Supplementary S1: PRISMA Checklist
	Section/topic 
	#
	Checklist item 
	Reported on page # 

	TITLE 
	

	Title 
	1
	Identify the report as a systematic review, meta-analysis, or both. 
	 Page 1

	ABSTRACT 
	

	Structured summary 
	2
	Provide a structured summary including, as applicable: background; objectives; data sources; study eligibility criteria, participants, and interventions; study appraisal and synthesis methods; results; limitations; conclusions and implications of key findings; systematic review registration number. 
	Page 2

	INTRODUCTION 
	

	Rationale 
	3
	Describe the rationale for the review in the context of what is already known. 
	Pages 3 & 4

	Objectives 
	4
	Provide an explicit statement of questions being addressed with reference to participants, interventions, comparisons, outcomes, and study design (PICOS). 
	Page 4

	METHODS 
	

	Protocol and registration 
	5
	Indicate if a review protocol exists, if and where it can be accessed (e.g., Web address), and, if available, provide registration information including registration number. 
	N/A 
Page 5

	Eligibility criteria 
	6
	Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g., years considered, language, publication status) used as criteria for eligibility, giving rationale. 
	Page 5

	Information sources 
	7
	Describe all information sources (e.g., databases with dates of coverage, contact with study authors to identify additional studies) in the search and date last searched. 
	Page 5

	Search 
	8
	Present full electronic search strategy for at least one database, including any limits used, such that it could be repeated. 
	Page 5

	Study selection 
	9
	State the process for selecting studies (i.e., screening, eligibility, included in systematic review, and, if applicable, included in the meta-analysis). 
	Page 6

	Data collection process 
	10
	Describe method of data extraction from reports (e.g., piloted forms, independently, in duplicate) and any processes for obtaining and confirming data from investigators. 
	Page 6

	Data items 
	11
	List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and simplifications made. 
	Page 6 & 

	
	12
	Describe methods used for assessing risk of bias of individual studies (including specification of whether this was done at the study or outcome level), and how this information is to be used in any data synthesis. 
	Page 6 

	Summary measures 
	13
	State the principal summary measures (e.g., risk ratio, difference in means). 
	Page 6

	Synthesis of results 
	14
	Describe the methods of handling data and combining results of studies, if done, including measures of consistency (e.g., I2) for each meta-analysis. 
	Page 6



Page 1 of 2 
	Section/topic 
	#
	Checklist item 
	Reported on page # 

	Risk of bias across studies 
	15
	Specify any assessment of risk of bias that may affect the cumulative evidence (e.g., publication bias, selective reporting within studies). 
	Page 6

	Additional analyses 
	16
	Describe methods of additional analyses (e.g., sensitivity or subgroup analyses, meta-regression), if done, indicating which were pre-specified. 
	Page 6

	RESULTS 
	

	Study selection 
	17
	Give numbers of studies screened, assessed for eligibility, and included in the review, with reasons for exclusions at each stage, ideally with a flow diagram. 
	Page 7& table 1

	Study characteristics 
	18
	For each study, present characteristics for which data were extracted (e.g., study size, PICOS, follow-up period) and provide the citations. 
	Page 7 

	Risk of bias within studies 
	19
	Present data on risk of bias of each study and, if available, any outcome level assessment (see item 12). 
	Page 8 & figure 2

	Results of individual studies 
	20
	For all outcomes considered (benefits or harms), present, for each study: (a) simple summary data for each intervention group (b) effect estimates and confidence intervals, ideally with a forest plot. 
	Pages 8 & 9,  and tables 1& supplementary s2

	Synthesis of results 
	21
	Present results of each meta-analysis done, including confidence intervals and measures of consistency. 
	Pages 8 & 9 

	Risk of bias across studies 
	22
	Present results of any assessment of risk of bias across studies (see Item 15). 
	Page 8

	Additional analysis 
	23
	Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression [see Item 16]). 
	Page 9 & tables S3-6]. 

	DISCUSSION 
	

	Summary of evidence 
	24
	Summarize the main findings including the strength of evidence for each main outcome; consider their relevance to key groups (e.g., healthcare providers, users, and policy makers). 
	Page 10

	Limitations 
	25
	Discuss limitations at study and outcome level (e.g., risk of bias), and at review-level (e.g., incomplete retrieval of identified research, reporting bias). 
	Pages 10 &11

	Conclusions 
	26
	Provide a general interpretation of the results in the context of other evidence, and implications for future research. 
	Page11

	FUNDING 
	

	Funding 
	27
	Describe sources of funding for the systematic review and other support (e.g., supply of data); role of funders for the systematic review. 
	Page 12



From:  Moher D, Liberati A, Tetzlaff J, Altman DG, The PRISMA Group (2009). Preferred Reporting Items for Systematic Reviews and Meta-Analyses: The PRISMA Statement. PLoS Med 6(7): e1000097. doi:10.1371/journal.pmed1000097 
For more information, visit: www.prisma-statement.org



Supplementary S2: Additional information on studies
	Study 
	Study location 
	Participants details 
	Duration
	Functioning was primary study outcome/Analyses   
	Industry sponsor/ Trial number

	Alphs et al., (2015)    

	Multi-center: US Centers


	Mean age= 38.1(±10·5) years; Diagnosis=Schizophrenia;
Outpatients
	65 weeks
	No
ITT

	Yes
NCT01157351   

	Ascher-Svanum et al., (2014)

	Multi-center: International 
	Mean age= 40.9(±10.9) years;
Diagnosis: Schizophrenia;
Outpatients
	104 weeks
	No
ITT
	Yes
NCT00320489

	Bai, et al., (2006) 



Berwaerts et al., 
(2015)

	Single center: 
Taiwan


Multi-center: International

	Mean age: 44.7(± 9.2) years;
Diagnosis: Schizophrenia:
out-patients 

Mean age: 37.8(±11.0) years
Diagnosis: Schizophrenia;
Inpatient or out-patients

	12 weeks



60 weeks

	Yes
ITT


No
ITT

	                Yes NCS932314B480002


Yes
NCT01529515


	Buckley et al., (2015)
	Multi-center:  US centers
	Mean age= 38·2(±12·1) years; Diagnosis: Schizoaffective or Schizophrenia;                     inpatients or outpatients

	  130 weeks
	No
ITT
	No
 NCT00330863                 

	Fleischhacker et al.,
(2014) 2RCTs
	Multi-center: International
	1Mean age=41·2(±10·4) years                                   
2Mean age =40.6(10.8) years
Diagnosis: Schizophrenia       outpatients
	 138 weeks
 252 weeks  
	No
ITT
	Yes
  1NCT00706654 
  2NCT00705783                          

	
	
	
	
	
	

	Fu et al., (2015)
	Multi-center: international
	Mean age =38·6 (nr) years; Diagnosis:  Schizoaffective; inpatients or outpatients


	65 weeks
	No
ITT
	Yes
NCT01193153                          

	Study
	Study locations
	Participants details
	Duration
	Functioning was primary study outcome/Analyses
	Industry sponsor/ Trial number

	Hough et al., (2010) 

	Multi-center: International

	Mean age= 38·8(±11·4) years;
Diagnosis: schizophrenia;
 out-patients
	24 weeks
	No
ITT
	Yes  
  NCT00111189         

	Isitt et al., (2016)  


	Multi-center: US  centers
	Mean age=41·2 (±9·27) years;      Diagnosis: Schizophrenia;
 in-patients                                           
	     8 weeks
	No
ITT
	Yes
NCT02109562

	Kane et al, (2003) 




Kane et al., (2014)
	Multi-center: US  centers


Multi-center: International 
	Mean age=37.7 (±9.8) years;
Diagnosis: Schizophrenia;
outpatients or inpatients

Mean age=42·1(±11·0) years; Diagnosis= Schizophrenia;
in-patients or out-patients

	12 weeks



12 weeks

	                       No
                       ITT


                       No
ITT
	Yes
   Ris-USA-121 


Yes 
   NCT01663532           

	Koshikawa et al., (2016)
	Single center: Osaka, Japan
	Mean age=46·4(±10·3) years;
Diagnosis: schizophrenia or schizoaffective;
 out-patients

	26 weeks
	                       Yes
ITT
	            No
UMIN000014470

	Keks et al., (2007)
	Multi-center: International
	Mean age= 32·6(±10·4) years;                                                Diagnosis= Schizophrenia or schizoaffective disorders;              in- patients or out-patients

	52 weeks
	No
ITT
	Yes
NCT00236457

	Meltzer et al., (2014)



	Multi-center:  US centers
	Mean age=41·0(±11·4) years;                                                Diagnosis: schizophrenia or schizoaffective disorder;
in-patients or out-patients
	26 weeks
	No
ITT
	Yes 
NCT00539071                                

	
	
	

	
	
	                                  

	Study
	Study Location
	Participants details
	Duration
	Functioning was primary study outcome/Analyses 
	Industry sponsor/    Trial number

	Nabar et al., (2015)                               



NCT00604279 (2013)



NCT00992407
 (2014)



Padina et al., (2010)


Padina et al., (2011)           
	Multi-center: International


Multi-centre: China




Single Centre: Korea




Multi-center: International


Multi-center: International
	Mean age= 42·6 (±10·9) years;
Diagnosis: Schizophrenia; 
 in-patients or out-patients

Mean age: 31.7 (±10.88) years;
Diagnosis: Schizophrenia 
outpatient


Mean age: 34.5 (±10.00) years
Diagnosis: Schizophrenia or schizoaffective disorders
outpatient 

Mean age: 39.3 (±10.55) years
Diagnosis: Schizophrenia
outpatient

Mean age: 38.9 (±11.98) years;
Diagnosis: Schizophrenia 
Outpatient or outpatients
	28 weeks



14 weeks




 52 weeks

   

 
  13weeks



13 weeks
	Yes
ITT

                  
                          No
Per-protocol



Yes
Per-protocol



No
ITT


No
ITT

	      Yes
        NCT01795547

              
 Yes
   NCT00604279



Yes
NCT00992407



             Yes
NCT00590577


Yes
NCT00589914







	Study
	Study Location
	Participants details
	Duration
	 Functioning was primary study 
Outcome/Analyses 
	 Industry sponsor/ Trial umber 

	Rosenheck et al, (2011) 

	Multi-center:  US centers
	Mean age=50·9(± 9·3) years; Diagnosis: schizophrenia or schizoaffective disorder;  inpatient or outpatient

	104 weeks
	No
ITT
	             Yes 
NCT00132314                             

	Rouillon et al., (2013)
	Multi-center: International
	Mean age= 41·6 (±12·8) years;                                               Diagnosis: Schizophrenia or Schizoaffective                               in-patients or inpatient

	104 weeks      
	No
ITT
	             Yes
NCT00216476                    

	Schreiner et al., (2015)



	Multi-center: International
	Mean age= 32·6 (±10·7) years;                                                                                       Diagnosis: Schizophrenia;           in-patients

	104 weeks 
	No
ITT
	Yes
 NCT01081769              

	Simpson et al, (2006) 




Witte et al., (2012)
	Multi-center: International



Multi-center: International
	Mean age= 40·9(±11·0) years                                        Diagnosis: Schizophrenia or Schizoaffective                                      out-patients

Mean age= 40·8 (±11·2) years; Diagnosis: Schizophrenia;
Inpatients or outpatients 

	52 weeks





8 weeks
	   No
    ITT




  No
  ITT
	Yes
NCT00297388



Yes
     NCT00088478                                    

	
Wykes, et al., (2013)
	
Multi-center: International
	
Mean age: 36·8(±10·8) years;
Diagnosis: Schizophrenia;           in-patients or out-patients


	
104 weeks

	
No
                          ITT



	
Yes 
NCT00256997                 






Supplementary S3: Risk of Bias of all studies
[image: ]
Supplementary S4: Meta-regression of predictors
	 Study Group 
(Placebo or Oral)
	Predictors
	Comparison
	Coefficient (95% CI)
	P value
	Egger’s test           p-value*

	All studies
	
	
	
	
	0.790     

	Oral studies only
	Year of publication (continuous)
	
	0.043 (-0.041, 0.126)
	0.274
	0.873

	Oral studies only
	Year of publication (binary)
	≥ 2014 versus ≤2014
	0.078 (-0.325,0.480)
	0.668
	

	Oral studies only
	Trial duration (continuous)
	
	0.001 (-0.005, 0.007)
	0.702
	

	Oral studies only
	Study setting
	Inpatient versus Outpatient
	-0.106 (-0.688, 0.476)
	0.680#
	

	
	
	Both versus Outpatient
	0.060 (-0.390, 0.510)
	0.761
	

	Oral studies only
	Functioning as primary outcome
	Yes versus No
	-0.202 (-0.827, 0.423)
	0.477
	

	Oral studies only
	Industry sponsorship
	Yes versus No
	-0.301 (-0.864, 0.263)
	0.254
	

	Oral studies only
	Study design
	Blinded versus Open-label
	-0.219 (-0.598,0.161)
	0.220
	

	Oral studies only
	Length of trial
	Long versus Short
	0.193 (-0.641, 1.027)
	0.608
	

	Oral studies only
	Baseline CGI-S for LAI-A group
	
	0.031 (-0.130, 0.192)
	0.664
	

	Placebo studies only
	Year of publication (continuous)
	
	0.002 (-0.026, 0.030)
	0.893
	 0.168    

	Placebo studies only
	Year of publication (binary)
	≥2014 versus ≤2014
	-0.049 (-0.235, 0.137)
	0.554
	

	Placebo studies only
	Trial duration (continuous)
	
	-0.0001 (-0.005, 0.003)
	0.711
	

	Placebo studies only
	Study setting
	Inpatient versus Outpatient
	-0.164 (-0.516, 0.188)
	0.298##
	

	Placebo studies only
	
	Both versus Outpatient
	-0.053 (-0.254, 0.148)
	0.545
	

	Placebo studies only
	Functioning as primary outcome
	All  
	
	
	

	Placebo studies only
	Industry sponsorship
	All
	
	
	

	Placebo studies only
	Study design
	All double-blind
	
	
	

	Placebo studies only
	Length of trial
	Long versus Short
	0.009 (-0.175, 0.193)
	0.908
	

	Placebo studies only
	Baseline CGI-S for LAI-A group
	
	-0.003 (-0.101,0.095)
	0.850
	


*Null hypothesis is no in small-study effects; #global p- value==0.8017; ##global P value=0.5376; CGI-S=Clinical global impression-severity; 95% CI= 95% Confidence Interval


Supplementary S5: Funnel plot for all studies and Egger test[image: ]

	
Egger test for all studies
------------------------------------------------------------------------------
     Std_Eff |      Coef.   Std. Err.      t    P>|t|     [95% Conf. Interval]
-------------+----------------------------------------------------------------
       slope |    .220656   .1624294     1.36   0.192      -.12204    .5633521
        bias |   .3945513   1.461057     0.27   0.790     -2.68801    3.477112
----------------------------------------------------------------------------

Supplementary S6: Funnel plot for placebo-controlled studies and Egger test.
[image: ]
Egger test for placebo-controlled trials
------------------------------------------------------------------------
     Std_Eff |      Coef.   Std. Err.      t    P>|t|     [95% Conf. Interval]
-------------+----------------------------------------------------------------
       slope |    .785327   .2575515     3.05   0.019     .1763146    1.394339
        bias |  -3.390889    2.20685    -1.54   0.168    -8.609261    1.827483


Supplementary S7: Funnel plot for oral-controlled studies and Egger test.
[image: ]
Egger test for oral-controlled trials
------------------------------------------------------------------------------
     Std_Eff |      Coef.   Std. Err.      t    P>|t|     [95% Conf. Interval]
-------------+----------------------------------------------------------------
       slope |   .1938582   .1913737     1.01   0.341    -.2474505    .6351668
        bias |  -.2954459   1.791686    -0.16   0.873    -4.427082     3.83619
--------------------------------------------------------------------------
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