;
Heart: Cardiomyopathy, degenerative; moderate


single; red, tan; soft/lobulated; cut 


surface‑same; collected/54 x 30 x 10 mm

Mammary Gland, Female: Mass; thorax, ventral;
Kidney: Hyperplasia, transitional cell; slight


single; red, tan; firm; cut surface‑same; 


collected/54 x 50 x 20 mm

Mammary Gland, Female: Thickened; all regions;
Kidney: Mineralization, pelvis; slight


present; collected/collected from right inguinal 


intact with skin/subcutis due to mass

Pituitary: Mass; entire; single; dark red; soft;
Liver: Focus, cellular alteration, basophilic;


cut surface‑not required; collected/10 x 6 x 4 mm
marked

ANIMAL COMMENT: skin/subcutis collected from right
Liver: Infiltrate, mononuclear cell; minimal


inguinal due to mass


Liver: Necrosis, hepatocyte; minimal


Lung: Infiltrate, macrophages, vacuolated; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31948
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 27 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 92/638
TBW(g): 283

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


Mammary Gland: Cyst/ectasia with inflammation;


moderate


/Ectasia with inflammation and mammary 


hyperplasia is present on slides 14, 14A, 14B, 


and 14C.


Mammary Gland: Hyperplasia; moderate


Mammary Gland: M‑Carcinoma; fatal; number of


occurrences:2


/Thorax and axillary carcinomas are on slides 14B 


and 14C respectively.


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thymus: MISSING


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31948
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 27 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 92/638
TBW(g): 283

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary 

   Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Harderian 

   Gland; Ileum; Jejunum; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31949
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 503

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; entire; dark red;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
marked

Adrenal: Large; bilateral; collected/both are 6 x 6
Brain: Compression, ventral; moderate


x 6 mm

Brain: Depressed area; thalamus; single, up to 5
Clitoral Gland: M‑Carcinoma; incidental; number of


mm3; collected
occurrences:1

Clitoral Gland: Discolored; right; entire; dark
Death Comment: Neoplasia, mammary; Present


red; collected

Clitoral Gland: Large; right; collected/15 x 10 x 8
GALT/Peyer's Patch: MISSING


mm (left is 8 x 5 x 2 mm)

Lung: Discolored; lobes, all; multiple, pinpoint;
Heart: Cardiomyopathy, degenerative; slight


white; collected

Mammary Gland, Female: Mass; axilla, left; single;
Kidney: Hyperplasia, transitional cell; slight


dark red, tan; soft/lobulated; cut surface‑same; 


collected/60 x 60 x 30 mm, portion collected, 


sore on overlying skin collected intact, dark red 


15 x 10 mm

Mammary Gland, Female: Mass; inguinal, right;
Kidney: Mineralization, pelvis; minimal


single; dark red, tan; firm/lobulated; cut 


surface‑same; collected/35 x 30 x 20 mm

Pituitary: Mass; entire; single; dark red; soft;
Kidney: Nephropathy, chronic progressive; slight


cut surface‑not required; collected/8 x 7 x 7 mm


Liver: Focus, cellular alteration, basophilic;


moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31949
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 503

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lung: Infiltrate, macrophages, vacuolated; slight


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: B‑Fibroadenoma; fatal; number of


occurrences:1


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; minimal


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: Hyperplasia, islet cell; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B31949
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 503

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian Gland; 

   Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary 

   Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Harderian 

   Gland; Ileum; Jejunum; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Parathyroid; Skin/Subcutis; 

   Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
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Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31950
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 325

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thymus: Not identified; entire; possible remnants
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight

Uterus: Cyst; horn, right; single, up to 30 mm3;
Death Comment: Scheduled sacrifice; Present


red; contains fluid; collected


Heart: Cardiomyopathy, degenerative; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; slight


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Pituitary: Hyperplasia; slight


Thymus: Hyperplasia, lymphocyte; slight


Uterus: Cyst; marked

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31950
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 325

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thyroid; Tongue; Trachea; Ureter; 

   Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31951
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 300

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Large; bilateral; collected/10 x 10 x 10 mm
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


severe

Liver: Discolored; lobe, left lateral; single, up
Adrenal, Medulla: ONE OF THE PAIR IS MISSING


to 10 mm2; dark red; collected

Pituitary: Discolored; entire; entire; dark red;
Brain: Compression, ventral; minimal


collected


Cervix: Lumen, exudate/debris; minimal


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: Angiectasis; slight


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Infiltrate, mononuclear cell; slight


Liver: Vacuolation, increased, hepatocyte; marked


Lung: Infiltrate, macrophages, vacuolated; moderate


Lung: Inflammation, mixed cell; slight


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31951
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 300

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ovary: Cyst, parovarian; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: MISSING


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Cyst, follicle; moderate


Vagina: Exudate, lumen; minimal


Vagina: Mucification, epithelium; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31951
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 300

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, 

   Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Skin/

   Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31952
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 29 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 74/517
TBW(g): 374

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Large; bilateral; collected/4 x 4 x 4 mm
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal

Urinary Bladder: Not identified; entire; possible
Cervix: M‑Sarcoma, stromal; fatal; number of


remnants/possible remnants collected intact with 
occurrences:1


mass

Vagina: Mass; entire; single; dark red, tan;
Cervix: TISSUE COMMENT: The lesion noted grossly as


soft/lobulated; cut surface‑same; collected/85 x 
a vaginal mass is an invasive cervical stromal 


85 x 40 mm
sarcoma.


Death Comment: Neoplasia, reproductive/urinary;


Present


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Hematopoiesis, extramedullary; slight


Liver: Hyperplasia, Kupffer cell; slight


Liver: Mitosis, hepatocyte, increased; slight


Marrow, Sternum: Hyperplasia, myeloid; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Inflammation, chronic; slight


Pituitary: Hyperplasia; slight


Spinal Cord: Degeneration, axon, increased; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31952
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 29 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 74/517
TBW(g): 374

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Urinary Bladder: MISSING


Vagina: I‑Sarcoma; present


Originating Finding: Cervix, Sarcoma, stromal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Uterus

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Parathyroid; Skin/Subcutis; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; 

   Tongue; Trachea; Ureter; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31953
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 28 May 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 65/455
TBW(g): 334

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Vagina: Prolapsed; entire; single, over 10 mm in
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


length; dark red; collected
minimal


Cervix: B‑Polyp, stromal; fatal; number of


occurrences:1


Death Comment: Neoplasia, reproductive/urinary;


Present


Kidney: Cyst; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Pancreas: Infiltrate, mononuclear cell; minimal


Spleen: Hematopoiesis, extramedullary, increased;


slight


Vagina: TISSUE COMMENT: The macroscopic finding in


the vagina correlates with a polyp from the 


cervix.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31953
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 28 May 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 65/455
TBW(g): 334

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Thyroid; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31954
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 25 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 104/728
TBW(g): 352

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Lymph Node, Inguinal: Not identified; bilateral;
Brain: Compression, ventral; slight


possible remnants

Lymph Node, Other: Large; mediastinal; present;
Death Comment: Neoplasia, skin; Present


collected

Pituitary: Mass; entire; single; dark red;
Eye: Atrophy, retina; slight


soft/lobulated; cut surface‑not required; 


collected/10 x 7 x 7 mm

Skin/Subcutis: Mass; lumbar, left; single; red,
Harderian Gland: Infiltrate, mononuclear cell;


tan; soft; cut surface‑fluid, dk red; 
minimal


collected/80 x 60 x 35 mm

Thymus: Not identified; entire; possible
Heart: Cardiomyopathy, degenerative; slight


remnants/possible remnants collected intact with 


large mediastinal LN


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Hematopoiesis, extramedullary; slight


Liver: Necrosis/degeneration, hepatocyte,


centrilobular; slight


Liver: Vacuolation, increased, hepatocyte; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31954
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 25 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 104/728
TBW(g): 352

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Inguinal: TISSUE COMMENT: Lymph node is


on slide 19.


Lymph Node, Other: TISSUE COMMENT: Thymus is on


slide 22.  Lymph node is not present.


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; minimal


Marrow, Sternum: Hyperplasia, myeloid; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: Cyst, parovarian; moderate


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: Inflammation, chronic‑active; slight


/Inflammation is in the skin adjacent to nasal 


turbinates on slide 21.


Skin/Subcutis: M‑Malignant schwannoma; fatal;


number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thymus: Hyperplasia, epithelium; slight


Thymus: Hyperplasia, lymphocyte; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31954
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 25 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 104/728
TBW(g): 352

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus: TISSUE COMMENT: Thymus is on slide 22. 


Lymph node is not present.


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Exudate, lumen; slight


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Spinal Cord; Spleen; Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Parathyroid; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31955
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 384

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Lymph Node, Inguinal: BOTH MISSING


Pituitary: Hyperplasia; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31955
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 384

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31956
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 538

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Mass; entire; single; dark red;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


soft/lobulated; cut surface‑not required; 
moderate


collected/10 x 10 x 10 x mm

Thymus: Mass; entire; single; red; firm/lobulated;
Adrenal, Cortex: Hypertrophy; moderate


cut surface‑same; collected/10 x 10 x 10 mm


Adrenal, Medulla: Infiltrate, mononuclear cell;


minimal


Brain: Compression, ventral; slight


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Mammary Gland: Cyst/ectasia with inflammation;


moderate


Mammary Gland: Hyperplasia; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: Hyperplasia, lymphocyte; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31956
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 538

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Ileum; 

   Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31957
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 352

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thymus: Mass; entire; single; red, tan; firm; cut
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


surface‑same; collected/18 x 15 x 8 mm
minimal


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; slight


Lymph Node, Inguinal: BOTH MISSING


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Thymus: B‑Thymoma; incidental; number of


occurrences:1


Thymus: Hemorrhage; slight


Thyroid: Hyperplasia, focal,  C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31957
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 352

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31958
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 311

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Cervix: Discolored; entire; entire; dark red;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
moderate

Cervix: Large; entire; up to 10 mm in diameter;
Adrenal, Medulla: ONE OF THE PAIR IS MISSING


collected

Pituitary: Mass; entire; single; dark red; firm;
Cervix: Inflammation, chronic‑active; slight


cut surface‑not required; collected/5 x 5 x 5 mm

Uterus: Discolored; entire; entire; dark red;
Cervix: Lumen, exudate/debris; marked


collected


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Lung: Granuloma; minimal


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; slight


Ovary: Hyperplasia, interstitial cell; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31958
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 311

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Uterus: B‑Polyp, endometrial stromal; incidental;


number of occurrences:1


/The polyp has squamous 


hyperplasia/hyperkeratosis.


Uterus: Hyperplasia, endometrium; slight


Uterus: Lumen, debris, cellular; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Ileum; Jejunum; Kidney; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31959
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 362

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobes, multiple; multiple, up to
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


5 mm2; dark red; collected/collected on right 
moderate


median lobe


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Angiectasis; slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; slight


Lung: Granuloma; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Ovary: Hyperplasia, interstitial cell; minimal


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Infiltrate, mononuclear cell; minimal


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Cyst, follicle; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31959
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 362

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Oviduct; Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31960
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 469

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Other: Large; mediastinal; present;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
moderate

Thymus: Not identified; entire; possible
Death Comment: Scheduled sacrifice; Present


remnants/collected intact with mediastinal lymph 


nodes


GALT/Peyer's Patch: MISSING


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Inguinal: BOTH MISSING


Lymph Node, Other: TISSUE COMMENT: The gross


finding of large mediastinal lymph node is due to 


a thymus lesion.  Lymph node is not present on 


slide 8 and not examined.


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1
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Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31960
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 469

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus: Hyperplasia, epithelium; moderate


/The gross finding of large mediastinal lymph 


node is due to a thymus lesion.  Lymph node is 


not present on slide 8.


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; minimal


Uterus: B‑Polyp, endometrial stromal; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

   Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31961
Group/Subgroup: 2/1
Sex: F
Fate Status: Found Dead

Date of Fate: 02 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 101/705
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Abdominal Cavity: Mass; entire; single; dark red;
Abdominal Cavity: C‑Vascular neoplasm, see body,


gelatinous; cut surface‑fluid, dk red; 
whole for type; present


collected/70 x 70 x 60 mm

Ovary: Mass; left; single; dark red; firm; cut
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


surface‑not required; collected/10 x 10 x 10 mm
moderate

Oviduct: Not identified; left; possible remnants
Body, Whole/Cavity: M‑Hemangiosarcoma; fatal

Spleen: Large; entire; present; collected/65 x 15 x
Brain: Compression, ventral; minimal


10 mm

Thymus: Mass; entire; single; dark red; soft; cut
Death Comment: Neoplasm, vascular; Present


surface‑same; collected/15 x 10 x 10 mm


Eye: Rosette, retina; minimal


Heart: Cardiomyopathy, degenerative; moderate


Heart: Hemorrhage; slight


Liver: Angiectasis; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Hematopoiesis, extramedullary; minimal


Liver: Vacuolation, increased, hepatocyte; slight


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; moderate


Mammary Gland: Cyst/ectasia with inflammation;


moderate


Marrow, Sternum: Hyperplasia, myeloid; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31961
Group/Subgroup: 2/1
Sex: F
Fate Status: Found Dead

Date of Fate: 02 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 101/705
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ovary: C‑Vascular neoplasm, see body, whole for


type; present


Oviduct: ONE OF THE PAIR IS MISSING


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thymus: C‑Vascular neoplasm, see body, whole for


type; present


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: Cyst; moderate


Vagina: Exudate, lumen; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Sternum; Stomach; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31961
Group/Subgroup: 2/1
Sex: F
Fate Status: Found Dead

Date of Fate: 02 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 101/705
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's Patch; Harderian Gland; 

   Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Mandibular Salivary Gland; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Skin/

   Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; 

   Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31962
Group/Subgroup: 2/1
Sex: F
Fate Status: Found Dead

Date of Fate: 26 Nov 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 39/272
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Ovary: Cyst; right; single, up to 5 mm3; clear;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


contains fluid; collected
minimal


Cecum: AUTOLYTIC, NOT READABLE


Death Comment: Undetermined; Present


Duodenum: AUTOLYTIC, NOT READABLE


Ileum: AUTOLYTIC, NOT READABLE


Ovary: Cyst, bursa; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cervix; Colon; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Jejunum; Kidney; Liver; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Pituitary; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31963
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Aug 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 78/541
TBW(g): 307

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Liver: Discolored; lobes, all; entire; dark red,
Brain: Compression, ventral; slight


tan; collected

Pituitary: Mass; entire; single; multi‑colored;
Cervix: Cyst; slight


soft; cut surface‑not required; collected/10 x 8 


x 5 mm


Death Comment: Neoplasia, pituitary; Present


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Ovary: Hyperplasia, interstitial cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Stomach, Nonglandular: Hyperplasia, epithelium;


moderate


Stomach, Nonglandular: Inflammation,


chronic‑active; slight


Stomach, Nonglandular: Ulcer/erosion; slight; focal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31963
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Aug 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 78/541
TBW(g): 307

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31964
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 16 Nov 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 38/262
TBW(g): 285

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Scaly skin; tail, proximal end;
Death Comment: Inflammation; Present


multiple, over 10 mm2; red, tan; collected

Skin/Subcutis: Sore; tail, proximal end; multiple,
Harderian Gland: Infiltrate, mononuclear cell;


up to 10 mm2; red; collected
minimal


Kidney: Pyelonephritis; minimal


Skin/Subcutis: Erosion/ulcer; moderate


Skin/Subcutis: Inflammation, chronic‑active;


moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; 

   Esophagus; Eye; GALT/Peyer's Patch; Heart; Ileum; Jejunum; Liver; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Pituitary; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31965
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 372

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Scaly skin; hind, bilateral; few,
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


pinpoint; tan; fibrous; collected
moderate

Pituitary: Large; entire; collected/5 x 5 x 5 mm
Colon: Parasite, nematode; Present


Death Comment: Scheduled sacrifice; Present


Foot/Footpad: Inflammation/hyperplasia; slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Ovary: Hyperplasia, interstitial cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Pigment, increased; minimal


Thymus: Hyperplasia, epithelium; minimal


Thymus: Hyperplasia, lymphocyte; minimal


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, focal,  C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31965
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 372

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Uterus: B‑Polyp, endometrial stromal; incidental;


number of occurrences:1


Uterus: Cyst; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31966
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 367

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mammary Gland, Female: Mass; inguinal, left;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


single; red, tan; soft/lobulated; cut 
slight


surface‑same; collected/65 x 55 x 20 mm, portion 


collected intact with routine skin section

Ovary: Cyst; bilateral; single, up to 2 mm3; clear;
Brain: Compression, ventral; minimal


contains fluid; collected

Pituitary: Large; entire; collected/5 x 5 x 3 mm
Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


slight


Harderian Gland: Inflammation, granulomatous;


minimal


Liver: Focus, cellular alteration, basophilic;


severe


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; slight


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: B‑Granulosa/theca cell tumor; incidental;


number of occurrences:1


Ovary: Cyst, parovarian; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31966
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 367

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: Atrophy, acinar; moderate


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, focal,  C‑cell; moderate


Vagina: Mucification, epithelium; marked

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Kidney; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31967
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 04 Sep 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 27/189
TBW(g): 239

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobes, all; entire; brown, tan;
Death Comment: Chronic anemia; Present


collected
/Death comment is justified by erythroid 


hematopoiesis in spleen and marrow and 


centrilobular hepatocyte and renal tubular 


necrosis secondary to hypoxia of anemia.

Spleen: Large; entire; present; collected/50 x 15 x
Esophagus: Degeneration/regeneration, muscularis;


10 mm
minimal

Stomach: Large; entire; present; collected/40 x 25
Kidney: Degeneration/necrosis, tubule; slight


x 15 mm


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Necrosis/degeneration, hepatocyte,


centrilobular; slight


Marrow, Sternum: Hyperplasia, erythroid; slight


Spleen: Hematopoiesis, extramedullary, increased;


marked


/Hematopoiesis is predomominately erythroid.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31967
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 04 Sep 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 27/189
TBW(g): 239

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Sternum; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; 

   Eye; GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal 

   Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Skin/

   Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31968
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 13 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/624
TBW(g): 299

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Harderian Gland: Discolored; bilateral; multiple,
Brain: Compression, ventral; slight


pinpoint; black; collected

Mammary Gland, Female: Cyst; multiple regions;
Death Comment: Neoplasia, pituitary; Present


multiple, up to 10 mm3; white; contains 


semifluid; collected/collected on routine section

Pituitary: Mass; entire; single; dark red, tan;
Harderian Gland: Inflammation, granulomatous;


soft; cut surface‑not required; collected/9 x 7 x 
minimal


6 mm


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: Cyst/ectasia with inflammation;


slight


Pancreas: Atrophy, acinar; slight


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Inflammation, chronic; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Pigment, increased; minimal


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31968
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 13 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/624
TBW(g): 299

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31969
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 86/602
TBW(g): 314

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mammary Gland, Female: Mass; cervical, ventral;
Adrenal, Cortex: B‑Adenoma; incidental; number of


single; dark red, tan; firm/lobulated; cut 
occurrences:1


surface‑same; collected/70 x 60 x 45 mm, 


overlying skin has scab 30 x 25 mm,  red tan, 


portion submitted, mass B

Mammary Gland, Female: Mass; inguinal, left;
Adrenal, Cortex: Hyperplasia; minimal


single; tan; soft/lobulated; cut surface‑same; 


collected/30 x 30 x 15 mm, mass A


Body, Whole/Cavity: M‑Histiocytic Sarcoma; fatal


Cervix: Hyperplasia, epithelium; moderate


Cervix: Lumen, exudate/debris; slight


Death Comment: Hematopoietic neoplasm; Present


Esophagus: Degeneration/regeneration, muscularis;


slight


Esophagus: Inflammation, chronic‑active; slight


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Hyperplasia, tubule cell; slight; focal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; slight


Kidney: Pigment, increased; slight


Liver: Fibrosis/biliary hyperplasia; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31969
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 86/602
TBW(g): 314

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; slight


Liver: Pigment, increased; moderate


Lung: C‑Hematopoietic neoplasm, see body, whole for


type; present


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


Mammary Gland: Hyperplasia; marked; multifocal


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


/The carcinoma is on slide 14.


Mandibular Salivary Gland: Inflammation,


chronic‑active; slight; bilateral; adventitia


Pancreas: Hyperplasia, islet cell; minimal


Skin/Subcutis: C‑Hematopoietic neoplasm, see body,


whole for type; present


/The cervical lesion noted as a mammary gland 


mass is a severely ulcerated skin histiocytic 


sarcoma on slide 14B.  Pathology data indicates 


that size and appearance of the mass was the 


unscheduled death reason, thus the histiocytic 


sarcoma is deemed fatal.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31969
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 86/602
TBW(g): 314

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Stomach, Nonglandular: Inflammation,


chronic‑active; slight


Stomach, Nonglandular: Ulcer/erosion; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Inflammation, chronic‑active; slight;


bilateral; Adventitia


Trachea: Inflammation, chronic‑active; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Eye; GALT/Peyer's Patch; Heart; Ileum; Jejunum; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Marrow, Sternum; Muscle, Biceps Femoris; Nasal 

   Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Pituitary; Spinal Cord; 

   Sternum; Stomach, Glandular; Thymus; Tongue; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31970
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 378

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thymus: Not identified; entire; possible remnants
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Dilatation, pelvis; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; slight


Mammary Gland: Cyst/ectasia with inflammation;


minimal


/This finding is on slide 19.


Mammary Gland: Hyperplasia; minimal


Ovary: Hyperplasia, interstitial cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: Cyst; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31970
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 378

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31971
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 09 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 80/559
TBW(g): 497

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Mesenteric: Large; entire; present;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
slight

Mammary Gland, Female: Mass; axilla, left; single;
Death Comment: Neoplasia, mammary; Present


tan; soft; cut surface‑same; collected/85 x 70 x 


30 mm, portion collected


Heart: Cardiomyopathy, degenerative; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Pigment, increased; slight


Lymph Node, Mesenteric: Hyperplasia, lymphocytes;


minimal


Mammary Gland: B‑Fibroadenoma; fatal; number of


occurrences:1


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Ovary: Cyst, parovarian; minimal


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Pituitary: Hyperplasia; moderate


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight
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Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31971
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 09 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 80/559
TBW(g): 497

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31972
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 09 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 80/559
TBW(g): 396

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; tan; collected
slight

Foot/Footpad: Sore; hind, right; single, up to 2
Brain: Compression, ventral; slight


mm2; red, tan; collected

Pituitary: Mass; entire; single; dark red;
Death Comment: Neoplasia, pituitary; Present


firm/lobulated; cut surface‑not required; 


collected/10 x 8 x 4 mm


Foot/Footpad: Inflammation/hyperplasia; slight


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Vacuolation, increased, hepatocyte; slight


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Pigment, increased; minimal


Thymus: MISSING


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31972
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 09 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 80/559
TBW(g): 396

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31973
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 442

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; multiple, pinpoint;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


multi‑colored; collected
moderate

Brain: Depressed area; thalamus; single, up to 5
Brain: Compression, ventral; slight


mm3; collected

Foot/Footpad: Sore; hind, bilateral; single, up to
Death Comment: Scheduled sacrifice; Present


5 mm2; red; collected

Lung: Discolored; lobes, all; multiple, up to 2
Foot/Footpad: Inflammation/hyperplasia; moderate


mm2; brown, tan; collected

Mammary Gland, Female: Mass; axilla, left; single;
Harderian Gland: Infiltrate, mononuclear cell;


tan; firm/lobulated; cut surface‑same; 
minimal


collected/mass a, 15 x 15 x 10mm

Mammary Gland, Female: Mass; axilla, right; single;
Heart: Cardiomyopathy, degenerative; minimal


tan; firm/lobulated; cut surface‑same; 


collected/mass b, 20 x 15 x 10mm

Mammary Gland, Female: Mass; inguinal, right;
Kidney: Mineralization, pelvis; minimal


single; multi‑colored; firm/lobulated; cut 


surface‑same; collected/50 x 40 x 20 mm

Pituitary: Mass; entire; single; dark red;
Liver: Focus, cellular alteration, basophilic;


soft/lobulated; cut surface‑not required; 
severe


collected/5 x 5 x 5 mm


Liver: Infiltrate, mononuclear cell; slight


Liver: Vacuolation, increased, hepatocyte; slight


Lung: Infiltrate, macrophages, vacuolated; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31973
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 442

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


/The fibroadenoma is on slide 14.


Mammary Gland: Cyst/ectasia with inflammation;


slight


/The standard mammary and skin tissue collection 


is on slide 14 and has mammary ectasia, 


fibroadenoma, and hyperplasia.


Mammary Gland: Hyperplasia; moderate


/Slide 14A has hyperplastic and ectatic mammary 


tissue correlating with the macroscopic finding 


of right axillary mass.


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:3


/The left axillary and right inguinal masses are 


on slides 14B and 14C, respectively. Slide 19 has 


a third mammary mass.


Ovary: Hyperplasia, interstitial cell; moderate


Pancreas: Hyperplasia, islet cell; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31973
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 442

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31974
Group/Subgroup: 2/1
Sex: F
Fate Status: Found Dead

Date of Fate: 11 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 102/714
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Cyst; left; single, up to 5 mm3; tan;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


contains fluid; collected
slight

Brain: Depressed area; thalamus; single, up to 10
Brain: Compression, ventral; slight


mm3; collected

Lung: Raised area; lobes, all; multiple, up to 10
Cecum: AUTOLYTIC, NOT READABLE


mm3; dark red, tan; soft; collected

Lymph Node, Inguinal: Large; right; present;
Cervix: I‑Carcinoma; present


collected
Originating Finding: Uterus, Carcinoma

Ovary: Cyst; right; few, up to 2 mm3; clear;
Death Comment: Neoplasia, reproductive/urinary;


contains fluid; collected
Present

Ovary: Cyst; left; single, up to 20 mm3; clear;
Duodenum: AUTOLYTIC, NOT READABLE


contains fluid; collected

Pituitary: Mass; entire; single; dark red; soft;
Heart: Cardiomyopathy, degenerative; slight


cut surface‑not required; collected/10 x 7 x 5 mm

Stomach: Raised area; mucosa, nonglandular;
Ileum: AUTOLYTIC, NOT READABLE


multiple, up to 1 mm3; white; collected

Uterus: Cyst; horn, bilateral; few, up to 5 mm3;
Kidney: Mineralization, pelvis; minimal


clear; contains fluid; collected


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Lung: N‑Carcinoma; present


Originating Finding: Uterus, Carcinoma


Lymph Node, Inguinal: BOTH MISSING

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31974
Group/Subgroup: 2/1
Sex: F
Fate Status: Found Dead

Date of Fate: 11 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 102/714
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


/The tumor is on slide 19.


Ovary: Cyst, parovarian; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: Cyst, epidermal inclusion; slight


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thymus: MISSING


Uterus: M‑Carcinoma; fatal; number of occurrences:1


Vagina: I‑CarcinomaI‑Carcinoma; present


Originating Finding: Uterus, Carcinoma

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lymph Node, 

   Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31974
Group/Subgroup: 2/1
Sex: F
Fate Status: Found Dead

Date of Fate: 11 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 102/714
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Colon; Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; 

   Jejunum; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Spinal 

   Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thyroid; Tongue; Trachea; Ureter; Urinary 

   Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31975
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/667
TBW(g): 258

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Large; bilateral; collected/both are 7 x 6
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


x 5 mm
marked

Brain: Depressed area; thalamus; single, up to 10
Brain: Compression, ventral; moderate


mm3; collected

Clitoral Gland: Large; bilateral; collected/both
Brain: Gliosis; moderate


are 30 x 15 x 5 mm

Pituitary: Mass; entire; single; dark red; firm;
Brain: Necrosis, gray matter; slight


cut surface‑not required; collected/10 x 6 x 5 mm


Clitoral Gland: TISSUE COMMENT: The macroscopic


finding of large clitoral glands is due to 


ectasia of mammary gland on slide 22.  Clitoral 


gland is not present.


Death Comment: Neoplasia, pituitary; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Nephropathy, chronic progressive; slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Stomach, Glandular: Inflammation, chronic‑active;


slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31975
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/667
TBW(g): 258

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian Gland; 

   Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Liver; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31976
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 21 Aug 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 78/540
TBW(g): 363

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Mammary Gland, Female: Mass; inguinal, bilateral;
Brain: Compression, ventral; slight


single; multi‑colored; soft; cut surface‑same; 


collected/both are 15 x 9 x 9 mm

Pituitary: Mass; entire; single; multi‑colored;
Death Comment: Neoplasia, pituitary; Present


soft; cut surface‑not required; collected/11x 5 x 


5 mm

Stomach: Ulceration; mucosa, glandular; multiple,
Harderian Gland: Infiltrate, mononuclear cell;


linear, up to 10 mm in length; multi‑colored; 
minimal


collected


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Kidney: Pyelonephritis; minimal


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:2


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31976
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 21 Aug 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 78/540
TBW(g): 363

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Nonglandular: Inflammation,


chronic‑active; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Thymus; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31977
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 20 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 91/631
TBW(g): 312

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Kidney: Discolored; medulla, left; few, up to 2
Adrenal, Cortex: Hyperplasia; slight


mm2; tan; collected

Lung: Discolored; lobes, all; multiple, up to 5
Brain: Compression, ventral; slight


mm2; white; collected

Lymph Node, Other: Large; mediastinal; present;
Death Comment: Neoplasia, pituitary; Present


collected

Mammary Gland, Female: Cyst; multiple regions;
Heart: Cardiomyopathy, degenerative; minimal


multiple, up to 2 mm3; white; contains semifluid; 


collected/collected on routine

Mammary Gland, Female: Thickened; ventral, entire;
Kidney: Hyperplasia, transitional cell; minimal


present; collected/collected on routine

Pituitary: Mass; entire; single; dark red, tan;
Kidney: Mineralization, pelvis; minimal


soft/lobulated; cut surface‑not required; 


collected/9 x 7 x 4 mm

Thymus: Not identified; entire; possible
Kidney: Nephropathy, chronic progressive; minimal


remnants/due to size of mediastinal lymph node


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; slight


Lung: Infiltrate, macrophages, vacuolated; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31977
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 20 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 91/631
TBW(g): 312

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Other: TISSUE COMMENT: The gross


observation of large mediastinal lymph node is 


due to a thymic neoplasm.  See thymus for 


diagnosis.  No lymph node is present on slide 22.


Mammary Gland: Cyst/ectasia with inflammation;


slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Pigment, increased; slight


Thymus: B‑Thymoma; incidental; number of


occurrences:1


/The thymoma is composed predominantly of 


epithelial cells and is on slide 22.  Mediastinal 


lymph node is not present


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Liver; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31977
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 20 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 91/631
TBW(g): 312

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31978
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 388

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate


Death Comment: Scheduled sacrifice; Present


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Focus, cellular alteration, eosinophilic;


slight


Mammary Gland: Cyst/ectasia with inflammation;


moderate


Mammary Gland: Hyperplasia; slight


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31978
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 388

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31979
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 439

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Mesenteric: Large; entire; present;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
moderate


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Mineralization, pelvis; slight


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Lung: Inflammation, mixed cell; minimal


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: Atrophy, acinar; moderate


Pancreas: M‑Carcinoma, acinar Cell; incidental;


number of occurrences:1


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31979
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 439

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus: Hyperplasia, epithelium; minimal


Thymus: Hyperplasia, lymphocyte; moderate


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Lymph Node, Inguinal; Mandibular Salivary Gland; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31980
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 382

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: B‑Adenoma; incidental; number of


mm3; collected
occurrences:1

Cervix: Large; entire; up to 4 mm in diameter;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
moderate

Kidney: Cyst; left; single, up to 5 mm3; dark red,
Brain: Compression, ventral; minimal


tan; contains fluid; collected

Ovary: Cyst; right; single, up to 10 mm3; clear;
Cervix: B‑Polyp, stromal; incidental; number of


contains fluid; collected
occurrences:1

Pituitary: Mass; entire; single; dark red, tan;
Death Comment: Scheduled sacrifice; Present


soft; cut surface‑not required; collected/7 x 7 x 


4 mm

Skin/Subcutis: Scab; lumbar, dorsal; multiple, up
Eye: Atrophy, retina; moderate


to 2 mm2; red; collected

Skin/Subcutis: Scab; tail, entire region; multiple,
Heart: Cardiomyopathy, degenerative; slight


up to 2 mm2; dark red; collected

Uterus: Intussusception; horn, right; single, up to
Kidney: B‑Infiltrating lipoma; incidental; number


5 mm in length; collected
of occurrences:1

ANIMAL COMMENT: left stifle joint inadvertently
Kidney: Dilatation, tubule(s); moderate


disarticulated at time of necropsy, right stifle 


joint submitted for histology


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


severe

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31980
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 382

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Mesenteric: Inflammation; minimal;


adipose


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: Cyst, parovarian; moderate


Ovary: Hyperplasia, interstitial cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: Erosion/ulcer; moderate


Skin/Subcutis: Inflammation, chronic‑active;


moderate


Spinal Cord: Degeneration, axon, increased; minimal


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Uterus: Cyst; slight


Uterus: Intussusception; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31980
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 382

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Rectum; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Esophagus; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mandibular Salivary Gland; Marrow, 

   Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31981
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 507

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Liver: Discolored; lobes, multiple; multiple, up to
Brain: Compression, ventral; slight


10 mm2; dark red; collected

Lung: Discolored; lobe, right caudal; single, up to
Death Comment: Scheduled sacrifice; Present


10 mm2; white; collected

Mammary Gland, Female: Mass; inguinal, left;
Eye: Atrophy, retina; moderate


single; multi‑colored; soft/lobulated; cut 


surface‑same; collected/mass a 20 x 20 x 10 mm

Mammary Gland, Female: Mass; inguinal, right;
Heart: Cardiomyopathy, degenerative; minimal


single; multi‑colored; firm/lobulated; cut 


surface‑same; collected/30 x 25 x 10 mm

Pituitary: Mass; left aspect; single;
Kidney: Hyperplasia, transitional cell; slight


multi‑colored; soft/lobulated; cut surface‑not 


required; collected/5 x 5 x 5 mm

Uterus: Cyst; horn, left; single, up to 10 mm3;
Kidney: Mineralization, pelvis; slight


red; contains fluid; collected


Kidney: Nephropathy, chronic progressive; minimal


Liver: Angiectasis; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


severe


Lung: Infiltrate, macrophages, vacuolated; slight


Lung: Inflammation, mixed cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31981
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 507

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:2


Mammary Gland: Cyst/ectasia with inflammation;


marked


Mammary Gland: Hyperplasia; moderate


Mammary Gland: TISSUE COMMENT: The left and right


mammary macroscopic findings (masses) are on 


slides 14 and 14A.  On both slides, adjacent non 


neoplastic mammary gland has hyperplasia and 


ectasia on slides 14 and 14A.  On both slides, 


adjacent non neoplastic mammary gland has 


hyperplasia and ectasia.


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: Hyperplasia, interstitial cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Uterus: B‑Polyp, endometrial stromal; incidental;


number of occurrences:1


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31981
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 507

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31982
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 09 Apr 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 6/41
TBW(g): 209

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Kidney: Discolored; capsule, left; few, up to 5
Death Comment: Inflammation; Present


mm2; brown, tan; collected

Kidney: Large; pelvis, bilateral; present; collected
GALT/Peyer's Patch: MISSING

Ureter: Large; entire, bilateral; up to 4 mm in
Kidney: Dilatation, pelvis; marked


diameter; collected


Kidney: Pyelonephritis; marked


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Mesenteric: Necrosis, lymphocytes;


slight


Marrow, Sternum: Hyperplasia, myeloid; slight


Oviduct: ONE OF THE PAIR IS MISSING


Pancreas: Depletion, zymogen; slight


Thymus: Necrosis, lymphocytes; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Ureter: Erosion/ulcer; marked


Ureter: Hyperplasia, transitional cell; moderate


Ureter: Inflammation; marked


Urinary Bladder: Hyperplasia, transitional cell;


moderate


Urinary Bladder: Inflammation; slight


Vagina: Mucification, epithelium; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31982
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 09 Apr 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 6/41
TBW(g): 209

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; 

   Esophagus; Eye; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; 

   Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Tongue; Trachea; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31983
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 454

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mammary Gland, Female: Mass; axilla, left; single;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


red, tan; soft/lobulated; cut surface‑same; 
moderate


collected/75 x 75 x 30 mm, portion collected


Adrenal, Cortex: M‑Carcinoma; incidental; number of


occurrences:1


Adrenal, Medulla: ONE OF THE PAIR IS MISSING


Brain: Compression, ventral; minimal


Death Comment: Scheduled sacrifice; Present


Kidney: Dilatation, pelvis; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Mitosis, hepatocyte, increased; minimal


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; moderate


/Ectasia and mammary hyperplasia are on the 


standard section, slide 14, and on slide 19.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31983
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 454

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Parathyroid: B‑Adenoma; incidental; number of


occurrences:1


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: B‑Thymoma; incidental; number of


occurrences:1


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; slight


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31983
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 454

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31984
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 303

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; multiple, pinpoint;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


tan; collected
moderate

Brain: Depressed area; thalamus; single, up to 2
Adrenal, Cortex: Hypertrophy; marked


mm3; collected

Mammary Gland, Female: Mass; axilla, left; single;
Brain: Compression, ventral; slight


black; firm; cut surface‑same; collected/45 x 40 


x 20 mm

Mammary Gland, Female: Mass; inguinal, left;
Death Comment: Scheduled sacrifice; Present


single; red, tan; firm; cut surface‑same; 


collected/55 x 40 x 20 mm, collected with routine 


skin section, portion collected

Mammary Gland, Female: Mass; pelvic, ventral;
Heart: Cardiomyopathy, degenerative; minimal


single; dark red, tan; soft; cut surface‑same; 


collected/30 x 20 x 20 mm

Pituitary: Mass; entire; single; black; soft; cut
Liver: Fibrosis/biliary hyperplasia; moderate


surface‑not required; collected/8 x 6 x 4 mm

Spleen: Cyst; cranial end; single, up to 2 mm3;
Liver: Focus, cellular alteration, basophilic;


black; contains semifluid; collected
severe

Uterus: Cyst; horn, right; single, up to 5 mm3;
Mammary Gland: M‑Carcinoma; incidental; number of


red, tan; contains fluid; collected
occurrences:3


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: Hyperplasia, interstitial cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31984
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 303

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Congestion; moderate; focal


Spleen: Fibrosis, capsule; slight


Thymus: Hyperplasia, epithelium; slight


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Uterus: Cyst; marked

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31985
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 372

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Cervix: Firm; entire; present; collected
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


marked

Cervix: Large; entire; up to 5 mm in diameter;
Cervix: Hypertrophy, stroma; slight


collected

Ovary: Discolored; bilateral; entire; dark red;
Death Comment: Scheduled sacrifice; Present


collected


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; slight


Liver: Vacuolation, increased, hepatocyte; slight


Pituitary: Hyperplasia; slight


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31985
Group/Subgroup: 2/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 372

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary 

   Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31986
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 09 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 71/497
TBW(g): 311

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Pituitary: Mass; entire; single; dark red; firm;
Brain: Compression, ventral; slight


cut surface‑not required; collected/8 x 7 x 5 mm

Thymus: Not identified; entire; possible remnants
Death Comment: Neoplasia, pituitary; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spinal Cord: Degeneration, axon, increased; minimal


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31986
Group/Subgroup: 2/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 09 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 71/497
TBW(g): 311

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31987
Group/Subgroup: 2/1
Sex: F
Fate Status: Found Dead

Date of Fate: 08 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 84/588
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Death Comment: Undetermined; Present


Harderian Gland: Hyperplasia; minimal


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Pancreas: Atrophy, acinar; minimal


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spinal Cord: Degeneration, axon, increased; minimal


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; moderate


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31987
Group/Subgroup: 2/1
Sex: F
Fate Status: Found Dead

Date of Fate: 08 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 84/588
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31997
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 303

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Mass; entire; single; dark red; soft;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


cut surface‑not required; collected/5 x 5 x 3 mm
minimal


Body, Whole/Cavity: B‑Angioma; incidental


Brain: Compression, ventral; minimal


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Angiectasis; moderate


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Inguinal: BOTH MISSING


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Mammary Gland: Hyperplasia; slight


Ovary: Cyst, follicle; minimal


Ovary: Hyperplasia, interstitial cell; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thymus: Hyperplasia, epithelium; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31997
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 303

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Uterus: Dilatation; slight


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Ileum; 

   Jejunum; Lung; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31998
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 531

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Scab; hind, right; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; red; collected
moderate

Lymph Node, Mesenteric: Large; entire; present;
Death Comment: Scheduled sacrifice; Present


collected

Ureter: Raised area; mid, left; single, up to 5
Foot/Footpad: Inflammation/hyperplasia; slight


mm3; tan; collected


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


slight


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31998
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 531

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Thymus; Thyroid; Tongue; Trachea; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; 

   Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31999
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 12 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/653
TBW(g): 331

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Lymph Node, Other: Large; inguinal, right; present;
Brain: Compression, ventral; slight


collected

Mammary Gland, Female: Cyst; multiple regions;
Death Comment: Neoplasia, pituitary; Present


multiple, up to 5 mm3; white; contains semifluid; 


collected/collected on routine

Mammary Gland, Female: Mass; inguinal, right;
Eye: Atrophy, retina; slight


single; red, tan; firm/lobulated; cut 


surface‑same; collected/50 x 40 x 30 mm, portion 


collected

Mammary Gland, Female: Thickened; ventral, entire;
GALT/Peyer's Patch: TISSUE COMMENT: GALT is on


present; tan; collected/collected on routine
slide 11.

Pituitary: Mass; entire; single; red; soft; cut
Heart: Cardiomyopathy, degenerative; minimal


surface‑not required; collected/10 x 10 x 8 mm


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Angiectasis; minimal


Liver: Focus, cellular alteration, basophilic;


severe


Liver: Infiltrate, mononuclear cell; minimal


Liver: Karyomegaly, hepatocyte; slight


Lymph Node, Inguinal: BOTH MISSING

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31999
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 12 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/653
TBW(g): 331

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Inguinal: TISSUE COMMENT: No lymph node


is on slide 22.


Lymph Node, Other: TISSUE COMMENT: Although


inguinal lymph node is a protocol specified 


tissue, a macroscopic observation of enlarged 


inguinal lymph node was recorded under the tissue 


lymph node other.  No lymph node is present on 


slide 19 which is the slide designated for 


inguinal lymph node.


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


/The carcinoma is on slide 19 which has mammary 


gland and no lymph node.  The mass correlates 


with the macroscopic finding of large inguinal 


lymph node.


Pancreas: Hyperplasia, islet cell; moderate


Pancreas: Infiltrate, mononuclear cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Pigment, increased; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B31999
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 12 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/653
TBW(g): 331

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32000
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 379

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thymus: Mass; aspect, left; single; red, tan; firm;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


cut surface‑not required; collected/trimming 
moderate


comment: 5 x 5 x 3 mm


Body, Whole/Cavity: B‑Hemangioma; incidental;


number of occurrences:1


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Mineralization, pelvis; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


severe


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; slight


Ovary: C‑Vascular neoplasm, see body, whole for


type; present


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thymus: Hyperplasia, epithelium; slight


Thymus: Hyperplasia, lymphocyte; marked


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32000
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 379

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32001
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 08 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/680
TBW(g): 272

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/8 x 8 x 6 mm


Death Comment: Neoplasia, pituitary; Present


GALT/Peyer's Patch: TISSUE COMMENT: GALT is on


slide 11.


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; slight


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; moderate


/Mammary epithelial hyperplasia is more severe on 


slide 19W.


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Pigment, increased; minimal


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32001
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 08 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/680
TBW(g): 272

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal 

   Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary 

   Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32002
Group/Subgroup: 3/1
Sex: F
Fate Status: Found Dead

Date of Fate: 09 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 80/559
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Uterus: Abnormal contents; horn, left; dark red;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


firm
marked

Uterus: Large; horn, left; present; collected/100 x
Death Comment: Inflammation; Present


30 x 30 mm (right is 65 x 4 x 4 mm)


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Necrosis, hepatocyte; moderate; multifocal


Lymph Node, Inguinal: BOTH MISSING


Marrow, Sternum: Hyperplasia, myeloid; minimal


Pancreas: Alteration, basophilic; minimal


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Uterus: Dilatation; marked; unilateral


Uterus: Inflammation, chronic‑active; moderate;


unilateral

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32002
Group/Subgroup: 3/1
Sex: F
Fate Status: Found Dead

Date of Fate: 09 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 80/559
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Lung; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32003
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 360

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Spleen: Large; entire; present; collected/55 x 15 x
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


10 mm
marked


Adrenal, Cortex: Hypertrophy; moderate


Cervix: Hyperplasia, epithelium; slight


Death Comment: Scheduled sacrifice; Present


GALT/Peyer's Patch: MISSING


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Ovary: Hyperplasia, interstitial cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thymus: Hyperplasia, lymphocyte; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; moderate


Uterus: Cyst; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32003
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 360

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; Harderian 

   Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32004
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 02 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 84/582
TBW(g): 461

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mammary Gland, Female: Mass; axilla, left; single;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


dark red; soft; cut surface‑fluid, dk red; 
slight


collected/40 x 40 x 20 mm


Death Comment: Neoplasia, mammary; Present


Kidney: Hyperplasia, transitional cell; slight


Kidney: Mineralization, pelvis; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Mammary Gland: M‑Carcinoma; fatal; number of


occurrences:1


Marrow, Sternum: Hyperplasia, myeloid; minimal


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32004
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 02 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 84/582
TBW(g): 461

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32005
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 08 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/680
TBW(g): 354

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
marked

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/8 x 8 x 5 mm


Death Comment: Neoplasia, pituitary; Present


GALT/Peyer's Patch: MISSING


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; slight


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: B‑Adenoma, islet cell; incidental; number


of occurrences:1


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; marked


Vagina: Exudate, lumen; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32005
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 08 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/680
TBW(g): 354

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Heart; 

   Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32006
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 403

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Cecum: Parasite,  nematode; Present


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Liver: Focus, cellular alteration, basophilic;


severe


Liver: Infiltrate, mononuclear cell; minimal


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Pituitary: Hyperplasia; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32006
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 403

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32007
Group/Subgroup: 3/1
Sex: F
Fate Status: Found Dead

Date of Fate: 30 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 101/702
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Abdominal Cavity: Mass; entire; single; tan;
Abdominal Cavity: I‑Carcinoma; present


firm/lobulated; cut surface‑same; 
Originating Finding: Cervix, Carcinoma


collected/entire abdominal cavity contains mass, 


mass is 70 x 60 x 50 mm, representative sample 


collected

Adrenal: Mass; right; single; tan; firm; cut
Adrenal, Cortex: B‑Adenoma; incidental; number of


surface‑not required; collected/7 x 7 x 7 mm
occurrences:1

Cervix: Mass; entire; single; tan; firm; cut
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


surface‑same; collected/10 x 7 x 5 mm
slight

Kidney: Mass; right; single; tan; firm; cut
Adrenal, Medulla: ONE OF THE PAIR IS MISSING


surface‑same; collected/10 x 10 x 5 mm

Ovary: Mass; right; single; tan; firm; cut
Brain: Compression, ventral; minimal


surface‑not required; collected/10 x 7 x 5 mm

Oviduct: Not identified; right; possible remnants
Cervix: M‑Carcinoma; fatal; number of occurrences:1

Pancreas: Mass; entire; single; tan; firm; cut
Death Comment: Neoplasia, reproductive/urinary;


surface‑same; collected/20 x 10 x 10 mm
Present

Pituitary: Mass; entire; single; tan; firm; cut
Heart: Cardiomyopathy, degenerative; slight


surface‑not required; collected/5 x 4 x 4 mm

Stomach: Mass; mucosa, glandular; single; tan;
Jejunum: AUTOLYTIC, NOT READABLE


firm; cut surface‑same; collected/20 x 10 x 10 mm

Stomach: Mass; pyloric sphincter; single; tan;
Kidney: Mineralization, pelvis; minimal


firm; cut surface‑same; collected/15 x 10 x 10 mm

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32007
Group/Subgroup: 3/1
Sex: F
Fate Status: Found Dead

Date of Fate: 30 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 101/702
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Ureter: Not identified; entire, bilateral; possible
Kidney: Pyelonephritis; minimal


remnants/UE not identified due to abdominal 


cavity mass

Uterus: Large; horn, right; present; collected/70 x
Liver: B‑Adenoma, hepatocellular; incidental;


10 x 5 mm (left is 50 x 3 x 3 mm)
number of occurrences:1


Liver: Hematopoiesis, extramedullary; minimal


Liver: Karyomegaly, hepatocyte; slight


Liver: Necrosis/degeneration, hepatocyte,


centrilobular; moderate


Lung: Leukocytosis; marked


Lung: N‑Carcinoma; present


Originating Finding: Cervix, Carcinoma


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Marrow, Sternum: Hyperplasia, myeloid; moderate


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: N‑Carcinoma; present


Originating Finding: Cervix, Carcinoma


Oviduct: ONE OF THE PAIR IS MISSING


Pancreas: N‑Carcinoma; present


Originating Finding: Cervix, Carcinoma

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32007
Group/Subgroup: 3/1
Sex: F
Fate Status: Found Dead

Date of Fate: 30 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 101/702
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Stomach, Glandular: N‑Carcinoma; present


Originating Finding: Cervix, Carcinoma


Thymus: Hematopoiesis, extramedullary; slight


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Urinary Bladder: N‑Carcinoma; present


Originating Finding: Cervix, Carcinoma


Uterus: Dilatation; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Parathyroid; 

   Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Thymus; Thyroid; Tongue; Trachea; Urinary 

   Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32007
Group/Subgroup: 3/1
Sex: F
Fate Status: Found Dead

Date of Fate: 30 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 101/702
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Nonglandular; Tongue; Trachea; Ureter; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32008
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 330

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Mass; entire; single; red; firm; cut
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


surface‑not required; collected/7 x 6 x 3mm
slight


Adrenal, Cortex: Hypertrophy; moderate


Brain: Compression, ventral; minimal


Cervix: Hyperplasia, epithelium; minimal


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Focus, cellular alteration, eosinophilic;


moderate


Mammary Gland: Cyst/ectasia with inflammation;


slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32008
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 330

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; 

   Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32009
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 11 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 85/591
TBW(g): 247

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; white; collected
moderate

Pituitary: Mass; entire; single; dark red, tan;
Brain: Compression, ventral; slight


soft/lobulated; cut surface‑not required; 


collected/10 x 9 x 6 mm


Death Comment: Neoplasia, pituitary; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Hyperplasia, transitional cell; slight


Kidney: Mineralization, pelvis; slight


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Hyperplasia; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32009
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 11 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 85/591
TBW(g): 247

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32010
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 322

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; multiple, up to 1
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; brown, tan; collected
minimal

Stomach: Discolored; mucosa, glandular; single, up
Adrenal, Medulla: Hyperplasia; slight


to 5 mm2; dark red; collected


Cervix: Hyperplasia, epithelium; minimal


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Vacuolation, increased, hepatocyte; slight


Mammary Gland: Cyst/ectasia with inflammation;


moderate


Ovary: Hyperplasia, interstitial cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Stomach, Glandular: Hemorrhage; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32010
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 322

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Harderian 

   Gland; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32011
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/729
TBW(g): 335

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Cervix: Mass; entire; single; dark red; firm; cut
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


surface‑same; collected/15 mm3, extends into 
slight


vagina


Cervix: M‑Sarcoma, stromal; fatal; number of


occurrences:1


Death Comment: Neoplasia, reproductive/urinary;


Present


GALT/Peyer's Patch: TISSUE COMMENT: GALT is on


slides 10 and 11.


Harderian Gland: Inflammation, granulomatous; slight


Heart: Cardiomyopathy, degenerative; moderate


Kidney: Mineralization, pelvis; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


marked


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
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Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32011
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/729
TBW(g): 335

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32012
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 09 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 80/559
TBW(g): 397

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Spleen: Large; entire; present; collected/65 x 17 x
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


4 mm
slight

Uterus: Abnormal contents; entire; dark red;
Body, Whole/Cavity: M‑Lymphosarcoma; incidental


gelatinous


Death Comment: Inflammation; Present


Eye: Atrophy, retina; slight


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Hematopoiesis, extramedullary; slight


Liver: Infiltrate, mononuclear cell; minimal


Marrow, Sternum: Hyperplasia, myeloid; slight


Nasal Turbinate: Inflammation; slight; unilateral;


lacrimal duct


Ovary: Hyperplasia, interstitial cell; moderate


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thymus: C‑Hematopoietic neoplasm, see body, whole


for type; present


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: Dilatation; moderate


Uterus: Inflammation, chronic‑active; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32012
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 09 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 80/559
TBW(g): 397

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's Patch; Heart; 

   Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular 

   Salivary Gland; Muscle, Biceps Femoris; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32013
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 393

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobe, left lateral; single, up
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


to 5 mm2; dark red; collected
moderate

Lung: Discolored; lobes, all; multiple, up to 2
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


mm2; tan; collected

Lymph Node, Mesenteric: Discolored; entire; entire;
Death Comment: Scheduled sacrifice; Present


dark red; collected

Ovary: Cyst; left; single, up to 20 mm3; clear;
Harderian Gland: Infiltrate, mononuclear cell;


contains fluid; collected
minimal

Pituitary: Discolored; mid aspect; single, up to 2
Heart: Cardiomyopathy, degenerative; minimal


mm2; grey; collected

Stomach: Discolored; mucosa, glandular; multiple,
Kidney: Mineralization, pelvis; minimal


linear, up to 5 mm in length; white; collected

Thyroid: Large; left; collected/left is 10 x 10 x 5
Liver: Angiectasis; slight


mm (right is 5 x 5 x3 mm)


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Liver: Multinucleated hepatocyte, increased; minimal


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; slight


Mammary Gland: TISSUE COMMENT: Mammary gland is on


slide 19.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32013
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 393

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: Cyst, parovarian; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; slight


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1


Vagina: Mucification, epithelium; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lymph Node, 

   Inguinal; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; 

   Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Thymus; Tongue; Trachea; Ureter; Urinary 

   Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32013
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 393

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mammary Gland; Mandibular Salivary Gland; Marrow, 

   Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Skin/

   Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32014
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 423

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Lymph Node, Other: Large; mediastinal; present;
Brain: Compression, ventral; minimal


collected

Mammary Gland, Female: Mass; axilla, left; single;
Death Comment: Neoplasia, mammary; Present


tan; firm; cut surface‑same; collected/40 x 25 x 


15 mm, overlying skin has a sore, 13 x 10 mm, 


red, collected intact with mass, mass 2

Mammary Gland, Female: Mass; cervical, lateral,
GALT/Peyer's Patch: MISSING


left; single; tan; firm; cut surface‑same; 


collected/40 x 35 x 20 mm, mass1

Mammary Gland, Female: Mass; inguinal, left;
Heart: Infiltrate, mononuclear cell; minimal;


single; tan; firm; cut surface‑same; 
epicardium


collected/mass A, 23 x 20 x 8 mm

Pituitary: Mass; entire; single; dark red; soft;
Kidney: Mineralization, pelvis; minimal


cut surface‑not required; collected/6 x 4 x 4 mm


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Necrosis, hepatocyte; minimal


Lymph Node, Inguinal: BOTH MISSING

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32014
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 423

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Other: TISSUE COMMENT: The macroscopic


finding of large mediastinal lymph node is due to 


a thymus lesion.  Lymph node is not present on 


slide 22.


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:2


/Fibroadenomas are on slides 14B and 14C.


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Mammary Gland: M‑Carcinoma; fatal; number of


occurrences:1


/The carcinoma is on slide 14A.


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: B‑Thymoma; incidental; number of


occurrences:1


/The macroscopic finding of large mediastinal 


lymph node is due to a thymus lesion.  Lymph node 


is not present on slide 22.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32014
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 423

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Harderian 

   Gland; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; 

   Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32015
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 412

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; moderate


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Dilatation, pelvis; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nerve, Optic: Atrophy; slight


Ovary: Hyperplasia, interstitial cell; slight


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Uterus: Cyst; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32015
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 412

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32016
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 08 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/680
TBW(g): 317

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Large; right; collected/right is 5 x 4 x 4
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm (left is 3 x 2 x 2 mm)
moderate

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: M‑Carcinoma; incidental; number of


mm3; collected
occurrences:1

Mammary Gland, Female: Mass; axilla, right; single;
Brain: Compression, ventral; slight


red, tan; firm; cut surface‑same; collected/30 x 


25 x 20 mm

Mammary Gland, Female: Mass; inguinal, right;
Death Comment: Neoplasia, pituitary; Present


single; red, tan; firm; cut surface‑same; 


collected/20 x 20 x 15 mm

Pituitary: Mass; entire; single; dark red; soft;
Harderian Gland: Infiltrate, mononuclear cell;


cut surface‑not required; collected/8 x 6 x 5 mm
minimal

Thymus: Mass; aspect, left; single; tan; firm; cut
Heart: Cardiomyopathy, degenerative; slight


surface‑not required; collected/10 x 8 x 5 mm


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Liver: Necrosis, hepatocyte; minimal; focal


Liver: Vacuolation, increased, hepatocyte; slight


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32016
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 08 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/680
TBW(g): 317

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: Hyperplasia, epithelium; moderate


Thymus: Hyperplasia, lymphocyte; marked


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32016
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 08 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/680
TBW(g): 317

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32017
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 348

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Other: Large; mediastinal; present;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
slight

Pituitary: Discolored; entire; entire; dark red;
Death Comment: Scheduled sacrifice; Present


collected

Thymus: Not identified; entire; possible
Harderian Gland: Infiltrate, mononuclear cell;


remnants/collected intact with mediastinal lymph 
minimal


nodes


Heart: Cardiomyopathy, degenerative; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; slight


Lymph Node, Other: TISSUE COMMENT: The macroscopic


finding seen in the mediastinal lymph node is due 


to a thymus lesion.  The finding is on slides 8 


and 22. Lymph node is not present


Ovary: Cyst, follicle; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thymus: B‑Thymoma; incidental; number of


occurrences:1


/The macroscopic finding seen in the mediastinal 


lymph node is due to a thymus lesion.  The 


finding is on slides 8 and 22. Lymph node is not 


present.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32017
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 348

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32018
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 12 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/653
TBW(g): 406

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Mammary Gland, Female: Cyst; multiple regions;
Brain: Compression, ventral; slight


single, up to 5 mm3; white; contains semifluid; 


collected

Mammary Gland, Female: Mass; axilla, right; single;
Death Comment: Neoplasia, pituitary; Present


tan; firm/lobulated; cut surface‑same; 


collected/45 x 25 x 10 mm, portion collected

Mammary Gland, Female: Thickened; ventral, entire;
Kidney: Dilatation, pelvis; slight


present; tan; collected

Pituitary: Mass; entire; single; dark red; soft;
Kidney: Hyperplasia, transitional cell; minimal


cut surface‑not required; collected/9 x 7 x 5 mm

Vagina: Mass; cranial end; single; dark red; soft;
Kidney: Mineralization, pelvis; minimal


cut surface‑not required; collected/8 x 8 x 5 mm


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32018
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 12 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/653
TBW(g): 406

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Nonglandular: Cyst; slight


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; slight


Uterus: B‑Polyp, endometrial stromal; incidental;


number of occurrences:1


Vagina: Mucification, epithelium; moderate


Vagina: TISSUE COMMENT: The lesion noted grossly as


a vaginal mass is a uterine polyp.  See uterus 


for diagnosis.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32018
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 12 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/653
TBW(g): 406

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach, Glandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32019
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 375

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mammary Gland, Female: Mass; inguinal, left;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


single; tan; soft/lobulated; cut surface‑same; 
moderate


collected/40 x 30 x 10 mm

Pituitary: Discolored; entire; entire; dark red;
Brain: Compression, ventral; minimal


collected


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Focus, cellular alteration, eosinophilic;


slight


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; slight


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: B‑Adenoma, islet cell; incidental; number


of occurrences:1


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32019
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 375

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus: Hyperplasia, lymphocyte; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32020
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 13 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/624
TBW(g): 487

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mammary Gland, Female: Mass; inguinal, right;
Death Comment: Neoplasia, skin; Present


single; dark red, tan; firm/lobulated; cut 


surface‑same; collected/80 x 65 x 40 mm, portion 


submitted, scab on overlying skin, red 10 x 5 mm 


collected


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Mitosis, hepatocyte, increased; slight


Liver: Necrosis, hepatocyte; minimal; focal


Lung: Infiltrate, macrophages, vacuolated; minimal


Pituitary: Hyperplasia; moderate


Skin/Subcutis: M‑Fibrosarcoma; fatal; number of


occurrences:1


/The macroscopic finding of mammary mass is a 


skin neoplasm.


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32020
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 13 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/624
TBW(g): 487

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32021
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 357

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate


Adrenal, Cortex: Hypertrophy; moderate


Death Comment: Scheduled sacrifice; Present


Liver: Cyst, biliary; slight


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Cyst/ectasia with inflammation;


slight


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Ovary: Cyst, corpus luteum; slight


Ovary: Cyst, parovarian; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32021
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 357

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Lung; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Oviduct; Pancreas; Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32022
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 345

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate


Brain: Compression, ventral; minimal


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Harderian Gland: Inflammation, granulomatous;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Lymph Node, Inguinal: BOTH MISSING


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; moderate


Mammary Gland: Cyst/ectasia with inflammation;


moderate


Mammary Gland: Hyperplasia; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32022
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 345

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lung; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/

   Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32023
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 30 Jan 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 49/337
TBW(g): 272

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Pituitary: Mass; entire; single; multi‑colored;
Brain: Compression, ventral; slight


soft; cut surface‑not required; collected/10 x 5 


x 5 mm


Death Comment: Neoplasia, pituitary; Present


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Ovary: Hyperplasia, interstitial cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32023
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 30 Jan 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 49/337
TBW(g): 272

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Thyroid; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32024
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 356

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Lung: Infiltrate, macrophages, alveolus; slight


Lung: Pigment; slight


Mammary Gland: Hyperplasia; slight


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; minimal


Uterus: Dilatation; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32024
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 356

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary 

   Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32025
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 29 May 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 66/456
TBW(g): 290

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/8 x 5 x 4 mm


Death Comment: Neoplasia, pituitary; Present


Eye: Atrophy, retina; slight


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Lung: Inflammation, mixed cell; minimal


Lung: TISSUE COMMENT: The two findings are


co‑located.


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32025
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 29 May 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 66/456
TBW(g): 290

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32026
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 438

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Mammary Gland, Female: Mass; abdomen, mid; single;
Brain: Compression, ventral; minimal


red, tan; firm; cut surface‑same; collected/74 x 


63 x 30 mm

Ovary: Cyst; right; single, up to 10 mm3; clear;
Death Comment: Scheduled sacrifice; Present


contains fluid; collected

Pituitary: Mass; entire; single; dark red, tan;
Harderian Gland: Infiltrate, mononuclear cell;


soft; cut surface‑not required; collected/6 x 4 x 
minimal


3 mm

Skin/Subcutis: Sore; abdomen, mid; single, over 10
Heart: Cardiomyopathy, degenerative; minimal


mm2; dark red; collected


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Inguinal: BOTH MISSING


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; slight


Mammary Gland: B‑Adenoma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32026
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 438

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; slight


Ovary: Cyst, bursa; moderate


Ovary: Hyperplasia, interstitial cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: M‑Fibrosarcoma; incidental; number


of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: Cyst; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Rectum; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32026
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 438

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Spinal 

   Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary 

   Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32027
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 319

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: B‑Adenoma; incidental; number of


occurrences:1


Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


slight


Cervix: Hyperplasia, epithelium; slight


Death Comment: Scheduled sacrifice; Present


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Ovary: Cyst, follicle; slight


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:2


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: Hyperplasia, cystic endometrial; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32027
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 319

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32028
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 74/514
TBW(g): 299

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Cervix: Mass; entire; single; tan; firm; cut
Cervix: M‑Leiomyosarcoma; fatal; number of


surface‑same; collected/25 x 15 x 12 mm
occurrences:1

Stomach: Discolored; mucosa, glandular; single, up
Death Comment: Neoplasia, reproductive/urinary;


to 2 mm2; dark red; collected
Present


Liver: Focus, cellular alteration, basophilic;


minimal


Spinal Cord: Degeneration, axon, increased; minimal


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: Necrosis, lymphocytes; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32028
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 74/514
TBW(g): 299

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; 

   Eye; GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Pituitary; Skin/Subcutis; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32029
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 392

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Scab; hind, bilateral; few, up to 2
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; tan; fibrous; collected
moderate

Liver: Cyst; lobe, left lateral; single, up to 2
Adrenal, Cortex: Hyperplasia; moderate


mm3; dark red; contains fluid; collected

Pituitary: Mass; entire; single; dark red, tan;
Brain: Compression, ventral; minimal


soft; cut surface‑not required; collected/8 x 5 x 


3 mm


Cervix: Hyperplasia, epithelium; minimal


Death Comment: Scheduled sacrifice; Present


Foot/Footpad: Inflammation/hyperplasia; slight


GALT/Peyer's Patch: MISSING


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


severe


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Ovary: Hyperplasia, interstitial cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32029
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 392

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Glandular: Hemorrhage; minimal


Stomach, Nonglandular: Hyperplasia, epithelium;


minimal


Thymus: Inflammation, chronic‑active; slight;


adipose


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Esophagus; Eye; Harderian Gland; 

   Heart; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Tongue; Trachea; Ureter; Urinary Bladder; 

   Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32030
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 06 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 97/678
TBW(g): 502

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Cervix: Mass; entire; single; red; gelatinous; cut
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


surface‑same; collected/30 x 10 x 10 mm
moderate

Mammary Gland, Female: Mass; inguinal, left;
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


single; multi‑colored; soft; cut surface‑same; 


collected/60 x 50 x 25 mm


Cervix: C‑Vascular neoplasm, see body, whole for


type; present


Cervix: M‑Sarcoma, stromal; fatal; number of


occurrences:1


Cervix: TISSUE COMMENT: In a section of the stromal


sarcoma, on slide 16A, there is hemangiosarcoma 


tissue.


Death Comment: Neoplasia, reproductive/urinary;


Present


Harderian Gland: Inflammation, granulomatous;


minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Angiectasis; moderate


Liver: Focus, cellular alteration, basophilic;


moderate


Mammary Gland: Cyst/ectasia with inflammation;


minimal
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Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B32030
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 06 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 97/678
TBW(g): 502

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: TISSUE COMMENT: The lesion noted


grossly as a mammary mass is a skin tumor on 


slide 14A.  See skin for diagnosis.


Ovary: ONE OF THE PAIR IS MISSING


Oviduct: ONE OF THE PAIR IS MISSING


Pancreas: Atrophy, acinar; minimal


Pancreas: Hyperplasia, islet cell; moderate


Skin/Subcutis: B‑Myxoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B32030
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 06 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 97/678
TBW(g): 502

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Heart; 

   Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Parathyroid; Pituitary; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B32031
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 589

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 2
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
marked

Foot/Footpad: Scab; hind, left; single, up to 2
Brain: Compression, ventral; slight


mm2; red; fibrous; collected

Mammary Gland, Female: Mass; inguinal, right;
Death Comment: Scheduled sacrifice; Present


single; dark red, tan; soft; cut surface‑same; 


collected/100 x 90 x 25 mm, portion submitted

Pituitary: Mass; entire; single; dark red; soft;
Foot/Footpad: Inflammation/hyperplasia; slight


cut surface‑not required; collected/8 x 5 x 5 mm

Skin/Subcutis: Mass; tail, mid region; single; tan;
GALT/Peyer's Patch: MISSING


wart‑like; cut surface‑not required; collected/10 


x 10 x 8 mm


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Mineralization, pelvis; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, basophilic;


severe


Liver: Focus, cellular alteration, eosinophilic;


slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Inguinal: BOTH MISSING


Lymph Node, Inguinal: TISSUE COMMENT: Mammary


hyperplasia and adenomas are on slide 19W.  Lymph 


node is not present.
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Animal Number: B32031
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 589

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: B‑Adenoma; incidental; number of


occurrences:1


/The finding is on slide 19W.


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


/This finding is on slide 14A.


Mammary Gland: Hyperplasia; moderate


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


/The tumor is on slide 19W.


Mammary Gland: TISSUE COMMENT: Mammary hyperplasia


and adenomas are on slide 19W.  Lymph node is not 


present.


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: B‑Papilloma, squamous cell;


incidental; number of occurrences:1


/The finding is on slide 14B.


Spinal Cord: Degeneration, axon, increased; minimal


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight
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Animal Number: B32031
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 589

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
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Vagina: Mucification, epithelium; marked

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Harderian 

   Gland; Ileum; Jejunum; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Nasal 

   Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32032
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 485

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Uterus: Cyst; horn, left; single, up to 2 mm3;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


clear; contains fluid; collected
moderate

ANIMAL COMMENT: left stifle joint inadvertently
Adrenal, Cortex: Inflammation, chronic‑active;


disarticulated at time of necropsy, right stifle 
slight


joint submitted for histology


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; moderate


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Focus, cellular alteration, eosinophilic;


marked


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; moderate


Ovary: Cyst, follicle; slight


Ovary: Hyperplasia, interstitial cell; minimal


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32032
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 485

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Uterus: Cyst; moderate


Vagina: Mucification, epithelium; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32033
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 369

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Mammary Gland, Female: Mass; inguinal, right;
Brain: Compression, ventral; slight


single; tan; soft; cut surface‑same; collected/20 


x 10 x 8 mm

Mammary Gland, Female: Mass; thorax, ventral;
Death Comment: Neoplasia, pituitary; Present


single; red, tan; soft; cut surface‑same; 


collected/30 x 20 x 10 mm

Pituitary: Mass; entire; single; dark red; soft;
Kidney: Hyperplasia, transitional cell; minimal


cut surface‑not required; collected/12 x 10 x 10 


mm

Skin/Subcutis: Scab; cervical, dorsal; multiple, up
Kidney: Mineralization, pelvis; minimal


to 5 mm2; red, dark red; granular; collected

Skin/Subcutis: Scab; thorax, dorsal; few, linear,
Kidney: Nephropathy, chronic progressive; minimal


up to 10 mm in length; red, dark red; granular; 


collected


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


severe

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32033
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 369

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: Cyst/ectasia with inflammation;


marked


/Slide 14B (mammary gland thorax) has 


ectasia/inflammation and hyperplasia that 


correlates with the gross finding  of a mass.  A 


"floater" artifact of carcinoma tissue is in the 


section but is not considered real.


Mammary Gland: Hyperplasia; slight


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


/Slide 14A is from the right inguinal region and 


has a carcinoma.


Marrow, Sternum: Hyperplasia, myeloid; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nasal Turbinate: MISSING


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Skin/Subcutis: Erosion/ulcer; slight


Skin/Subcutis: Inflammation, chronic‑active;


moderate


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32033
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 369

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32034
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 23 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 73/511
TBW(g): 312

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 20
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑same; collected/12 x 10 x 8 mm


Death Comment: Neoplasia, pituitary; Present


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Lymph Node, Inguinal: BOTH MISSING


Ovary: Hyperplasia, interstitial cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Thymus: Necrosis, lymphocytes; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina
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Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B32034
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 23 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 73/511
TBW(g): 312

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus
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Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B32035
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 17 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 103/720
TBW(g): 318

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; multiple, pinpoint;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


tan; collected
moderate

Brain: Depressed area; thalamus; single, up to 10
Brain: Compression, ventral; minimal


mm3; collected

Eye: Raised area; left; single, up to 2 mm3; dark
Death Comment: Neoplasia, pituitary; Present


red; collected

Mammary Gland, Female: Mass; axilla, left; single;
Eye: Atrophy, retina; slight


red, tan; firm; cut surface‑not required; 


collected/7 x 5 x 3 mm

Mammary Gland, Female: Mass; inguinal, left;
Eye: Ulceration, cornea; moderate


single; red, tan; firm/lobulated; cut 


surface‑semifluid, tan; collected/45 x 35 x 20 mm

Mammary Gland, Female: Thickened; ventral, entire;
Heart: Cardiomyopathy, degenerative; slight


present; collected/collected on routine skin 


section

Pituitary: Mass; entire; single; dark red, tan;
Kidney: Hyperplasia, transitional cell; minimal


firm/lobulated; cut surface‑not required; 


collected/7 x 7 x 4 mm


Kidney: Mineralization, pelvis; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Hematopoiesis, extramedullary; slight


Lymph Node, Inguinal: BOTH MISSING

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32035
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 17 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 103/720
TBW(g): 318

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: B‑Adenoma; incidental; number of


occurrences:2


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; slight


Marrow, Sternum: Hyperplasia, myeloid; slight


Nasal Turbinate: M‑Carcinoma, squamous cell;


incidental; number of occurrences:1


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32035
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 17 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 103/720
TBW(g): 318

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Muscle, Biceps Femoris; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; 

   Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32036
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 325

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Pituitary: Mass; entire; single; dark red; soft;
Adrenal, Cortex: Hypertrophy; slight; focal


cut surface‑not required; collected/7 x 6 x 4 mm


Body, Whole/Cavity: M‑Lymphosarcoma; incidental


Brain: Compression, ventral; slight


Death Comment: Neoplasia, pituitary; Present


GALT/Peyer's Patch: TISSUE COMMENT: GALT is on the


ileum section on slide 10.


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: C‑Hematopoietic neoplasm, see body, whole


for type; present


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; slight


Lymph Node, Inguinal: C‑Hematopoietic neoplasm, see


body, whole for type; present


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; minimal


Pancreas: Alteration, basophilic; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Stomach, Nonglandular: Cyst; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32036
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 325

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Nonglandular: Hyperplasia, epithelium;


slight; focal


Thymus: C‑Hematopoietic neoplasm, see body, whole


for type; present

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32037
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 428

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Pituitary: Mass; entire; single; dark red; firm;
Adrenal, Cortex: Hypertrophy; slight


cut surface‑not required; collected/10 x 5 x 5 mm

Skin/Subcutis: Scab; lumbar, dorsal; multiple, up
Brain: Compression, ventral; slight


to 2 mm2; red; collected

Skin/Subcutis: Scab; lumbar, left; multiple, up to
Death Comment: Scheduled sacrifice; Present


2 mm2; dark red; collected

Skin/Subcutis: Scab; lumbar, right; multiple, up to
Kidney: Mineralization, pelvis; minimal


2 mm2; red; collected


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; slight


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


/This lesion is on slide 14.


Ovary: Cyst, follicle; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32037
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 428

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Skin/Subcutis: Erosion/ulcer; moderate


/Slide 14A is dorsal lumbar skin and has this 


finding.


Skin/Subcutis: Inflammation, chronic‑active;


moderate


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: Hyperplasia, epithelium; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; moderate


Thyroid: Hyperplasia, focal,  C‑cell; moderate


Uterus: Cyst; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Spinal Cord; Spleen; Sternum; Stomach; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32037
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 428

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32038
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 350

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate


Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Focus, cellular alteration, eosinophilic;


minimal


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; moderate


Mammary Gland: MISSING


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Ovary: Hyperplasia, interstitial cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Pituitary: Hyperplasia; slight


Spleen: Hematopoiesis, extramedullary, increased;


minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32038
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 350

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; moderate


Tongue: Inflammation, chronic‑active; moderate


Uterus: B‑Polyp, endometrial stromal; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's Patch; Ileum; 

   Jejunum; Lung; Lymph Node, Inguinal; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32039
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 324

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; multiple, pinpoint;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


multi‑colored; collected
moderate

Brain: Depressed area; thalamus; single, up to 10
Brain: Compression, ventral; slight


mm3; collected

Clitoral Gland: Large; bilateral; collected/both
Cecum: Inflammation, chronic,


are 5 x 5 x 5 mm
vascular/perivascular; moderate

Lymph Node, Mesenteric: Large; entire; present;
Clitoral Gland: TISSUE COMMENT: The gross finding


collected
of large clitoral gland is due to mammary ectasia 


and inflammation on slide 22.  Clitoral gland is 


not present.

Ovary: Mass; right; single; dark red;
Death Comment: Scheduled sacrifice; Present


soft/lobulated; cut surface‑same; collected/40 x 


35 x 30 mm

Pancreas: Mass; entire; multiple; multi‑colored;
Heart: Cardiomyopathy, degenerative; slight


firm/lobulated; cut surface‑fluid, dk red; 


collected/up to 8 x 8 x 8 mm

Pituitary: Mass; entire; single; dark red; soft;
Kidney: Nephropathy, chronic progressive; slight


cut surface‑not required; collected/10 x 10 x 10 


mm

Skin/Subcutis: Mass; inguinal, left; single; white;
Liver: Focus, cellular alteration, basophilic;


soft; cut surface‑semifluid, tan; collected/10 x 
severe


10 x 5 mm, collected on routine section

Skin/Subcutis: Mass; shoulder, right; single; tan;
Liver: Infiltrate, mononuclear cell; minimal


firm; cut surface‑same; collected/30 x 30 x 15 mm

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32039
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 324

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Scab; shoulder, right; multiple, up
Liver: Vacuolation, increased, hepatocyte; minimal


to 5 mm2; red; collected

Spleen: Large; entire; present; collected/65 x 10 x
Mammary Gland: B‑Fibroadenoma; incidental; number


10 mm
of occurrences:1


/The gross finding of skin mass (right shoulder) 


is a mammary lesion on slide 14A.


Mammary Gland: Cyst/ectasia with inflammation;


marked


/The gross finding of inguinal skin mass is due 


to mammary ectasia and inflammation on slide 14.


Mammary Gland: Hyperplasia; slight


Mammary Gland: TISSUE COMMENT: The gross finding of


large clitoral gland is due to mammary ectasia 


and inflammation on slide 22.  Clitoral gland is 


not present.


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Ovary: B‑Granulosa/theca cell tumor; incidental;


number of occurrences:1


Ovary: ONE OF THE PAIR IS MISSING


Pancreas: Inflammation, vessel; marked


Pancreas: Thrombus; marked

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32039
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 324

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: Inflammation, chronic‑active;


moderate


/This right shoulder macroscopic finding is on 


slide 14B


Skin/Subcutis: TISSUE COMMENT: The gross finding of


skin mass (right shoulder) is a mammary lesion on 


slide 14A.


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Stomach, Glandular: Inflammation, vessel; slight


Thymus: Cyst, increased; minimal


Thymus: Hyperplasia, epithelium; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, focal,  C‑cell; minimal


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32039
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 324

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian Gland; 

   Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; Mammary 

   Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Parathyroid; Rectum; Spinal Cord; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Oviduct; Parathyroid; 

   Spinal Cord; Sternum; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32040
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 25 Apr 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 61/422
TBW(g): 213

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Kidney: Calculus; pelvis, right; single, up to 10
Death Comment: Inflammation; Present


mm3; tan; firm

Kidney: Large; pelvis, right; present; collected
Harderian Gland: Infiltrate, mononuclear cell;


minimal

Ureter: Large; entire, bilateral; up to 2 mm in
Kidney: Pyelonephritis; marked


diameter; collected

Urinary Bladder: Calculus; lumen; few, up to 20
Marrow, Sternum: Hyperplasia, myeloid; minimal


mm3; tan; firm

Urinary Bladder: Large; entire; collected/25 x 12 x
Pancreas: Depletion, zymogen; minimal


7 mm

Urinary Bladder: Thickened; entire; collected
Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Ureter: Hyperplasia, transitional cell; marked


Ureter: Inflammation; slight


Urinary Bladder: Hyperplasia, transitional cell;


marked


Urinary Bladder: Inflammation; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32040
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 25 Apr 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 61/422
TBW(g): 213

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; 

   Esophagus; Eye; GALT/Peyer's Patch; Heart; Ileum; Jejunum; Liver; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal 

   Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Pituitary; Skin/Subcutis; 

   Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; 

   Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32041
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 482

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; slight


Kidney: Mineralization, pelvis; slight


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32041
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 482

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Skin/Subcutis; 

   Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32042
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 11 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/652
TBW(g): 294

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Kidney: Large; right; present; collected/23 x 13
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


x12 mm (left is 18 x 10 x 10 mm)
slight

Muscle, Other: Firm; biceps, right; dark red, tan;
Body, Whole/Cavity: M‑Lymphosarcoma; fatal


collected/extending into gluteus muscle, gracilis 


muscle, vertebral column, proximal femur; 


collected intact, entire limb collected

Ovary: Cyst; bilateral; single, up to 20 mm3;
Death Comment: Hematopoietic neoplasm; Present


clear; contains fluid; collected

Ureter: Large; entire, bilateral; up to 3 mm in
GALT/Peyer's Patch: MISSING


diameter; collected

Urinary Bladder: Abnormal contents; lumen; tan;
Heart: Cardiomyopathy, degenerative; slight


semisolid

Urinary Bladder: Large; entire; collected/30 x 25 x
Kidney: Dilatation, pelvis; moderate


12 mm

Urinary Bladder: Thickened; entire; red; collected
Kidney: Hyperplasia, transitional cell; slight


Kidney: Mineralization, pelvis; slight


Kidney: Pyelonephritis; moderate


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Muscle, Other: C‑Hematopoietic neoplasm, see body,


whole for type; present

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32042
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 11 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/652
TBW(g): 294

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, follicular cell; slight


Ureter: Hyperplasia, transitional cell; slight


Ureter: Inflammation; minimal


Urinary Bladder: Hyperplasia, transitional cell;


marked


Urinary Bladder: Inflammation; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32042
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 11 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/652
TBW(g): 294

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Harderian Gland; Ileum; 

   Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Thymus; Tongue; Trachea; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32043
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Apr 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 61/423
TBW(g): 283

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Spleen: Large; entire; present; collected/45 x 12 x
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


12 mm
minimal

Uterus: Large; horn, bilateral; present;
Death Comment: Inflammation; Present


collected/both left and right are 90 x 21 x21 mm


Liver: Hematopoiesis, extramedullary; minimal


Marrow, Sternum: Hyperplasia, myeloid; slight


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: Dilatation; moderate


Uterus: Inflammation, chronic‑active; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32043
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Apr 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 61/423
TBW(g): 283

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal 

   Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Skin/

   Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32044
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 485

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Discolored; left aspect; single, up to 2
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; dark red; collected
moderate

Thymus: Mass; aspect, right; single; dark red;
Adrenal, Cortex: Hypertrophy; moderate


firm; cut surface‑same; collected/10 x 10 x 5mm


Brain: Compression, ventral; minimal


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; slight


Lung: Inflammation, mixed cell; minimal


Ovary: Hyperplasia, interstitial cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:2


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: Cyst, increased; minimal


Thymus: Hemorrhage; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32044
Group/Subgroup: 3/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 485

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus: Hyperplasia, epithelium; slight


Thymus: Hyperplasia, lymphocyte; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32045
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 13 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/624
TBW(g): 476

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Cervix: Mass; entire; single; dark red, tan; firm;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


cut surface‑same; collected/56 x 36 x 21 mm, 
moderate


extends into the vagina

Pituitary: Discolored; entire; entire; dark red,
Adrenal, Medulla: Infiltrate, mononuclear cell;


tan; collected
slight

Pituitary: Large; entire; collected/6 x 4 x 3 mm
Body, Whole/Cavity: M‑Histiocytic Sarcoma; fatal

Spleen: Large; entire; present; collected/58 x 15 x
Brain: Compression, ventral; minimal


4 mm

Ureter: Large; entire, left; up to 3 mm in
Cervix: C‑Hematopoietic neoplasm, see body, whole


diameter; collected/right is 1 mm in diameter
for type; present

Uterus: Cyst; horn, bilateral; single, over 30 mm3;
Death Comment: Neoplasia, reproductive/urinary;


dark red; contains fluid; collected/at 
Present


bifurcation

Vagina: Prolapsed; serosa, distal; single, up to 5
Harderian Gland: Infiltrate, mononuclear cell;


mm in length; red, tan; collected
minimal


Kidney: Dilatation, pelvis; slight


Kidney: Hyperplasia, transitional cell; slight


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Hematopoiesis, extramedullary; slight


Liver: Hyperplasia, Kupffer cell; minimal


Liver: Mitosis, hepatocyte, increased; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Ovary: Cyst, corpus luteum; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32045
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 13 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/624
TBW(g): 476

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: C‑Hematopoietic neoplasm, see body, whole


for type; present


Uterus: Hyperplasia, endometrium; slight


Uterus: Inflammation, chronic‑active; slight


Vagina: C‑Hematopoietic neoplasm, see body, whole


for type; present

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Sternum; Stomach; 

   Thymus; Thyroid; Tongue; Trachea; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32045
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 13 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 90/624
TBW(g): 476

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Aorta; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Heart; Ileum; Jejunum; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32046
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 30 Apr 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 61/427
TBW(g): 275

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/8 x 7 x 4 mm

Skin/Subcutis: Scab; cervical, lateral, right;
Death Comment: Neoplasia, pituitary; Present


single, up to 2 mm2; red; collected


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Skin/Subcutis: Inflammation, chronic‑active; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Spinal Cord; Spleen; Sternum; Stomach; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32046
Group/Subgroup: 3/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 30 Apr 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 61/427
TBW(g): 275

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32056
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 17 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 81/567
TBW(g): 336

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; right; single, up to 2 mm2;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


white; collected
slight

Brain: Depressed area; thalamus; single, up to 10
Brain: Compression, ventral; moderate


mm3; collected

Mammary Gland, Female: Cyst; cervical, ventral;
Death Comment: Neoplasia, pituitary; Present


few, up to 5 mm3; white; contains semifluid; 


collected/also present in left perineal region

Mammary Gland, Female: Mass; inguinal, left;
Eye: Atrophy, retina; slight


single; dark red; firm; cut surface‑same; 


collected/15 x 10 x 5 mm

Pituitary: Mass; entire; single; brown; soft; cut
Liver: Vacuolation, increased, hepatocyte; minimal


surface‑not required; collected/10 x 5 x 5 mm

Stomach: Depressed area; mucosa, nonglandular; few,
Mammary Gland: Cyst/ectasia with inflammation;


up to 1 mm3; collected
slight


Mammary Gland: Hyperplasia; minimal


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


Parathyroid: MISSING


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Stomach, Nonglandular: Ulcer/erosion; moderate;


focal


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32056
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 17 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 81/567
TBW(g): 336

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Vagina: Exudate, lumen; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach, Glandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32057
Group/Subgroup: 4/1
Sex: F
Fate Status: Found Dead

Date of Fate: 25 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 83/575
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Death Comment: Undetermined; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Pancreas: Atrophy, acinar; slight


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Inflammation, chronic; minimal


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: Hemorrhage; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32057
Group/Subgroup: 4/1
Sex: F
Fate Status: Found Dead

Date of Fate: 25 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 83/575
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; 

   Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32058
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 369

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Mass; entire; single; tan; firm; cut
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


surface‑not required; collected/6 x 6 x 4 mm
slight

Thymus: Mass; entire; single; red, tan; firm; cut
Brain: Compression, ventral; slight


surface‑not required; collected/25 x 25 x 11 mm


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Harderian Gland: Inflammation, granulomatous;


minimal


Heart: Cardiomyopathy, degenerative; slight


Kidney: Mineralization, pelvis; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Pancreas: Ectopic spleen; Present


Pancreas: Hyperplasia, islet cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32058
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 369

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thymus: Hemorrhage; slight


Thymus: Hyperplasia, lymphocyte; marked


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; 

   Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32059
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 03 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 79/553
TBW(g): 387

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Mass; lumbar, right; single; red;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


firm; cut surface‑same; collected/50 x 50 x 50 
slight


mm, overlying skin has a single, dark red 


ulcerated area 10 x 10 x 10 mm, collected intact 


with mass

ANIMAL COMMENT: left stifle joint disarticulated at
Body, Whole/Cavity: M‑Histiocytic Sarcoma; fatal


time of necropsy, right stifle joint submitted


Death Comment: Hematopoietic neoplasm; Present


Kidney: Hyaline droplet, tubule cell; slight


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Mitosis, hepatocyte, increased; slight


Lung: C‑Hematopoietic neoplasm, see body, whole for


type; present


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: C‑Hematopoietic neoplasm, see body,


whole for type; present

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32059
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 03 Sep 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 79/553
TBW(g): 387

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Parathyroid; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; 

   Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32060
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 445

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Cervix: Firm; entire; present; white; collected
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate

Cervix: Large; entire; up to 10 mm in diameter;
Body, Whole/Cavity: B‑Hemangioma; incidental


collected

Kidney: Calculus; pelvis, bilateral; multiple, up
Cervix: Hypertrophy, stroma; slight


to 1 mm3; yellow; granular/trimming comment

Kidney: Large; pelvis, bilateral; present;
Death Comment: Scheduled sacrifice; Present


collected/trimming comment


GALT/Peyer's Patch: MISSING


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Dilatation, pelvis; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Mammary Gland: Hyperplasia; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32060
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 445

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: Hyperplasia, epithelium; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; Harderian Gland; Ileum; Jejunum; 

   Lung; Lymph Node, Inguinal; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, 

   Optic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32061
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 454

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Clitoral Gland: Large; bilateral; collected/right
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


is 12 x 10 x 5 mm, left is 23 x 15 x 7 mm
moderate

Clitoral Gland: Not identified; bilateral; possible
Brain: Compression, ventral; slight


remnants

Lymph Node, Mesenteric: Large; entire; present;
Clitoral Gland: TISSUE COMMENT: The macroscopic


collected
observations of the clitoral gland are lesions in 


the mammary gland.  Clitoral gland is not present 


on slide 22.

Pituitary: Mass; entire; single; black; soft; cut
Death Comment: Scheduled sacrifice; Present


surface‑not required; collected/5 x 4 x 4 mm


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


severe


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


Mammary Gland: Cyst/ectasia with inflammation;


marked


Mammary Gland: Hyperplasia; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32061
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 454

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: TISSUE COMMENT: The macroscopic


observations of the clitoral gland are lesions in 


the mammary gland.  Clitoral gland is not present 


on slide 22.


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Ovary: Cyst, corpus luteum; slight


Ovary: Cyst, parovarian; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spinal Cord: Degeneration, axon, increased; slight


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: Hyperplasia, epithelium; minimal


Thymus: Hyperplasia, lymphocyte; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: Cyst; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32061
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 454

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Oviduct; Pancreas; 

   Parathyroid; Skin/Subcutis; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; 

   Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32062
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 02 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 70/490
TBW(g): 283

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/9 x 9 x 6 mm

Stomach: Discolored; mucosa, glandular; single, up
Death Comment: Neoplasia, pituitary; Present


to 5 mm2; white; collected


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Angiectasis; slight; focal


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Pigment, increased; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32062
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 02 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 70/490
TBW(g): 283

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Thyroid; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32063
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 341

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Discolored; entire; few, pinpoint;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


black; collected
moderate

Skin/Subcutis: Scab; cervical, dorsal; few, up to 2
Cervix: Hyperplasia, epithelium; moderate


mm2; dark red; collected

Skin/Subcutis: Scab; head, rostrum; single, up to 2
Death Comment: Scheduled sacrifice; Present


mm2; red; collected

Skin/Subcutis: Scab; thorax, dorsal; few, up to 2
Harderian Gland: Infiltrate, mononuclear cell;


mm2; dark red; collected
minimal


Heart: Cardiomyopathy, degenerative; slight


Heart: M‑Endocardial schwannoma; incidental; number


of occurrences:1


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Fibrosis/biliary hyperplasia; marked


Liver: Focus, cellular alteration, basophilic;


marked


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32063
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 341

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: Hyperplasia; moderate


Skin/Subcutis: Erosion/ulcer; slight


Skin/Subcutis: Inflammation, chronic‑active; slight


Stomach, Glandular: Erosion/ulcer; minimal


Thymus: Hyperplasia, epithelium; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Tongue: Infiltrate, mononuclear cell; slight


Uterus: Hyperplasia, cystic endometrial; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Spinal Cord; Spleen; Sternum; Stomach; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Spinal Cord; Spleen; Sternum; Stomach, Nonglandular; Trachea; Ureter; Urinary Bladder; 

   Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32064
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 402

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Mass; thorax, ventral; single; tan;
Adrenal, Cortex: B‑Adenoma; incidental; number of


wart‑like; cut surface‑not required; collected/10 
occurrences:1


x 10 x 5 mm

Thymus: Not identified; entire; possible remnants
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Heart: Hyperplasia, endocardium; moderate


Kidney: Mineralization, pelvis; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Liver: Multinucleated hepatocyte, increased; slight


Liver: Vacuolation, increased, hepatocyte; slight


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: B‑Fibroma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32064
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 402

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: Cyst; slight


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Spinal Cord; Spleen; Sternum; 

   Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32065
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 451

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Large; left; collected/10 x 10 x 10 mm
Adrenal, Cortex: Atrophy; marked; unilateral


(right is 2 x 2 x 2 mm)


Adrenal, Cortex: M‑Carcinoma; incidental; number of


occurrences:1


Adrenal, Medulla: ONE OF THE PAIR IS MISSING


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: Vacuolation, increased, hepatocyte; moderate


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Cyst/ectasia with inflammation;


moderate


Mammary Gland: Hyperplasia; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pituitary: Hyperplasia; slight


Thyroid: Hyperplasia, diffuse, C‑cell; moderate


Thyroid: Hyperplasia, focal,  C‑cell; moderate


Thyroid: Hyperplasia, follicular cell; slight


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32065
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 451

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32066
Group/Subgroup: 4/1
Sex: F
Fate Status: Found Dead

Date of Fate: 19 Apr 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 8/51
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


minimal


Brain: Compression, ventral; minimal


Death Comment: Undetermined; Present

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Pituitary; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32067
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 09 Oct 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 32/224
TBW(g): 252

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Other: Discolored; mandibular,
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


bilateral; entire; dark red; collected
slight

Stomach: Abnormal contents; lumen; clear; contains
Death Comment: Undetermined; Present


gas

Stomach: Large; entire; present; collected/40 x 27
Lymph Node, Other: Erythrocytes, sinus, increased;


x 13 mm
slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Pituitary; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32068
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 419

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Scab; hind, bilateral; few, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; red, tan; collected
moderate


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Foot/Footpad: Inflammation/hyperplasia; moderate


Foot/Footpad: Ulcer; minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


slight


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: Hyperplasia, islet cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32068
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 419

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: Cyst, increased; minimal


Thymus: Hemorrhage; slight


Thymus: Hyperplasia, lymphocyte; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Thyroid: Hyperplasia, focal,  C‑cell; slight


Uterus: Hyperplasia, endometrium; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32068
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 419

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Oviduct; Parathyroid; 

   Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; 

   Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32069
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 338

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Cervix: Large; entire; up to 3 mm in diameter;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
moderate

Mammary Gland, Female: Mass; inguinal, left;
Death Comment: Scheduled sacrifice; Present


single; red, tan; firm; cut surface‑same; 


collected/50 x 40 x 25 mm, collected intact with 


skin section


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; slight


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


Ovary: Cyst, parovarian; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Pituitary: Hyperplasia; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32069
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 338

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32070
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 384

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Liver: Discolored; lobe, left lateral; single, up
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


to 5 mm2; tan; collected
moderate

Mammary Gland, Female: Mass; inguinal, right;
Death Comment: Scheduled sacrifice; Present


single; red, tan; firm; cut surface‑same; 


collected/40 x 30 x 25 mm

Pituitary: Discolored; left aspect; single, up to 2
Harderian Gland: Inflammation, granulomatous;


mm2; black; collected
minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; slight


Kidney: Nephropathy, chronic progressive; slight


Liver: Angiectasis; slight


Liver: Barbiturate lysis; moderate


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; slight


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; moderate


/The finding is also present on slide 14APW.


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nerve, Sciatic: Degeneration, axon, increased;


minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32070
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 384

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ovary: Cyst, parovarian; slight


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spinal Cord: Degeneration, axon, increased; minimal


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, 

   Sternum; Nasal Turbinate; Nerve, Optic; Oviduct; Parathyroid; Skin/Subcutis; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32071
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 05 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 71/493
TBW(g): 314

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/12 x 7 x 5 mm


Death Comment: Neoplasia, pituitary; Present


Harderian Gland: Hyperplasia; slight


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Liver: Focus, cellular alteration, basophilic;


minimal


Mammary Gland: Hyperplasia; minimal


Ovary: Cyst, parovarian; slight


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spinal Cord: Degeneration, axon, increased; minimal


Spleen: Pigment, increased; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32071
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 05 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 71/493
TBW(g): 314

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Oviduct; Parathyroid; Skin/Subcutis; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32072
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 489

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Foot/Footpad: Scaly skin; hind, bilateral;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


multiple, up to 5 mm2; tan; collected
slight

Mammary Gland, Female: Mass; abdomen, right;
Body, Whole/Cavity: M‑Hemangiosarcoma; incidental


single; tan; firm/lobulated; cut surface‑same; 


collected/22 x 15 x 10 mm

Ovary: Cyst; right; single, up to 10 mm3; clear;
Death Comment: Scheduled sacrifice; Present


contains fluid; collected


Foot/Footpad: Inflammation/hyperplasia; moderate


Foot/Footpad: Ulcer; moderate


Harderian Gland: Hyperplasia; slight


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Dilatation, pelvis; slight


Liver: Angiectasis; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


slight


Lymph Node, Mesenteric: C‑Vascular neoplasm, see


body, whole for type; present


Mammary Gland: Cyst/ectasia with inflammation;


moderate


Mammary Gland: Hyperplasia; moderate


/This finding is on slide 19.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32072
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 489

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: B‑Granulosa/theca cell tumor; incidental;


number of occurrences:1


Ovary: Cyst, parovarian; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32072
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 489

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Ileum; Jejunum; Lung; Lymph Node, Inguinal; Mandibular Salivary Gland; Marrow, Sternum; Nasal 

   Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal 

   Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary 

   Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32073
Group/Subgroup: 4/1
Sex: F
Fate Status: Found Dead

Date of Fate: 17 Jun 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 68/475
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adipose, Other: Thickened; mesenteric;
Adipose, Other: N‑Carcinoma; present


collected/entire white mesenteric adipose 
Originating Finding: Uterus, Carcinoma


thickened

Pancreas: Mass; entire; single; dark red, tan;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


firm/lobulated; cut surface‑same; collected/60 x 
slight


50 x 20 mm, portion collected

Uterus: Mass; horn, left; single; dark red, tan;
Death Comment: Neoplasia, reproductive/urinary;


firm; cut surface‑not required; collected/10 x 10 
Present


x 5 mm


Ileum: AUTOLYTIC, NOT READABLE


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Necrosis/degeneration, hepatocyte,


centrilobular; moderate


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: MISSING


Marrow, Sternum: Hyperplasia, myeloid; minimal


Ovary: Hyperplasia, interstitial cell; minimal


Ovary: N‑Carcinoma; present


Originating Finding: Uterus, Carcinoma


Pancreas: N‑Carcinoma; present


Originating Finding: Uterus, Carcinoma


Skin/Subcutis: MISSING

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32073
Group/Subgroup: 4/1
Sex: F
Fate Status: Found Dead

Date of Fate: 17 Jun 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 68/475
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thymus: Hemorrhage; slight


Thymus: Necrosis, lymphocytes; slight


Uterus: M‑Carcinoma; fatal; number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adipose, White, Mesenteric; Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; 

   Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; 

   Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; 

   Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Heart; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Parathyroid; 

   Pituitary; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32074
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 462

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Mass; entire; single; tan; firm; cut
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


surface‑not required; collected/6 x 5 x 3 mm
marked

Thymus: Mass; entire; single; red, tan; firm; cut
Death Comment: Scheduled sacrifice; Present


surface‑same; collected/35 x 25 x 11 mm


Eye: Atrophy, retina; slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Multinucleated hepatocyte, increased; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:2


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thymus: B‑Thymoma; incidental; number of


occurrences:1


Thymus: Hemorrhage; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, follicular cell; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B32074
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 462

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina
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Individual Animal Data
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Animal Number: B32075
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 410

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thymus: Not identified; entire; possible remnants
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate


Adrenal, Cortex: Hypertrophy; slight


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


GALT/Peyer's Patch: MISSING


Heart: Cardiomyopathy, degenerative; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Infiltrate, mononuclear cell; minimal


Liver: Multinucleated hepatocyte, increased; slight


Liver: Vacuolation, increased, hepatocyte; slight


Mammary Gland: Cyst/ectasia with inflammation;


slight


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Mucification, epithelium; slight
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Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32075
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 410

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Harderian 

   Gland; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32076
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 411

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mammary Gland, Female: Mass; abdomen, right;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


single; white; firm; cut surface‑same; 
moderate


collected/15 x 15 x 10 mm

Ovary: Cyst; bilateral; single, up to 20 mm3;
Cervix: Lumen, exudate/debris; minimal


clear; contains fluid; collected

Thymus: Not identified; entire; possible remnants
Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Focus, cellular alteration, eosinophilic;


marked


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


Muscle, Biceps Femoris: Degeneration/regeneration;


slight


Ovary: Cyst, bursa; moderate


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32076
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 411

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thyroid; 

   Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Parathyroid; Skin/

   Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32077
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 30 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/671
TBW(g): 295

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Brain: Depressed area; cerebellum, right; single,
Brain: Compression, ventral; moderate


up to 5 mm3; red; collected

Clitoral Gland: Not identified; bilateral; possible
Brain: I‑Carcinoma; present


remnants
Originating Finding: Pituitary, Carcinoma

Lymph Node, Inguinal: Not identified; left;
Cervix: Hyperplasia, epithelium; slight


possible remnants

Mammary Gland, Female: Cyst; all regions; few, up
Clitoral Gland: TISSUE COMMENT: Slide 22 has


to 5 mm3; white; contains fluid; 
adipose and mammary gland.  Clitoral gland is not 


collected/collected on routine section
present.

Mammary Gland, Female: Mass; axilla, right; single;
Death Comment: Neoplasia, pituitary; Present


multi‑colored; firm; cut surface‑same; 


collected/23 x 19 x 12 mm

Mammary Gland, Female: Mass; inguinal, left;
Kidney: Hyperplasia, transitional cell; minimal


single; dark red, tan; firm; cut surface‑not 


required; collected/9 x 8 x 5, collected on 


routine section, as mass A

Mammary Gland, Female: Mass; inguinal, right;
Kidney: Mineralization, pelvis; minimal


single; multi‑colored; soft/lobulated; cut 


surface‑semifluid, tan; collected/50 x 35 x 14 mm

Pituitary: Mass; entire; single; dark red, tan;
Liver: Focus, cellular alteration, basophilic;


soft; cut surface‑not required; collected/10 x 5 
marked


x 5 mm

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32077
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 30 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/671
TBW(g): 295

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Spleen: Large; entire; present; collected/50 x 12 x
Liver: Infiltrate, mononuclear cell; minimal


4 mm

Uterus: Mass; horn, left; single; multi‑colored;
Lymph Node, Inguinal: N‑Carcinoma; present


firm; cut surface‑same; collected/15 x 10 x 10 mm
Originating Finding: Mammary Gland, Carcinoma


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:4


/Slide 14 has the left inguinal mammary mass 


(carcinoma). Slide 14A has the axillary mammary 


carcinoma. Slide 14B has the right inguinal 


mammary carcinoma. Slide 22 has a fourth mammary 


carcinoma that correlates with the macroscopic 


finding of not identified clitoral gland.  In 


addition, slide 22 has cyst/ectasia.


Marrow, Sternum: Hyperplasia, myeloid; slight


Pituitary: M‑Carcinoma; fatal; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Uterus: M‑Carcinoma, squamous cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32077
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 30 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/671
TBW(g): 295

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal 

   Cord; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32078
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 513

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Inguinal: Discolored; left; entire;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


dark red; collected
moderate

Lymph Node, Inguinal: Large; left; present;
Cervix: Hyperplasia, epithelium; minimal


collected

Mammary Gland, Female: Mass; axilla, left; single;
Death Comment: Neoplasia, mammary; Present


dark red, tan; soft/lobulated; cut surface‑same; 


collected/90 x 70 x 25 mm, portion collected, 


sore collected intact with overlying skin, red, 


tan 10 x 5 mm

Pituitary: Discolored; anterior aspect; single, up
Harderian Gland: Infiltrate, mononuclear cell;


to 2 mm2; black; collected
minimal


Heart: Cardiomyopathy, degenerative; moderate


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: Focus, cellular alteration, basophilic;


marked


Lymph Node, Inguinal: BOTH MISSING


Lymph Node, Inguinal: TISSUE COMMENT: No lymph node


tissue is on slide 19.  The lymph node 


macroscopic findings are due to changes in 


mammary tissue. See mammary gland for diagnosis.


Mammary Gland: B‑Fibroadenoma; fatal; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32078
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 513

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:2


/A mammary carcinoma is on slide 14; a 


fibroadenoma is on slide 14A.  A second mammary 


carcinoma is on slide 19 which also has mammary 


cyst/ectasia, both correlating with the 


macroscopic inguinal lymph node findings of 


discolored and large.


Pituitary: Hemorrhage; slight


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Cyst, follicle; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32078
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 22 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/694
TBW(g): 513

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; 

   Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32079
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 12 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/653
TBW(g): 447

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Atrophy; moderate


mm3; collected

Clitoral Gland: Not identified; bilateral; possible
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


remnants
slight

Pituitary: Mass; entire; single; dark red; soft;
Brain: Compression, ventral; slight


cut surface‑not required; collected/9 x 7 x 5 mm

Uterus: Small; horn, bilateral; present;
Clitoral Gland: Inflammation/cyst; moderate


collected/60 x 1 x 1 mm


Death Comment: Neoplasia, pituitary; Present


Eye: Atrophy, retina; moderate


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


/The hyperplasia is on slide 22.


Pituitary: B‑Adenoma; fatal; number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32079
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 12 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/653
TBW(g): 447

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32080
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 16 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 72/504
TBW(g): 377

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 20
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
minimal

Lymph Node, Mesenteric: Large; entire; present;
Adrenal, Medulla: ONE OF THE PAIR IS MISSING


collected

Pituitary: Mass; entire; single; dark red, tan;
Brain: Compression, ventral; slight


soft; cut surface‑not required; collected/12 x 9 


x 5 mm


Death Comment: Neoplasia, pituitary; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32080
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 16 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 72/504
TBW(g): 377

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32081
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 434

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mammary Gland, Female: Mass; inguinal, left;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


single; red, tan; soft; cut surface‑same; 
moderate


collected/40 x 30 x 15 mm

Mesentery: Mass; entire; multiple; red, tan; firm;
Death Comment: Scheduled sacrifice; Present


cut surface‑friable, brown; collected/found on 


stomach, and right horn of uterus, up to 22 x 22 


x 10 mm, collected

Skin/Subcutis: Scab; foot, right hind; single, up
Eye: Atrophy, retina; moderate


to 2 mm2; red; fibrous; collected


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Hematopoiesis, extramedullary; slight


Liver: N‑Carcinoma; present


Originating Finding: Uterus, Carcinoma


Liver: Vacuolation, increased, hepatocyte; slight


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


Marrow, Sternum: Hyperplasia, myeloid; slight


Mesentery: N‑Carcinoma; present


Originating Finding: Uterus, Carcinoma

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32081
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 434

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: B‑Granulosa/theca cell tumor; incidental;


number of occurrences:1


Pancreas: N‑Carcinoma; present


Originating Finding: Uterus, Carcinoma


Pituitary: B‑Adenoma; incidental; number of


occurrences:2


Pituitary: Hyperplasia; slight


Spleen: Hematopoiesis, extramedullary, increased;


marked


Thymus: Hyperplasia, epithelium; slight


Thymus: Hyperplasia, lymphocyte; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: M‑Carcinoma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32081
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 434

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Pituitary; Rectum; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; 

   Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Parathyroid; Skin/Subcutis; Spinal 

   Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; 

   Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32082
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 419

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Pituitary: Mass; entire; single; tan; soft; cut
Adrenal, Cortex: Hypertrophy; slight


surface‑not required; collected/6 x 5 x 3 mm


Brain: Compression, ventral; slight


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; moderate


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thymus: Hyperplasia, epithelium; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32082
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 419

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32083
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 331

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mammary Gland, Female: Mass; axilla, left; single;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


red, tan; firm; cut surface‑fluid, brown; 
slight


collected/20 x 10 x 10 mm

Ovary: Cyst; bilateral; single, up to 20 mm3;
Death Comment: Scheduled sacrifice; Present


clear; contains fluid; collected


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, eosinophilic;


marked


Liver: Infiltrate, mononuclear cell; slight


Mammary Gland: Cyst/ectasia with inflammation;


moderate


/Hyperplasia and ectasia is on slides 14 and 19.


Mammary Gland: Hyperplasia; moderate


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


/The axillary mass is on slide 14A.


Ovary: Cyst, parovarian; moderate


Pituitary: B‑Adenoma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32083
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 331

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: Hyperplasia, focal,  C‑cell; minimal


Uterus: Cyst; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; 

   Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32084
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 19 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 73/507
TBW(g): 399

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Mammary Gland, Female: Mass; thorax, ventral;
Brain: Compression, ventral; slight


single; red, tan; firm/lobulated; cut 


surface‑same; collected/25 x 20 x 10 mm

Mammary Gland, Female: Thickened; ventral, entire;
Death Comment: Neoplasia, pituitary; Present


present; collected/collected on routine

Pituitary: Mass; entire; single; dark red; soft;
Harderian Gland: Infiltrate, mononuclear cell;


cut surface‑not required; collected/5 x 5 x 5 mm
minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; slight


/Mammary gland hyperplasia is on slides 14R, 19, 


and 19W.


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


/The mammary mass from the thorax is on slide 


14A.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32084
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 19 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 73/507
TBW(g): 399

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Thymus: MISSING


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Uterus: Cyst; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32085
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 310

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate


Death Comment: Scheduled sacrifice; Present


GALT/Peyer's Patch: MISSING


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


slight


Liver: Infiltrate, mononuclear cell; slight


Ovary: Hyperplasia, interstitial cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: Cyst, increased; minimal


Thymus: Hyperplasia, epithelium; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Mucification, epithelium; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32085
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 310

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

   Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary 

   Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, 

   Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32086
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 08 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/680
TBW(g): 381

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mammary Gland, Female: Mass; axilla, right; single;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


red, tan; firm; cut surface‑same; collected/50 x 
moderate


35 x 25 mm, overlying skin has a red sore, 12 x 


10 mm, collected intact with mass

Mammary Gland, Female: Mass; inguinal, left;
Death Comment: Neoplasia, mammary; Present


single; tan; firm; cut surface‑same; collected/40 


x 30 x 15 mm


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Mammary Gland: B‑Adenoma; incidental; number of


occurrences:1


Mammary Gland: M‑Carcinoma; fatal; number of


occurrences:1


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32086
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 08 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 98/680
TBW(g): 381

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, 

   Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; 

   Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32087
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 25 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 91/636
TBW(g): 313

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
moderate

Lymph Node, Inguinal: Not identified; bilateral;
Brain: Compression, ventral; slight


possible remnants

Mammary Gland, Female: Thickened; all regions;
Death Comment: Neoplasia, pituitary; Present


present; collected/collected on routine

Pituitary: Mass; entire; single; dark red; soft;
Eye: Atrophy, retina; slight


cut surface‑not required; collected/8 x 8 x 5 mm


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; slight


Kidney: Mineralization, pelvis; slight


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Vacuolation, increased, hepatocyte; moderate


Lung: Infiltrate, macrophages, vacuolated; minimal


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Cyst/ectasia with inflammation;


slight


Nerve, Optic: ONE OF THE PAIR IS MISSING


Pituitary: B‑Adenoma; fatal; number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32087
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 25 Nov 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 91/636
TBW(g): 313

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Nonglandular: Inflammation,


chronic‑active; minimal


Vagina: Mucification, epithelium; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Ileum; Jejunum; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, 

   Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Thymus; Thyroid; 

   Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32088
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 281

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; right; multiple, up to 1 mm2;
Adrenal, Cortex: B‑Adenoma; incidental; number of


dark red; collected
occurrences:1

Ovary: Cyst; bilateral; single, up to 10 mm3;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


clear; contains fluid; collected
slight


Adrenal, Medulla: Infiltrate, mononuclear cell;


minimal


Cervix: Hyperplasia, epithelium; slight


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; slight


Heart: B‑Endocardial schwannoma; incidental; number


of occurrences:1


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; slight


Ovary: Cyst, bursa; slight


Thymus: Cyst, increased; marked

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32088
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 281

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus: Hyperplasia, epithelium; moderate


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; 

   Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Aorta; Body, Whole/Cavity; Brain; Cecum; Colon; Duodenum; Esophagus; GALT/Peyer's Patch; Harderian 

   Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; 

   Pancreas; Parathyroid; Pituitary; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32089
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 354

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adipose, Other: Mass; abdominal cavity; single;
Adipose, Other: Inflammation, chronic‑active;


tan; firm; cut surface‑same; collected/25 x 10 x 
moderate


5 mm

Brain: Depressed area; thalamus; single, up to 10
Adipose, Other: Necrosis; moderate


mm3; collected

Liver: Rough surface; lobes, all; present; collected
Adrenal, Cortex: C‑Hematopoietic neoplasm, see


body, whole for type; present

Ovary: Cyst; right; single, up to 5 mm3; clear;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


contains fluid; collected
moderate

Pituitary: Mass; entire; single; red, tan; firm;
Body, Whole/Cavity: M‑Leukemia, mononuclear cell;


cut surface‑not required; collected/5 x 5 x 3 mm
incidental

Skin/Subcutis: Scab; shoulders, bilateral;
Brain: Compression, ventral; slight


multiple, up to 2 mm2; red; collected

Spleen: Large; entire; present; collected/95 x 30 x
Cervix: Inflammation, chronic‑active; slight


20 mm, portion collected


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: C‑Hematopoietic neoplasm, see body, whole


for type; present


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Necrosis, hepatocyte; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32089
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 354

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lung: C‑Hematopoietic neoplasm, see body, whole for


type; present


Lymph Node, Mesenteric: C‑Hematopoietic neoplasm,


see body, whole for type; present


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; slight


Marrow, Sternum: C‑Hematopoietic neoplasm, see


body, whole for type; present


Ovary: Cyst, bursa; slight


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: Atrophy, acinar; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Skin/Subcutis: Inflammation, chronic‑active; slight


/The shoulder skin section is on slide 14A.


Spleen: C‑Hematopoietic neoplasm, see body, whole


for type; present


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: Hyperplasia, epithelium; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Urinary Bladder: MISSING


Uterus: Inflammation, chronic‑active; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32089
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 354

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; 

   Pancreas; Parathyroid; Rectum; Spinal Cord; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Heart; Ileum; 

   Jejunum; Lymph Node, Inguinal; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Oviduct; Parathyroid; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Tongue; Trachea; Ureter; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32090
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 265

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Mass; entire; single; dark red; firm;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


cut surface‑not required; collected/5 x 5 x 5 mm
moderate

Ureter: Not identified; entire, bilateral; possible
Brain: Compression, ventral; minimal


remnants


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; minimal


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Liver: Infiltrate, mononuclear cell; slight


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; slight


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: Alteration, basophilic; minimal


Pancreas: Atrophy, acinar; slight


Pancreas: Hyperplasia, islet cell; slight


Pancreas: Infiltrate, mononuclear cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32090
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 265

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thymus: Hyperplasia, epithelium; slight


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Ureter: BOTH MISSING


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Mandibular Salivary Gland; Marrow, 

   Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Parathyroid; Skin/Subcutis; Spinal 

   Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; Urinary Bladder; 

   Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32091
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 07 May 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 62/434
TBW(g): 307

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Skin/Subcutis: Scab; multiple regions; multiple,
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


over 10 mm2; red; collected/representative 
minimal


sections collected from dorsal cervical, right 


shoulder, and dorsal thoracic regions

Skin/Subcutis: Sore; cervical, dorsal; single, up
Death Comment: Inflammation; Present


to 5 mm2; red; collected


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Skin/Subcutis: Erosion/ulcer; moderate


Skin/Subcutis: Inflammation, chronic‑active;


moderate


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32091
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 07 May 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 62/434
TBW(g): 307

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Kidney; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; 

   Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32092
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 446

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thymus: Not identified; entire; possible remnants
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


moderate


Brain: Compression, ventral; minimal


Death Comment: Scheduled sacrifice; Present


Eye: Atrophy, retina; moderate


Harderian Gland: Infiltrate, mononuclear cell;


minimal


Heart: Cardiomyopathy, degenerative; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: Hyperplasia; slight


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: Depletion, zymogen; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32092
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 446

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32093
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 18 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 103/721
TBW(g): 405

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; multiple, pinpoint;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


tan; collected
slight

Brain: Depressed area; thalamus; single, up to 20
Adrenal, Cortex: Hypertrophy; slight


mm3; collected

Clitoral Gland: Large; bilateral; collected/each is
Brain: Compression, ventral; moderate


15 x 6 x 3 mm

Mammary Gland, Female: Mass; inguinal, left;
Clitoral Gland: Inflammation/cyst; slight


single; red, tan; firm/lobulated; cut 


surface‑same; collected/30 x 25 x 17 mm

Mammary Gland, Female: Thickened; ventral, entire;
Death Comment: Neoplasia, pituitary; Present


present; collected/collected on routine skin 


section

Pituitary: Mass; entire; single; dark red, tan;
Harderian Gland: Infiltrate, mononuclear cell;


firm/lobulated; cut surface‑not required; 
minimal


collected/12 x 10 x 6 mm

Thyroid: Cyst; left; single, up to 2 mm3; tan;
Heart: Cardiomyopathy, degenerative; slight


contains fluid; collected

Uterus: Thickened wall; horn, bilateral; present;
Kidney: Hyperplasia, transitional cell; slight


collected

Vagina: Abnormal contents; lumen; clear; contains
Kidney: Mineralization, pelvis; slight


fluid

Vagina: Large; entire; up to 10 mm in diameter;
Kidney: Nephropathy, chronic progressive; slight


collected

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32093
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 18 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 103/721
TBW(g): 405

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Vacuolation, increased, hepatocyte; moderate


Mammary Gland: B‑Adenoma; incidental; number of


occurrences:1


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


Ovary: B‑Granulosa/theca cell tumor; incidental;


number of occurrences:1


Ovary: Hyperplasia, interstitial cell; slight


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Pigment, increased; slight


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: B‑Adenoma, follicular cell; incidental;


number of occurrences:1


Thyroid: Hyperplasia, focal,  C‑cell; slight


Uterus: Hyperplasia, cystic endometrial; slight


Vagina: Exudate, lumen; minimal


Vagina: Mucification, epithelium; marked

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32093
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 18 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 103/721
TBW(g): 405

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian Gland; 

   Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, Inguinal; Lymph 

   Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Tongue; Trachea; Ureter; 

   Urinary Bladder

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular 

   Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B32094
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 325

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Mass; entire; single; dark red; firm;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


cut surface‑not required; collected/6 x 5 x 3 mm
moderate

Thymus: Not identified; entire; possible remnants
Brain: Compression, ventral; minimal


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; slight


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Ovary: Hyperplasia, interstitial cell; slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thymus: Hyperplasia, epithelium; slight


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: Hyperplasia, diffuse, C‑cell; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
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Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B32094
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 325

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B32095
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 10 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 85/590
TBW(g): 296

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; tan; collected
moderate

Foot/Footpad: Sore; hind, left; few, up to 5 mm2;
Brain: Compression, ventral; slight


red; collected

Pituitary: Mass; entire; single; dark red; soft;
Death Comment: Neoplasia, pituitary; Present


cut surface‑not required; collected/9 x 7 x 4 mm


Foot/Footpad: Inflammation/hyperplasia; slight


GALT/Peyer's Patch: MISSING


Kidney: Hyperplasia, transitional cell; slight


Kidney: Nephropathy, chronic progressive; minimal


Kidney: Pyelonephritis; minimal


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; minimal


Pancreas: Hyperplasia, islet cell; minimal


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight
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Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B32095
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 10 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 85/590
TBW(g): 296

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Harderian 

   Gland; Heart; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina
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Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32096
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 24 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/696
TBW(g): 396

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Cervix: Large; entire; up to 20 mm in diameter;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
marked

Foot/Footpad: Scab; hind, right; single, up to 5
Body, Whole/Cavity: M‑Histiocytic Sarcoma; fatal


mm2; red; fibrous; collected


Cervix: C‑Hematopoietic neoplasm, see body, whole


for type; present


Death Comment: Hematopoietic neoplasm; Present


Foot/Footpad: Inflammation/hyperplasia; moderate


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; slight


Kidney: Mineralization, pelvis; moderate


Liver: Focus, cellular alteration, basophilic;


moderate


Liver: Focus, cellular alteration, clear; slight


Liver: Infiltrate, mononuclear cell; minimal


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; slight


Pancreas: Alteration, basophilic; minimal


Pancreas: Infiltrate, mononuclear cell; minimal


Spleen: Hematopoiesis, extramedullary, increased;


slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32096
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 24 Jan 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 100/696
TBW(g): 396

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Uterus: Dilatation; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; 

   Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Brain; Cecum; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Harderian 

   Gland; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; 

   Pituitary; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; 

   Tongue; Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32097
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 299

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Pituitary: Mass; entire; single; black; soft; cut
Brain: Compression, ventral; slight


surface‑not required; collected/5 x 5 x 3 mm


Death Comment: Scheduled sacrifice; Present


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Focus, cellular alteration, eosinophilic;


moderate


Liver: Infiltrate, mononuclear cell; slight


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Mammary Gland: Hyperplasia; slight


Ovary: Hyperplasia, interstitial cell; moderate


Pancreas: Atrophy, acinar; slight


Pancreas: Hyperplasia, islet cell; slight


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thyroid: Cyst, follicle; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32097
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 299

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Hyperplasia, diffuse, C‑cell; moderate


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; 

   Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32098
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 393

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
marked

Liver: Discolored; lobes, multiple; multiple, up to
Brain: Compression, ventral; slight


5 mm2; dark red; collected

Lung: Discolored; lobes, all; multiple, up to 5
Death Comment: Scheduled sacrifice; Present


mm2; tan; collected

Mammary Gland, Female: Mass; axilla, right; single;
Harderian Gland: Infiltrate, mononuclear cell;


multi‑colored; firm/lobulated; cut surface‑same; 
minimal


collected/35 x 25 x 20mm

Pituitary: Mass; entire; single; dark red;
Heart: Cardiomyopathy, degenerative; minimal


soft/lobulated; cut surface‑not required; 


collected/10 x 10 x 10 mm


Kidney: Mineralization, pelvis; minimal


Kidney: Nephropathy, chronic progressive; slight


Liver: Angiectasis; slight


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Focus, cellular alteration, eosinophilic;


marked


Liver: Multinucleated hepatocyte, increased; slight


Lung: Granuloma; minimal


Lung: Infiltrate, macrophages, vacuolated; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32098
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 393

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Mammary Gland: Cyst/ectasia with inflammation;


slight


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Parathyroid: MISSING


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:2


Thyroid: Hyperplasia, diffuse, C‑cell; moderate


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lymph Node, Inguinal; 

   Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32098
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 393

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; 

   Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32099
Group/Subgroup: 4/1
Sex: F
Fate Status: Found Dead

Date of Fate: 14 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/655
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adipose, Other: Thickened; multiple; brown, tan;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected/representative sections taken from 
moderate


thoracic cavity (brown) and abdominal cavity 


(tan)

Brain: Depressed area; thalamus; single, up to 5
Brain: Compression, ventral; slight


mm3; collected

Clitoral Gland: Not identified; right; possible
Death Comment: Neoplasia, mammary; Present


remnants

Foot/Footpad: Scab; hind, right; single, up to 10
Foot/Footpad: Inflammation/hyperplasia; slight


mm2; dark red; wart‑like; collected

Kidney: Discolored; bilateral; entire; brown;
Heart: Cardiomyopathy, degenerative; slight


collected

Lymph Node, Inguinal: Not identified; bilateral;
Kidney: Hyperplasia, transitional cell; slight


possible remnants

Mammary Gland, Female: Firm; all regions; present;
Kidney: Nephropathy, chronic progressive; slight


collected/collected with thickened areas

Mammary Gland, Female: Mass; axilla, left; single;
Liver: Fibrosis/biliary hyperplasia; moderate


tan; soft; cut surface‑same; collected/35 x 25 x 


10 mm

Mammary Gland, Female: Mass; inguinal, left;
Liver: Focus, cellular alteration, basophilic;


single; dark red; cystic; cut surface‑semifluid, 
moderate


brown; collected/50 x 40 x 35 mm

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32099
Group/Subgroup: 4/1
Sex: F
Fate Status: Found Dead

Date of Fate: 14 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/655
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Mammary Gland, Female: Mass; inguinal, right;
Lymph Node, Inguinal: TISSUE COMMENT: Lymph node is


single; tan; firm/lobulated; cut surface‑same; 
present on slide 19.


collected/35 x 20 x 15 mm, collected as Mass A

Mammary Gland, Female: Thickened; all regions;
Mammary Gland: B‑Fibroadenoma; incidental; number


present; red, tan; collected/representative 
of occurrences:1


sections taken from right axillary and left 
/Slide 14C has a mammary fibroadenoma.


perianal regions

Pituitary: Mass; entire; single; brown, tan; soft;
Mammary Gland: Cyst/ectasia with inflammation;


cut surface‑not required; collected/7 x 5 x 3 mm
slight


/Ectasia is present in mammary tissue adjacent to 


mammary tumors and correlates to the macroscopic 


finding of thickened mammary regions.

Spleen: Large; entire; present; collected/55 x 8 x7
Mammary Gland: M‑Carcinoma; fatal; number of


mm
occurrences:3


/Slide 14 has the left inguinal mammary 


carcinoma.  Slide 14A has an axillary mammary 


carcinoma. Slide 14B has a right  inguinal 


mammary carcinoma.

Thymus: Firm; aspect, right; collected
Marrow, Sternum: Hyperplasia, myeloid; minimal

Thymus: Large; entire; collected/18 x 10 x 5 mm
Pituitary: B‑Adenoma; incidental; number of


occurrences:1

Ureter: Not identified; entire, left; possible
Spleen: Hematopoiesis, extramedullary, increased;


remnants
moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32099
Group/Subgroup: 4/1
Sex: F
Fate Status: Found Dead

Date of Fate: 14 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 94/655
TBW(g): ‑

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

ANIMAL COMMENT: scab (left hind foot) as noted in


clinical observation not seen at necropsy

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Joint, Stifle; Larynx; Liver; Lung; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal 

   Cord; Sternum; Stomach; Thyroid; Tongue; Trachea; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adipose, Other; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Clitoral Gland; Colon; 

   Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal 

   Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; 

   Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Thyroid; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32100
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 310

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

None
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


marked


Adrenal, Medulla: ONE OF THE PAIR IS MISSING


Death Comment: Scheduled sacrifice; Present


Harderian Gland: Inflammation, granulomatous;


moderate


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Dilatation, pelvis; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Mammary Gland: Cyst/ectasia with inflammation;


minimal


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: ONE OF THE PAIR IS MISSING


Pituitary: B‑Adenoma; incidental; number of


occurrences:2


Thyroid: Hyperplasia, diffuse, C‑cell; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32100
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 310

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; 

   Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary 

   Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32101
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 18 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/659
TBW(g): 340

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adipose, Other: Mass; uterine, right; single;
Adipose, Other: Necrosis; moderate


yellow; firm/lobulated; cut surface‑same; 


collected/20 x 10 x 7 mm

Cervix: Mass; entire; single; dark red, tan;
Adrenal, Cortex: Hematopoiesis, increased; slight


firm/lobulated; cut surface‑same; collected/89 x 


50 x 38 mm, some areas exude brown semi‑fluid, 


portion collected

Foot/Footpad: Discolored; hind, bilateral; single,
Body, Whole/Cavity: M‑Histiocytic Sarcoma; fatal


up to 5 mm2; red; collected

Liver: Cyst; lobe, caudate, visceral surface;
Brain: Compression, ventral; minimal


single, up to 5 mm3; red; contains semifluid; 


collected

Liver: Discolored; lobes, multiple; multiple, up to
Cecum: Erosion/ulcer; moderate; focal


5 mm2; dark red; collected

Lymph Node, Inguinal: Discolored; right; entire;
Cervix: C‑Hematopoietic neoplasm, see body, whole


dark red; collected
for type; present

Lymph Node, Other: Discolored; mediastinal; entire;
Death Comment: Hematopoietic neoplasm; Present


red; collected

Lymph Node, Other: Large; mediastinal; present;
Eye: Atrophy, retina; slight


collected

Stomach: Discolored; mucosa, glandular; multiple,
Foot/Footpad: Inflammation/hyperplasia; moderate


pinpoint; brown; collected

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32101
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 18 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/659
TBW(g): 340

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Thymus: Not identified; entire; possible
Foot/Footpad: Ulcer; slight


remnants/due to large mediastinal lymph nodes, 


possible remnants collected intact with 


mediastinal lymph nodes


Heart: Cardiomyopathy, degenerative; slight


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Kidney: Pigment, increased; slight


Liver: Focus, cellular alteration, basophilic;


severe


Liver: Hematocyst; moderate


Liver: Hemorrhage, centrilobular; slight


Liver: Hyperplasia, Kupffer cell; slight


Liver: Karyomegaly, hepatocyte; moderate


Liver: Necrosis/degeneration, hepatocyte,


centrilobular; moderate


Liver: Pigment, increased; moderate


Lymph Node, Inguinal: Erythrocytes, sinus; slight


Lymph Node, Mesenteric: Erythrocytes, sinus,


increased; moderate


Lymph Node, Other: Abscess; moderate


Lymph Node, Other: Erythrocytes, sinus, increased;


slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32101
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 18 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/659
TBW(g): 340

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Other: Infiltrate, neutrophils; moderate


Lymph Node, Other: TISSUE COMMENT: Mediastinal


lymph node is on slide 8W and has the findings.  


The findings were listed under the tissue "lymph 


node other" for consistency in the study as other 


mediastinal lymph node findings in other animals 


have been recorded under “lymph node other”.  


Thymus is not present on slides 8 or 8W.


Mammary Gland: Hyperplasia; minimal


Marrow, Sternum: Hyperplasia, myeloid; slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Pancreas: C‑Hematopoietic neoplasm, see body, whole


for type; present


Pituitary: Hematopoiesis, increased; slight


Pituitary: Hyperplasia, erythroid; minimal


Spleen: Hematopoiesis, extramedullary, increased;


marked


Stomach, Glandular: Erosion/ulcer; moderate; focal


Thymus: MISSING


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Uterus: C‑Hematopoietic neoplasm, see body, whole


for type; present

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32101
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 18 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 95/659
TBW(g): 340

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, 

   Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Pituitary; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Colon; Duodenum; Esophagus; GALT/Peyer's Patch; Harderian Gland; Ileum; 

   Jejunum; Lung; Mandibular Salivary Gland; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Nonglandular; Tongue; Trachea; 

   Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         
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Animal Number: B32102
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 411

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 2
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Liver: Discolored; lobe, left lateral; single, up
Brain: Compression, ventral; slight


to 5 mm2; dark red; collected

Mammary Gland, Female: Mass; inguinal, right;
Death Comment: Scheduled sacrifice; Present


single; tan; soft; cut surface‑fluid, tan; 


collected/15 x 10 x 5 mm

Pituitary: Mass; entire; single; dark red, tan;
Eye: Atrophy, retina; slight


soft; cut surface‑not required; collected/10 x 10 


x 8 mm

Uterus: Cyst; horn, left; single, up to 2 mm3; tan;
Heart: Cardiomyopathy, degenerative; slight


contains fluid; collected


Kidney: Nephropathy, chronic progressive; slight


Liver: Angiectasis; slight


Liver: B‑Adenoma, hepatocellular; incidental;


number of occurrences:1


Liver: Focus, cellular alteration, basophilic;


severe


Liver: Focus, cellular alteration, eosinophilic;


slight


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: Cyst/ectasia with inflammation;


marked


Mammary Gland: Hyperplasia; marked

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32102
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 411

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: BOTH MISSING


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: Hyperplasia, lymphocyte; moderate


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32102
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 411

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; GALT/Peyer's 

   Patch; Harderian Gland; Ileum; Jejunum; Lung; Lymph Node, Mesenteric; Mandibular Salivary Gland; 

   Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Pancreas; Parathyroid; 

   Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32103
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 433

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
marked

Mammary Gland, Female: Mass; inguinal, left;
Brain: Compression, ventral; slight


single; red, tan; soft/lobulated; cut 


surface‑same; collected/90 x 80 x 30 mm, portion 


submitted

Pituitary: Mass; entire; single; dark red; soft;
Death Comment: Scheduled sacrifice; Present


cut surface‑not required; collected/10 x 8 x 6 mm


Harderian Gland: Infiltrate, mononuclear cell;


slight


Heart: Cardiomyopathy, degenerative; minimal


Kidney: Hyperplasia, transitional cell; minimal


Kidney: Mineralization, pelvis; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


marked


Lung: Infiltrate, macrophages, vacuolated; slight


Lymph Node, Inguinal: BOTH MISSING


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


Mammary Gland: Cyst/ectasia with inflammation;


slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32103
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 433

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Ovary: B‑Granulosa/theca cell tumor; incidental;


number of occurrences:1


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Thyroid: M‑Carcinoma, follicular cell; incidental;


number of occurrences:1

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32103
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 433

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Ileum; Jejunum; Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; Parathyroid; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary 

   Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32104
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/667
TBW(g): 303

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: B‑Adenoma; incidental; number of


mm3; collected
occurrences:1

Lymph Node, Inguinal: Large; bilateral; present;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
moderate

Mammary Gland, Female: Cyst; inguinal, right;
Adrenal, Cortex: Hypertrophy; moderate; multifocal


single, up to 10 mm3; brown; contains fluid; 


collected

Pituitary: Mass; entire; single; dark red;
Brain: Compression, ventral; slight


soft/lobulated; cut surface‑not required; 


collected/10 x 7 x 4 mm

Stomach: Thickened; mucosa, nonglandular; present;
Death Comment: Neoplasia, pituitary; Present


collected


Heart: Cardiomyopathy, degenerative; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


slight


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; moderate


Mammary Gland: Cyst/ectasia with inflammation;


moderate


Mammary Gland: M‑Carcinoma; incidental; number of


occurrences:1


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spleen: Pigment, increased; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32104
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 26 Dec 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 96/667
TBW(g): 303

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Stomach, Nonglandular: Inflammation,


chronic‑active; slight


Stomach, Nonglandular: Ulcer/erosion; slight


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Exudate, lumen; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Thymus; Thyroid; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Kidney; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; 

   Sternum; Stomach, Glandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32105
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 440

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Inguinal: Not identified; bilateral;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


possible remnants
marked

Lymph Node, Other: Large; mediastinal; present;
Brain: Compression, ventral; minimal


collected

Mammary Gland, Female: Mass; inguinal, left;
Death Comment: Scheduled sacrifice; Present


single; tan; firm; cut surface‑same; collected/50 


x 50 x 50 mm, portion collected

Pituitary: Mass; entire; single; dark red; firm;
Heart: Cardiomyopathy, degenerative; slight


cut surface‑not required; collected/5 x 5 x 5 mm

Thymus: Not identified; entire; possible
Kidney: Nephropathy, chronic progressive; minimal


remnants/collected intact with mediastinal lymph 


nodes


Liver: B‑Adenoma, hepatocellular; incidental;


number of occurrences:1


Liver: Fibrosis/biliary hyperplasia; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Liver: Infiltrate, mononuclear cell; minimal


Lung: Infiltrate, macrophages, vacuolated; minimal


Lung: Inflammation, mixed cell; minimal


Lymph Node, Inguinal: TISSUE COMMENT: Lymph node is


on slide 19.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32105
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 440

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Lymph Node, Other: TISSUE COMMENT: The gross


finding listed under mediastinal lymph node is a 


thymus lesion.  Lymph node is not on slide 22.


Mammary Gland: B‑Fibroadenoma; incidental; number


of occurrences:1


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Nerve, Sciatic: Degeneration, axon, increased;


minimal


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: B‑Thymoma; incidental; number of


occurrences:1


/The gross  finding listed under mediastinal 


lymph node is a thymus lesion.  Lymph node is not 


on slide 22.


Thymus: Cyst, increased; moderate


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: B‑Adenoma, C‑cell; incidental; number of


occurrences:1


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Mucification, epithelium; minimal

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32105
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 440

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Mesenteric; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; Muscle, Biceps 

   Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; 

   Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; Thyroid; Tongue; Trachea; Ureter; 

   Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Lymph Node, Inguinal; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Ovary; Oviduct; 

   Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Sternum; Stomach, Glandular; Stomach, 

   Nonglandular; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32106
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 10 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 72/498
TBW(g): 293

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Brain: Depressed area; thalamus; single, up to 10
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm3; collected
slight

Pituitary: Mass; entire; single; dark red; soft;
Body, Whole/Cavity: M‑Histiocytic Sarcoma; fatal


cut surface‑not required; collected/9 x 7 x 4 mm

Vagina: Mass; serosa, proximal; single; dark red;
Brain: Compression, ventral; slight


firm; cut surface‑semifluid, dk red; collected/26 


x 19 x 12 mm


Death Comment: Hematopoietic neoplasm; Present


Kidney: Mineralization, pelvis; minimal


Liver: Focus, cellular alteration, basophilic;


marked


Pituitary: B‑Adenoma; incidental; number of


occurrences:1


Vagina: C‑Hematopoietic neoplasm, see body, whole


for type; present

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's 

   Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph 

   Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, 

   Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; 

   Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32106
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 10 Jul 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 72/498
TBW(g): 293

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/Peyer's Patch; Harderian 

   Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland; 

   Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; 

   Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/Subcutis; Spinal Cord; Spleen; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary 

   Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32107
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 04 Sep 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 27/189
TBW(g): 253

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Harderian Gland: Discolored; bilateral; entire;
Death Comment: Inflammation; Present


tan; collected

Lymph Node, Inguinal: Large; bilateral; present;
Kidney: Nephropathy, chronic progressive; minimal


collected

Lymph Node, Other: Large; prescapular, bilateral;
Kidney: Pyelonephritis; minimal


present; collected

Lymph Node, Other: Large; axillary, bilateral;
Liver: Focus, cellular alteration, basophilic;


present; collected
slight

Skin/Subcutis: Scab; all regions; multiple, up to
Liver: Hematopoiesis, extramedullary; minimal


10 mm2; brown, tan; collected/collected from 


dorsal lumbar region


Lymph Node, Inguinal: Hyperplasia, lymphocytes;


slight


Lymph Node, Other: Hyperplasia, lymphocytes; slight


Marrow, Sternum: Hyperplasia, myeloid; slight


Pancreas: Hyperplasia, islet cell; minimal


Pancreas: Inflammation, chronic; minimal


Skin/Subcutis: Erosion/ulcer; moderate


Skin/Subcutis: Inflammation, chronic‑active;


moderate


Spleen: Hematopoiesis, extramedullary, increased;


moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32107
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 04 Sep 12
Phase of Fate: Dosing
Phase Wk/Day of Fate: 27/189
TBW(g): 253

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; Marrow, Sternum; 

   Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; 

   Parathyroid; Pituitary; Rectum; Spinal Cord; Spleen; Sternum; Stomach; Thymus; Thyroid; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Cortex; Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; 

   Esophagus; Eye; GALT/Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Pituitary; Spinal Cord; Sternum; 

   Stomach, Glandular; Stomach, Nonglandular; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary 

   Bladder; Uterus; Vagina

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32108
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 30 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 88/610
TBW(g): 462

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Adrenal: Discolored; bilateral; entire; dark red;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
slight

Brain: Depressed area; thalamus; single, up to 5
Adrenal, Cortex: Hyperplasia; moderate; focal


mm3; collected

Pituitary: Mass; entire; single; dark red, tan;
Brain: Compression, ventral; slight


soft; cut surface‑not required; collected/10 x 6 


x 6 mm


Death Comment: Neoplasia, pituitary; Present


Kidney: Hyperplasia, transitional cell; minimal


Liver: Fibrosis/biliary hyperplasia; moderate


Liver: Focus, cellular alteration, basophilic;


minimal


Liver: Infiltrate, mononuclear cell; minimal


Liver: Vacuolation, increased, hepatocyte; moderate


Pituitary: B‑Adenoma; fatal; number of occurrences:1


Spinal Cord: Degeneration, axon, increased; minimal


Thyroid: Hyperplasia, diffuse, C‑cell; minimal


Vagina: Exudate, lumen; slight


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         
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Animal Number: B32108
Group/Subgroup: 4/1
Sex: F
Fate Status: Moribund Sacrifice

Date of Fate: 30 Oct 13
Phase of Fate: Dosing
Phase Wk/Day of Fate: 88/610
TBW(g): 462

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Aorta; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/Peyer's Patch; 

   Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; Lymph Node, 

   Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; Marrow, Femur; 

   Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; 

   Oviduct; Pancreas; Parathyroid; Rectum; Skin/Subcutis; Spinal Cord; Spleen; Sternum; Stomach; 

   Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mammary Gland; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; 

   Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Skin/

   Subcutis; Spleen; Sternum; Stomach, Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; 

   Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32109
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 475

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Lymph Node, Other: Large; mediastinal; present;
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


collected
slight

Skin/Subcutis: Scab; foot, right hind; single, up
Death Comment: Scheduled sacrifice; Present


to 2 mm2; red; collected


Heart: Cardiomyopathy, degenerative; slight


Lymph Node, Inguinal: BOTH MISSING


Lymph Node, Other: TISSUE COMMENT: The finding


listed under mediastinal lymph node is a thymus 


lesion.  Lymph node is not on slide 22.


Mammary Gland: Cyst/ectasia with inflammation;


slight


Muscle, Biceps Femoris: Degeneration/regeneration;


minimal


Ovary: Cyst, parovarian; slight


Pancreas: M‑Carcinoma, islet cell; incidental;


number of occurrences:1


Skin/Subcutis: Inflammation, chronic‑active; slight


Spleen: Hematopoiesis, extramedullary, increased;


minimal


Thymus: B‑Thymoma; incidental; number of


occurrences:1


/The gross finding listed under mediastinal lymph 


node is a thymus lesion.  Lymph node is not on 


slide 22.

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32109
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 475

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Thyroid: Cyst, follicle; slight


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Mucification, epithelium; slight

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Pituitary; Rectum; Spinal Cord; Spleen; Sternum; 

   Stomach; Thymus; Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Brain; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; 

GALT/

   Peyer's Patch; Harderian Gland; Ileum; Jejunum; Kidney; Liver; Lung; Lymph Node, Mesenteric; 

   Mandibular Salivary Gland; Marrow, Sternum; Nasal Turbinate; Nerve, Optic; Nerve, Sciatic; Oviduct; 

   Parathyroid; Pituitary; Spinal Cord; Sternum; Stomach, Glandular; Stomach, Nonglandular; Tongue; 

   Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32110
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 337

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Macroscopic Observation(s)
Microscopic Observation(s)

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Pituitary: Discolored; left aspect; single, up to 2
Adrenal, Cortex: Degeneration, cystic/hemorrhagic;


mm2; dark red; collected
moderate

Skin/Subcutis: Scab; limb, right hind; single, up
Brain: Compression, ventral; minimal


to 5 mm2; dark red; collected

Thymus: Not identified; entire; possible remnants
Death Comment: Scheduled sacrifice; Present


Kidney: Nephropathy, chronic progressive; minimal


Liver: Fibrosis/biliary hyperplasia; slight


Liver: Focus, cellular alteration, basophilic;


marked


Mammary Gland: Hyperplasia; slight


Pancreas: Infiltrate, mononuclear cell; minimal


Pituitary: Hyperplasia; slight


Skin/Subcutis: Inflammation, chronic‑active; slight


/This finding is on slide 14A.


Spleen: Hematoma; moderate


Thymus: TISSUE COMMENT: Thymus is on slide 8.


Thyroid: Hyperplasia, diffuse, C‑cell; slight


Vagina: Mucification, epithelium; moderate

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑


Table


Individual Animal Data


Test Article                  (dosage)     1M   2M   3M   4M    1F   2F   3F   4F         


‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑  ‑‑‑‑‑‑‑‑      ‑‑   ‑‑   ‑‑   ‑‑    ‑‑   ‑‑   ‑‑   ‑‑         


Benzonatate (PF‑00345410)    mg/kg/day      0   10   30   90     0    5   15   50         

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

Animal Number: B32110
Group/Subgroup: 4/1
Sex: F
Fate Status: Terminal Sacrifice

Date of Fate: 27 Feb 14
Phase of Fate: Dosing
Phase Wk/Day of Fate: 105/730
TBW(g): 337

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑

The following tissues were examined macroscopically and were unremarkable:

   Adrenal; Aorta; Brain; Cecum; Cervix; Clitoral Gland; Colon; Duodenum; Esophagus; Eye; Femur; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Joint, Stifle; Kidney; Larynx; Liver; Lung; 

   Lymph Node, Inguinal; Lymph Node, Mesenteric; Mammary Gland, Female; Mandibular Salivary Gland; 

   Marrow, Femur; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; Nerve, Optic; Nerve, 

   Sciatic; Ovary; Oviduct; Pancreas; Parathyroid; Rectum; Spinal Cord; Spleen; Sternum; Stomach; 

   Thyroid; Tongue; Trachea; Ureter; Urinary Bladder; Uterus; Vagina

The following tissues were examined microscopically and were unremarkable:

   Adrenal, Medulla; Aorta; Body, Whole/Cavity; Cecum; Cervix; Colon; Duodenum; Esophagus; Eye; GALT/

   Peyer's Patch; Harderian Gland; Heart; Ileum; Jejunum; Lung; Lymph Node, Inguinal; Lymph Node, 

   Mesenteric; Mandibular Salivary Gland; Marrow, Sternum; Muscle, Biceps Femoris; Nasal Turbinate; 

   Nerve, Optic; Nerve, Sciatic; Ovary; Oviduct; Parathyroid; Spinal Cord; Sternum; Stomach, 

   Glandular; Stomach, Nonglandular; Thymus; Tongue; Trachea; Ureter; Urinary Bladder; Uterus

‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑‑
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