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Supplement 1. GRADE evidence for comparisons between rasagiline and placebo.
	Certainty assessment
	No of patients
	Effect
	Certainty
	Importance

	No of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Rasagiline
	placebo
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Total UPDRS - 1mg vs placebo

	4 
	randomised trials
	not serious
	not serious
	not serious
	not serious
	none
	501
	514
	- 
	MD 3.05 lower
(3.76 lower to 2.34 lower) 
	⨁⨁⨁⨁
HIGH 
	

	Total UPDRS - 2mg vs placebo

	3 
	randomised trials 
	not serious 
	not serious 
	not serious 
	not serious 
	none 
	439 
	446 
	- 
	MD 3.24 lower
(3.96 lower to 2.53 lower) 
	⨁⨁⨁⨁
HIGH 
	

	UPDRS part 1 - 1mg vs placebo

	4 
	randomised trials 
	not serious 
	not serious 
	not serious 
	not serious 
	none 
	594 
	889 
	- 
	MD 0.33 lower
(0.57 lower to 0.1 lower) 
	⨁⨁⨁⨁
HIGH 
	

	UPDRS part 1 - 2mg vs placebo

	2 
	randomised trials 
	not serious 
	not serious 
	not serious 
	not serious 
	none 
	422 
	726 
	- 
	MD 0.12 lower
(0.29 lower to 0.06 higher) 
	⨁⨁⨁⨁
HIGH 
	

	UPDRS Part 2 - 1mg vs placebo

	5 
	randomised trials 
	not serious 
	serious a
	not serious 
	not serious 
	none 
	789 
	1084 
	- 
	MD 0.87 lower
(1.48 lower to 0.27 lower) 
	⨁⨁⨁◯
MODERATE 
	

	UPDRS Part 2 - 2mg vs placebo

	2 
	randomised trials 
	not serious 
	not serious 
	not serious 
	not serious 
	none 
	422 
	726 
	- 
	MD 0.98 lower
(1.28 lower to 0.68 lower) 
	⨁⨁⨁⨁
HIGH 
	

	UPDRS Part 3 - 1mg vs placebo

	4 
	randomised trials 
	not serious 
	not serious 
	not serious 
	not serious 
	none 
	594 
	889 
	- 
	MD 2.41 lower
(3.26 lower to 1.56 lower) 
	⨁⨁⨁⨁
HIGH 
	

	UPDRS Part 3 - 2mg vs placebo

	2 
	randomised trials 
	not serious 
	not serious 
	not serious 
	not serious 
	none 
	422 
	726 
	- 
	MD 2.05 lower
(2.64 lower to 1.46 lower) 
	⨁⨁⨁⨁
HIGH 
	


CI: Confidence interval; MD: Mean difference
Explanations
a. I-square: 79% 










Supplement 2. GRADE evidence for comparisons between 1- and 2-mg rasagiline.
	Certainty assessment
	No of patients
	Effect
	Certainty
	Importance

	No of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Rasagiline 1mg
	Rasagiline 2mg
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Total UPDRS- 1mg vs 2mg

	3 
	randomised trials 
	not serious 
	not serious 
	not serious 
	not serious 
	none 
	437 
	439 
	- 
	MD 0 
(0.82 lower to 0.81 higher) 
	⨁⨁⨁⨁
HIGH 
	


CI: Confidence interval; MD: Mean difference






















Supplement 3. Forest plot of rasagiline treatment compared with placebo. Outcome: risk ratio of adverse events. Subgroups: total adverse events, headache, back pain, and dizziness.
[image: ]

Supplement 4. Forest plot of 1mg rasagiline treatment compared with placebo between Eastern and Western countries. Outcome: mean difference of total UPDRS, part 1, part 2, and part 3.  Subgroups: Eastern and Western groups.[image: ]

Supplement 5. Forest plot of rasagiline treatment compared with placebo between east and west. Outcome: risk ratio of total adverse events, headache, back pain, and dizziness. Subgroups: Eastern and Western groups
[image: ]
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Rasagiline placebo
Study or Su s_Total Events Total Weight
5.1 Total AE (1mg)

Hattori 2019 7317 BB 126 16.4%
Parkinson 2002 100 136 110 138 56.9%
Stocehi 2017 105 203 102 198 206%
Zhang 2018 27 85 3 85 51%
Subtotal (95% CI) 519 527 100.0%
Total events 314

Heterageneity: Taw"= 0.00; ChP*= 2.25,
Testfor oversll effect: 2= 0.79 (P = 0.43)

15.2 Headache (1mg)

Hattori 2019 FREEES 1128 2%
Olanow 2008 14288 37 595 41.4%
Parkinson 2002 19 136 14 138 368%
Stocehi 2017 8 203 5 198 153%
Zhang 2018 2 65 0 B8 22%
Subtotal (95% CI) 807 1122 1000%
Total events a7 57

Heterogeneity Tau®= 0.04; Chi =4(P=03yF=12%
Testfor oversll effect: 2= 0.81 (P = 0.42)

15.3 Back pain (1mg)

Hattori 2019 3 17 5 128 10.4%
Olanow 2008 14288 32 505 540%
Parkinson 2002 713 7 13 198%
Stocehi 2017 5 203 6 198 150%
Subtotal (95% CI) 742 1057 100.0%

Total events 29
Heterageneity: Taw"= 0.00; ChP*= 0.30,
Testfor oversll effect: Z= 0.54 (P = 0.5)

15.4 Dizziness (1mg)

Parkinson 2002 9 13 15 138 48.4%
Stocehi 2017 10 203 9 198 302%
Zhang 2018 3 65 3 B8 124%
Subtotal (95% CI) 402 401 100.0%
Total events 22

Heterageneity: Taw"= 0.00; Chi*= 0.94,
Testfor oversll effect: 2= 0.72 (P = 0.47)

155 Headache (2mg)

Olanow 2008 15 203 37 505 57.3%
Parkinson 2002 16132 14 138 427%
Subtotal (95% CI) 425 733 100.0%
Total events El 51
Heterogeneity Tau®= 0.00; Chi*= 067, df=1 (P = 0.41); F= 0%
Testfor oversll effect: 2= 0.16 (P = 0.87)

15,6 Back pain (2mg)

Olanow 2008 15 203 32 505 7i2%
Parkinson 2002 8 132 7 o138 268%
Subtotal (95% CI) 425 733 100.0%

Total events 23 Et]
Heterageneity: Taw"= 0.00; Chi*= 0.15, df= 1 (P= 0.70) F= 0%
Testfor oversll effect: 2= 0.04 (P = 0.96)
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Study or Su Mean Difference __SE_W
6.1 Total UPDRS (1mg vs placebo).East

Zhang 2018 -3 13368 100.0%
Subtotal (95% CI) 100.0%
Heterogeneity: Not applicable

Testfor oversll effect: 2= 224 (P = 0.02)

1.6.2 Total UPDRS (1mg vs placebo) West

Olanow 2008 201 043 736%
Parkinson 2002 38 08676 10.9%
Stem 2004 13 15262 B.6%
Subtotal (95% CI) 100.0%
Heterogeneity Tau®= 0.03; Chi*= 2.07, df=2 (P = 0.36);
Testfor oversll effect: 2= 7.7 (P < 0.00001)

1.6.4 UPDRS part 1 (1mg vs placebo)-East

Hattori 2019 08 03502 253%
Zhang 2018 052 02092 747%
Subtotal (95% CI) 100.0%
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Heterageneity: Taw"= 0.00; Chi*= 019, df= 1 (P = 0.66); F= 0%

Test for overall effect 2= 3.68 (

0002)

1.6.5 UPDRS part 1 (1mg vs placebo) West
Parkinson 2002 014 04531
Roscol 2011 022 008
Subtotal (95% CI)

Heterogeneity Tau®= 0.00; Chi
Test for overall effect 2= 2.86 (

2,
004)

1.6.6 UPDRS part 2 (1mg vs placebo)-East
Hattori 2019 219 0.4862
Zhang 2018 067 05255
Subtotal (95% CI)

Heterageneity: Taw"= 0.90; Chi*= 451,
Testfor oversll effect: Z= 1.90 (P = 0.06)

1.6.7 UPDRS part 2 (1mg vs placebo)- West

Parkinson 2002 104 02857
Roscol 2011 0sE 048
Stocehi 2017 01 02808

Subtotal (95% CI)

Heterogeneity Tau®= 0.25; Chi 2¢
Testfor oversl effect: 2

1.6.8 UPDRS part 3 (1mg vs placebo) East
Hattori 2019 208 09286
Zhang 2018 471 09235
Subtotal (95% CI)

Heterageneity: Taw*= 1.72; ChP= 3.00, df=1 (P =
Testfor oversll effect: Z= 250 (P = 0.01)

1.6.9 UPDRS part 3 (1mg vs placebo) West
Parkinson 2002 271 05867
Roscol 2011 88 035

Subtotal (95% CI)
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Heterogeneity: Taw"= 0.11; Chi*= 1.48, df= 1 (P = 0.22), F= 32%

Testfor oversll effect: Z= 5.50 (P < 0.00001)
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Rasagiline 1mg/day

Study or Su Events
2.5.1Total AE-East

Hattori 2019 73 1"y
Zhang 2018 27 65
Subtotal (95% CI) 182
Total events 100

Heterogeneity Tau®= 0.01; Chi
Test for overall effect 2= 0.62 (

=1

2:5.2 Total AE-West

Parkinson 2002 100 134
Stocehi 2017 108 203
Subtotal (95% CI) 337
Total events 214

Heterageneity: Tau = 0.00; ChP= 0.02, df= 1
Testfor oversll effect: 2= 0.31 (P = 0.76)

2.5.3 Headache-East

Hattori 2019 4 1"y
Zhang 2018 2 65
Subtotal (95% CI) 182

Total events
Heterogeneity Tau®= 0.00; Chi
Testfor oversll effect 2= 1.68 (P = 0.0)

=1

2.5.4 Headache-West
Olanow 2008 14 288
Parkinson 2002 19 134
Stocehi 2017 8 203
Subtotal (95% CI) 625
Total events #
Heterogeneity Tau®= 0.01; Chi*= 216, df=2
Testfor oversll effect: 2= 0.38 (P = 0.70)
2.5.5 Back painEast

Hattori 2019 3 17
Subtotal (95% CI) 17
Total events 3
Heterogeneity: Not applicable

Testfor oversll effect: 2= 0.61 (P = 0.54)
2.5.6 Back pain West

Olanow 2008 14 288
Parkinson 2002 7 134
Stocehi 2017 5 203
Subtotal (95% CI) 625
Total events 26
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Heterageneity: Taw"= 0.00; ChP*= 0.08, df= 2 (P = 0.95); F= 0%

Testfor oversl effect: 2 2

2.5.7 Dizziness-East

Zhang 2018 3 65
Subtotal (95% CI) 65
Total events 3

Heterogeneity: Not applicable
Testfor oversll effect: 2= 0.00 (P = 1.00)

2.5.8 Dizziness West

Parkinson 2002 9 134
Stocehi 2017 10 203
Subtotal (95% CI) 337
Total events 19
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Heterageneity: Taw"= 0.00; ChP*= 0.87, df= 1 (P= 0.35) F= 0%

Test for overall effect 2= 0.77 (

)
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