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Identification of studies via databases and registers


Records removed before screening:
Duplicate records removed (n = 588)
Records marked as ineligible by automation tools (n = 0)
Records removed for other reasons (n = 0)
Records identified from*:
Databases (n = 2363)
Pubmed (n = 918)
Embase (n = 1393)
PsycINFO (n = 52)
Registers (n = 0)
Other sources (n = 47)


Identification





Records excluded**:
(n = 1265)
No randomized design (n = 413)
Adjunctive therapy (n = 301)
No AP (n = 163)
Pooled dataset/ post-hoc analyses (n = 125)
Age <15 (n = 192)
Review/ meta-analysis (n = 23)
Eating disorders (n = 21)
Study duration < 1 week (n = 14)
Language (n = 8)
Other reasons (n = 5)
)
· Adjunctive therapy (298)
· No AP (143)
· Pooled dataset/ post-hoc analyses (134)
· Age <15 (194)
· Review/ meta-analysis (24)
· Eating disorders (23)
· Study duration < 1 week (12)
· Language (8)
· Other reasons (6)




Records screened
(n = 1822)






Screening


Reports sought for retrieval
(n = 557)

Reports not retrieved
(n = 0)




Reports excluded: (n = 355)
No 7% weight data (n = 329)
No ITT analysis (n = 18)
Pooled dataset/ post-hoc analyses (n = 3)
Studies already included (n = 3)
Language (n = 2)
Reports assessed for eligibility
(n = 557)




Studies included in review
(n = 202)
Reports of included studies
(n = 202)

Included






*Consider. if feasible to do so. reporting the number of records identified from each database or register searched (rather than the total number across all databases/registers).
**If automation tools were used. indicate how many records were excluded by a human and how many were excluded by automation tools.

From:  Page MJ. McKenzie JE. Bossuyt PM. Boutron I. Hoffmann TC. Mulrow CD. et al. The PRISMA 2020 statement: an updated guideline for reporting systematic reviews. BMJ 2021;372:n71. doi: 10.1136/bmj.n71

For more information. visit: http://www.prisma-statement.org/
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1. (((((change OR gain OR clinically relevant OR body) AND weight)) AND (((((((((((((((((((((((((((((((((((amisulpride) OR amoxapine) OR aripiprazole) OR asenapine) OR blonanserin) OR brexpiprazole) OR bromperidol) OR cariprazine) OR chlorpromazine) OR clozapine) OR flupentixol) OR fluphenazine) OR haloperidol) OR iloperidone) OR levopromazine) OR lurasidone) OR melperone) OR olanzapine) OR paliperidone) OR penfluridol) OR zotepine) OR periciazine) OR perphenazine) OR pimavanserin) OR pimozide) OR quetiapine) OR risperidone) OR sertindole) OR sulpiride) OR ziprasidone) OR zuclopenthixol) OR FGA) OR first generation antipsychotic) OR second generation antipsychotic) OR SGA))) NOT ((((((((metformin) OR topiramate) OR ramelteon) OR rimonabant) OR modafinil) OR sibutramine) OR steroids) OR ropinirole) AND ((Clinical Trial[ptyp] OR Clinical Trial. Phase III[ptyp] OR Clinical Trial. Phase IV[ptyp] OR Controlled Clinical Trial[ptyp] OR Randomized Controlled Trial[ptyp]) AND Humans[Mesh]) 
2. Filters: Adolescent: 13-18 years. Adult: 19+ years

[bookmark: _Toc101811638]Appendix 2.2: Embase Search Terms
1. (((change or gain or clinically relevant or body) and weight and (amisulpride or amoxapine or aripiprazole or asenapine or blonanserin or brexpiprazole or bromperidol or cariprazine or chlorpromazine or clozapine or flupentixol or fluphenazine or haloperidol or iloperidone or levopromazine or lurasidone or melperone or olanzapine or paliperidone or penfluridol or zotepine or periciazine or perphenazine or pimavanserin or pimozide or quetiapine or risperidone or sertindole or sulpiride or ziprasidone or zuclopenthixol or FGA or first generation antipsychotic or second generation antipsychotic or SGA)) not (metformin or topiramate or ramelteon or rimonabant or modafinil or sibutramine or steroids or ropinirole)).mp. [mp=title. abstract. heading word. drug trade name. original title. device manufacturer. drug manufacturer. device trade name. keyword. floating subheading word. candidate term word] 
2. limit 1 to (human and (clinical trial or randomized controlled trial or controlled clinical trial or phase 3 clinical trial or phase 4 clinical trial) and (article or article in press) and (adolescent <13 to 17 years> or adult <18 to 64 years> or aged <65+ years>)) 
[bookmark: _Toc101811639]Appendix 2.3: PsycINFO Search Terms
1. (((((change OR gain OR clinically relevant OR body) AND weight)) AND (((((((((((((((((((((((((((((((((((amisulpride) OR amoxapine) OR aripiprazole) OR asenapine) OR blonanserin) OR brexpiprazole) OR bromperidol) OR cariprazine) OR chlorpromazine) OR clozapine) OR flupentixol) OR fluphenazine) OR haloperidol) OR iloperidone) OR levopromazine) OR lurasidone) OR melperone) OR olanzapine) OR paliperidone) OR penfluridol) OR zotepine) OR periciazine) OR perphenazine) OR pimavanserin) OR pimozide) OR quetiapine) OR risperidone) OR sertindole) OR sulpiride) OR ziprasidone) OR zuclopenthixol) OR FGA) OR first generation antipsychotic) OR second generation antipsychotic) OR SGA))) NOT ((((((((metformin) OR topiramate) OR ramelteon) OR rimonabant) OR modafinil) OR sibutramine) OR steroids) OR ropinirole)
2. Limiters: 
a. Age Groups: Adolescence (13-17 yrs). Adulthood (18 yrs & older)
b. Population Group: Human
c. Document Type: Journal Article
d. Methodology: CLINICAL TRIAL
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	Study. year (N=202; n=80.372)
	Antipsychotic/ placebo
	Diagnosis
	AP-naive
	Sample size
	% Male
	Age: mean (SD)
	Duration (weeks)
	% with CRWG
	% with CRWL

	Adams 2013 (1)
	LY2140023
	Schizophrenia
	_
	130
	65.4
	38.7 (10.9)
	24
	8.2
	14.8

	
	SGA
	Schizophrenia
	_
	131
	66.4
	39.5 (12.5)
	24
	21.4
	2.3

	Adams 2014 (2)
	Aripiprazole
	Schizophrenia
	_
	161
	65.8
	43.0 (11.0)
	24
	7.1
	3.2

	
	LY2140023
	Schizophrenia
	_
	511
	63.8
	42.3 (10.9)
	24
	4.1
	13.1

	Addington 2004 (3)
	Risperidone
	Schizophrenia, Schizoaffective
	_
	147
	71.4
	33.9(-)
	8
	16.0
	2.4

	
	Ziprasidone
	Schizophrenia, Schizoaffective
	_
	149
	73.8
	35.1(-)
	8
	8.2
	7.4

	Alphs 2015 (4)
	Paliperidone IM
	Schizophrenia
	_
	226
	85.4
	37.7 (10.6)
	38
	32.4
	_

	Alvarez 2012 (5)
	Olanzapine
	Schizophrenia
	_
	23
	65.2
	35.6 (13.5)
	24
	47.8
	_

	
	Ziprasidone
	Schizophrenia
	_
	27
	74.1
	40.8 (9.2)
	24
	11.1
	_

	Arvanitis 1997 (6)
	Haloperidol
	Schizophrenia
	_
	52
	80.8
	37.0 (10.0)
	6
	4.0
	_

	
	Placebo
	Schizophrenia
	_
	51
	80.4
	36.0 (8.0)
	6
	6.0
	_

	
	Quetiapine 75 mg
	Schizophrenia
	_
	53
	73.6
	37.0 (10.0)
	6
	11.0
	_

	
	Quetiapine 150 mg
	Schizophrenia
	_
	48
	81.3
	38.0 (9.0)
	6
	17.0
	_

	
	Quetiapine 300 mg
	Schizophrenia
	_
	52
	71.2
	38.0 (9.0)
	6
	10.0
	_

	
	Quetiapine 600 mg
	Schizophrenia
	_
	51
	74.5
	39.0 (8.0)
	6
	16.0
	_

	
	Quetiapine 750 mg
	Schizophrenia
	_
	54
	70.4
	35.0 (10.0)
	6
	13.0
	_

	Ascher-Svanum 2005 (7)
	Olanzapine
	Schizophrenia, Schizoaffective
	_
	1283
	65.1
	38.7 (11.6)
	6
	13.6
	_

	
	Haloperidol
	Schizophrenia, Schizoaffective
	_
	622
	64.6
	38.3 (11.1)
	6
	3.1
	_

	Bauer 2013(8)
	Quetiapine
	MDD
	_
	228
	-
	-
	6
	7.6
	_

	Berwaerts 2012a (9)
	Paliperidone 3 mg
	Bipolar I
	_
	107
	51.0
	39.0 (10.2)
	3
	5.6
	_

	
	Paliperidone 6 mg
	Bipolar I
	_
	112
	53.0
	39.0 (11.3)
	3
	5.4
	_

	
	Paliperidone 12 mg
	Bipolar I
	_
	109
	55.0
	39.0 (11)
	3
	0.9
	_

	
	Placebo
	Bipolar I
	_
	115
	55.0
	41.0 (11.2)
	3
	0.9
	_

	Berwaerts 2012b (10)
	Olanzapine
	Bipolar I
	_
	82
	41.0
	39.0 (11.9)
	62
	41.0
	_

	
	Paliperidone
	Bipolar I
	_
	146
	49.0
	40.0 (12.7)
	33
	29.0
	_

	
	Placebo
	Bipolar I
	_
	144
	44.0
	40.0 (12.6)
	22
	21.0
	_

	Berwaerts 2015 (11)
	Paliperidone IM
	Schizophrenia
	_
	160
	74.0
	37.1 (10.9)
	24
	10.0
	_

	
	Placebo
	Schizophrenia
	_
	145
	76.0
	38.5 (11.2)
	21
	1.0
	_

	Borison 1996 (12)
	Placebo
	Schizophrenia
	_
	55
	91.0
	37.0 (8.0)
	4
	4.0
	_

	
	Quetiapine
	Schizophrenia
	_
	54
	89.0
	36.0 (9.0)
	4
	25.0
	_

	Bortnick 2011 (13)
	Placebo
	MDD
	_
	155
	35.5
	42.6 (11.7)
	8
	1.3
	_

	
	Quetiapine
	MDD
	_
	152
	35.4
	43.3 (10.5)
	8
	2.6
	_

	Buchanan 2012 (14)
	Asenapine (Study 1)
	Schizophrenia
	_
	241
	68.0
	40.7 (12.7)
	26
	7.9
	11.6

	
	Asenapine (Study 2)
	Schizophrenia
	_
	244
	72.1
	43.1 (11.4)
	26
	8.0
	4.2

	
	Olanzapine (Study 1)
	Schizophrenia
	_
	240
	68.3
	40.3 (11.7)
	26
	24.6
	3.3

	
	Olanzapine (Study 2)
	Schizophrenia
	_
	224
	75.9
	42.8 (11.3)
	26
	18.6
	3.2

	Bushe 2010 (15)
	Olanzapine
	Schizophrenia, Schizoaffective
	_
	171
	66.7
	41.7 (9.5)
	24
	19.2
	9.6

	
	Quetiapine
	Schizophrenia, Schizoaffective
	_
	175
	65.1
	40.5 (9.6)
	24
	13.2
	9.0

	Calabrese 2005 (16)
	Placebo
	Bipolar
	_
	169
	37.9
	38.3 (11.1)
	8
	1.7
	_

	
	Quetiapine 600 mg
	Bipolar
	_
	170
	41.8
	37.3 (11.4)
	8
	9.0
	_

	
	Quetiapine 300 mg
	Bipolar
	_
	172
	45.9
	36.6 (11.2)
	8
	8.5
	_

	Calabrese 2017 (17)
	Aripiprazole
	Bipolar I
	_
	133
	37.6
	40.6 (10.8)
	52
	18.0
	9.4

	
	Placebo
	Bipolar I
	_
	133
	47.4
	40.6 (11.2)
	52
	12.9
	12.1

	Cantillon 2017 (18)
	Aripiprazole
	Schizophrenia, Schizoaffective
	_
	20
	90.0
	35.0 (10.0)
	4
	14.0
	_

	
	Placebo
	Schizophrenia, Schizoaffective
	_
	38
	71.1
	36.0 (12.0)
	4
	11.0
	_

	
	RP5063 15 mg
	Schizophrenia, Schizoaffective
	_
	58
	70.7
	36.0 (10.0)
	4
	7.0
	_

	
	RP5063 30 mg
	Schizophrenia, Schizoaffective
	_
	59
	84.7
	37.0 (12.0)
	4
	6.0
	_

	
	RP5063 50 mg
	Schizophrenia, Schizoaffective
	_
	58
	72.4
	35.0 (9.0)
	4
	7.0
	_

	Canuso 2010a (19)
	Paliperidone (lower dose)
	Schizoaffective
	_
	105
	66.7
	38.1 (10.0)
	6
	2.9
	_

	
	Paliperidone (higher dose)
	Schizoaffective
	_
	98
	65.3
	36.5 (10.5)
	6
	7.1
	_

	
	Placebo
	Schizoaffective
	_
	107
	62.6
	37.1 (11.1)
	6
	0.9
	_

	Canuso 2010b (20)
	Paliperidone ER
	Schizoaffective
	_
	214
	55.9
	37.6 (9.2)
	6
	5.6
	_

	
	Placebo
	Schizoaffective
	_
	95
	55.9
	37.6 (9.2)
	6
	2.1
	_

	Casey 2003 (21)
	Aripiprazole
 (immediate switch)
	Schizophrenia, Schizoaffective 
	_
	103
	65.0
	39.7 (10.3)
	8
	3.0
	7.0

	
	Aripiprazole 
(immediate initiation/ taper off)
	Schizophrenia. Schizoaffective 
	_
	104
	69.0
	37.1 (9.5)
	8
	5.0
	15.0

	
	Aripiprazole 
(titrating dose/ taper off)
	Schizophrenia, Schizoaffective 
	_
	103
	73.0
	39.3 (10.9)
	8
	3.0
	8.0

	Casey 2008 (22)
	Placebo
	Schizophrenia
	_
	114
	77.0
	40.8 (9.4)
	6
	5.0
	3.0

	
	Risperidone
	Schizophrenia
	_
	116
	81.0
	41.1 (8.6)
	6
	13.0
	0.0

	Chan 2007 (23)
	Aripiprazole
	Schizophrenia
	_
	49
	88.0
	35.2 (10.9)
	4
	4.0
	_

	
	Risperidone
	Schizophrenia
	_
	34
	64.7
	35.1 (8.6)
	4
	12.0
	_

	Chan 2010 (24)
	Olanzapine
	Schizophrenia
	_
	35
	45.7
	40.8 (11.5)
	8
	25.7
	_

	
	Risperidone
	Schizophrenia
	_
	35
	45.7
	41.1 (11.3)
	8
	17.1
	_

	Chen 2010 (25)
	Placebo
	Schizophrenia
	_
	89
	46.1
	24.9 (7.3)
	52
	10.1
	_

	
	Quetiapine
	Schizophrenia
	_
	89
	43.8
	23.5 (5.2)
	52
	10.1
	_

	Chen2012a (26)
	Aripiprazole
	Schizophrenia, Schizoaffective, Bipolar
	_
	24
	45.8
	45.3 (8.7)
	52
	_
	8.3

	
	Ziprasidone
	Schizophrenia, Schizoaffective, Bipolar
	_
	28
	35.7
	45.2 (9.2)
	52
	_
	28.6

	Chen 2012b (27)
	FGA
	Schizophrenia
	_
	16
	81.3
	36.5 (11.0)
	8
	0.0
	_

	
	Olanzapine
	Schizophrenia
	_
	16
	43.8
	37.9 (9.4)
	8
	31.0
	_

	
	Risperidone
	Schizophrenia
	_
	16
	50.0
	36.7 (14.0)
	8
	19.0
	_

	Cheng 2019 (28)
	Risperidone
	Schizophrenia
	yes
	161
	51.6
	24.9 (7.1)
	4
	13.0
	_

	
	Olanzapine
	Schizophrenia
	yes
	165
	50.6
	24.6 (7.8)
	4
	23.6
	_

	
	Aripiprazole
	Schizophrenia
	yes
	161
	46.0
	24.8 (7.2)
	4
	8.7
	_

	
	Risperidone
	Schizophrenia
	yes
	152
	51.6
	24.9 (7.1)
	8
	30.4
	_

	
	Olanzapine
	Schizophrenia
	yes
	149
	50.6
	24.6 (7.8)
	8
	44.2
	_

	
	Aripiprazole
	Schizophrenia
	yes
	153
	46.0
	24.8 (7.2)
	8
	16.2
	_

	Chengappa 2010 (29)
	Risperidone
	Bipolar
	_
	23
	30.4
	40.0 (9.2)
	64
	38.1
	_

	
	SGA
	Bipolar
	_
	25
	28.0
	39.4 (10.9)
	64
	50.0
	_

	Chrzanowski 2006 (30)
	Aripiprazole
	Schizophrenia
	_
	104
	57.0
	41.7 (12.2)
	52
	10.0
	_

	
	Olanzapine
	Schizophrenia
	_
	110
	52.0
	41.3 (13.6)
	52
	24.0
	_

	Citrome 2012 (31)
	Lurasidone
	Schizophrenia, Schizoaffective
	_
	419
	72.1
	41.7 (11.3)
	52
	7.3
	12.7

	
	Risperidone
	Schizophrenia, Schizoaffective
	_
	202
	62.4
	41.6 (11.3)
	52
	13.7
	5.6

	Conley 2001 (32)
	Olanzapine
	Schizophrenia, Schizoaffective
	_
	189
	73.0
	38.9 (10.5)
	8
	27.3
	0.0

	
	Risperidone
	Schizophrenia, Schizoaffective
	_
	188
	72.3
	41.0 (11.0)
	8
	11.6
	0.0

	Coppola 2011 (33)
	Paliperidone XR 1.5 mg
	Schizophrenia
	_
	58
	78.0
	41.1 (11.6)
	6
	7.0
	0.0

	
	Paliperidone XR 6 mg
	Schizophrenia
	_
	64
	69.0
	40.7 (12.2)
	6
	3.0
	6.0

	
	Placebo
	Schizophrenia
	_
	56
	74.0
	36.4 (10.7)
	6
	5.0
	4.0

	Correll 2015 (34) 
	Brexpiprazole 2 mg
	Schizophrenia
	_
	182
	61.0
	39.6 (10.2)
	6
	8.8
	_

	
	Brexpiprazole 4 mg
	Schizophrenia
	_
	180
	61.7
	40.8 (11.0)
	6
	9.0
	_

	
	Placebo
	Schizophrenia
	_
	184
	64.1
	39.7 (10.8)
	6
	4.4
	_

	Correll 2020 (35)
	Lumateperone 42 mg
	Schizophrenia
	_
	150
	73.3
	42.4 (10.3)
	4
	8.4
	2.1

	
	Lumateperone 28 mg
	Schizophrenia
	_
	150
	75.3
	43.5 (10.1)
	4
	4.3
	0.7

	
	Placebo
	Schizophrenia
	_
	149
	82.6
	41.4 (10.3)
	4
	3.8
	0.0

	Correll 2020 (36)
	Olanzapine
	Schizophrenia
	_
	276
	75.0
	40.1 (10.0)
	24
	42.7
	_

	Cutler 2008 (37)
	Iloperidone
	Schizophrenia
	_
	300
	83.1
	39.5 (10.4)
	4
	21.0
	_

	
	Placebo
	Schizophrenia
	_
	147
	76.5
	40.7 (10.4)
	4
	3.0
	_

	
	Ziprasidone
	Schizophrenia
	_
	150
	75.8
	40.0 (9.9)
	4
	7.0
	_

	Cutler 2009 (38)
	Placebo
	MDD
	_
	157
	35.5
	42.3 (11.5)
	8
	0.0
	_

	
	Quetiapine XR 150 mg
	MDD
	_
	152
	36.7
	40.9 (12.3)
	8
	2.1
	_

	
	Quetiapine XR 300 mg
	MDD
	_
	152
	49.0
	41.6 (12.0)
	8
	3.4
	_

	Cutler 2011a (39)
	Placebo
	Bipolar I
	_
	160
	58.5
	40.8 (10.7)
	3
	0.0
	_

	
	Quetiapine
	Bipolar I
	_
	151
	61.7
	41.3 (10.3)
	3
	5.1
	_

	Cutler 2011b (40)
	Placebo
	Schizophrenia
	_
	107
	69.4
	42.5 (10.8)
	6
	5.6
	_

	
	Quetiapine XR 400 mg
	Schizophrenia
	_
	107
	69.9
	42.1 (10.1)
	6
	6.5
	_

	
	Quetiapine XR 600 mg
	Schizophrenia
	_
	108
	81.2
	41.2 (10.8)
	6
	14.1
	_

	
	Quetiapine XR 800 mg
	Schizophrenia
	_
	99
	74.5
	40.2 (9.1)
	6
	6.5
	_

	
	Quetiapine IR 800 mg
	Schizophrenia
	_
	108
	63.3
	40.8 (10.4)
	6
	12.1
	_

	Davidson 2007 (41)
	Olanzapine
	Schizophrenia
	_
	126
	76.0
	36.5 (10.2)
	6
	22.0
	2.0

	
	Paliperidone XR 3 mg
	Schizophrenia
	_
	123
	63.0
	36.3 (11.0)
	6
	7.0
	2.0

	
	Paliperidone XR 9 mg
	Schizophrenia
	_
	123
	65.0
	37.6 (9.8)
	6
	11.0
	2.0

	
	Paliperidone XR 15 mg
	Schizophrenia
	_
	113
	64.0
	37.3 (10.9)
	6
	18.0
	2.0

	
	Placebo
	Schizophrenia
	_
	120
	68.0
	36.8 (10.6)
	6
	6.0
	12.0

	De Deyn 2005 (42)
	Aripriprazole
	Alzheimer
	_
	106
	28.0
	81.5(-)
	10
	5.0
	_

	
	Placebo
	Alzheimer
	_
	102
	28.0
	81.5(-)
	10
	3.0
	_

	De Hert 2011 (43)
	Risperidone
	Schizophrenia
	_
	130
	46.2
	37.0(-)
	60
	16.0
	_

	
	Sertindole
	Schizophrenia
	_
	131
	48.9
	35.0(-)
	60
	17.0
	_

	Deberdt 2005  (44)
	Olanzapine
	Dementia
	_
	204
	30.9
	77.9 (7.7)
	10
	6.2
	_

	
	Placebo
	Dementia
	_
	94
	36.2
	79.8 (7.2)
	10
	1.1
	_

	
	Risperidone
	Dementia
	_
	196
	37.2
	78.0 (6.9)
	10
	0.5
	_

	Detke 2014 (45)
	Olanzapine IM
	Schizophrenia
	_
	264
	66.3
	41.7 (10.9)
	104
	40.8
	20.0

	
	Olanzapine oral
	Schizophrenia
	_
	260
	68.1
	40.1 (10.8)
	104
	38.0
	17.3

	Dossenbach 2007 (46)
	Chlorpromazine
	Schizophrenia
	_
	37
	72.5
	33.4 (8.5)
	6
	24.3
	_

	
	Olanzapine
	Schizophrenia
	_
	80
	74.7
	30.9 (7.8)
	6
	26.3
	_

	Dubovsky 2012 (47)
	Asenapine (slow dose escalation)
	Schizophrenia, Schizoaffective
	_
	61
	32.8
	70.5 (4.6)
	6
	0.0
	_

	
	Asenapine (rapid dose escalation)
	Schizophrenia, Schizoaffective
	_
	61
	23.0
	72.0 (5.8)
	6
	3.3
	_

	Durgam 2014 (48)
	Cariprazine 1.5 mg
	Schizophrenia
	_
	145
	64.1
	36.8 (9.6)
	6
	9.0
	_

	
	Cariprazine 3 mg
	Schizophrenia
	_
	146
	73.3
	37.1 (10.4)
	6
	11.0
	_

	
	Cariprazine 4.5 mg
	Schizophrenia
	_
	147
	70.1
	35.8 (10.8)
	6
	5.0
	_

	
	Risperidone
	Schizophrenia
	_
	140
	70.0
	36.5 (11.1)
	6
	16.8
	_

	Durgam 2015a (49)
	Cariprazine
	Bipolar I
	_
	118
	67.8
	38.0 (10.3)
	3
	2.5
	_

	
	Placebo
	Bipolar I
	_
	118
	65.3
	38.7 (11.0)
	3
	0.0
	_

	Durgam 2015b (50)
	Aripiprazole
	Schizophrenia
	_
	152
	61.8
	39.3 (10.8)
	6
	6.0
	_

	
	Cariprazine 3 mg
	Schizophrenia
	_
	155
	63.9
	37.9 (10.6)
	6
	6.0
	_

	
	Cariprazine 6 mg
	Schizophrenia
	_
	157
	63.7
	38.6 (10.6)
	6
	5.0
	_

	
	Placebo
	Schizophrenia
	_
	153
	63.4
	38.2 (11.3)
	6
	3.0
	_

	Durgam 2016a (51)
	Cariprazine 0.75 mg
	Bipolar I
	_
	141
	35.5
	40.1 (11.2)
	8
	2.1
	_

	
	Cariprazine 1.5 mg
	Bipolar I
	_
	146
	37.0
	40.9 (11.4)
	8
	6.9
	_

	
	Cariprazine 3 mg
	Bipolar I
	_
	146
	39.7
	42.8 (10.8)
	8
	4.8
	_

	
	Placebo
	Bipolar I
	_
	145
	38.6
	43.6 (12.0)
	8
	3.5
	_

	Durgam 2016b (52)
	Cariprazine
	Schizophrenia
	_
	101
	61.4
	39.2 (10.9)
	37
	27.0
	_

	
	Placebo
	Schizophrenia
	_
	99
	70.7
	37.7 (10.1)
	29
	32.2
	_

	Durgam 2017 (53)
	Asenapine 2.5 mg
	Schizophrenia
	_
	31
	58.1
	41.1 (9.8)
	26
	6.5
	_

	
	Asenapine 5 mg
	Schizophrenia
	_
	42
	59.5
	39.5 (10.0)
	26
	12.2
	_

	
	Olanzapine
	Schizophrenia
	_
	16
	62.5
	37.4 (12.5)
	26
	26.7
	_

	Earley 2019 (54)
	Cariprazine 1.5 mg
	Bipolar I
	_
	167
	64.1
	42.2 (12.0)
	5
	2.4
	_

	
	Cariprazine 3.mg
	Bipolar I
	_
	158
	65.2
	43.9 (11.8)
	5
	1.9
	_

	
	Placebo
	Bipolar I
	_
	165
	58.8
	44.6 (11.5)
	6
	0.0
	_

	Fleischhacker 2009 (55)
	Aripiprazole
	Schizophrenia
	_
	317
	57.0
	35.9(-)
	26
	21.0
	_

	
	Aripiprazole
	Schizophrenia
	_
	317
	57.0
	35.9(-)
	52
	21.0
	_

	
	Olanzapine
	Schizophrenia
	_
	313
	56.0
	37.3(-)
	26
	40.0
	_

	
	Olanzapine
	Schizophrenia
	_
	313
	56.0
	37.3(-)
	52
	43.0
	_

	Fleischhacker 2012 (56)
	Paliperidone
	Schizophrenia
	_
	379
	57.0
	40.7 (11.8)
	53
	14.0
	_

	
	Risperidone
	Schizophrenia
	_
	368
	62.0
	40.6 (12.1)
	53
	15.0
	_

	Fleischhacker 2014 (57)
	Aripiprazole IM 400 mg
	Schizophrenia
	_
	264
	60.4
	41.7 (10.4)
	38
	15.9
	15.2

	
	Aripiprazole oral 10-30 mg
	Schizophrenia
	_
	266
	63.2
	41.2 (10.8)
	38
	16.2
	10.2

	
	Aripiprazole IM 50 mg
	Schizophrenia
	_
	131
	59.5
	40.2 (9.6)
	38
	6.1
	13.7

	Fleischhacker 2017 (58)
	Brexpiprazole
	Schizophrenia
	_
	264
	59.8
	38.8 (10.7)
	52
	5.2
	_

	
	Placebo
	Schizophrenia
	_
	104
	61.9
	41.6 (10.6)
	52
	1.0
	_

	Fu 2015 (59)
	Paliperidone
	Schizoaffective
	_
	164
	51.8
	39.3(-)
	64
	13.0
	_

	
	Placebo
	Schizoaffective
	_
	170
	49.4
	38.0(-)
	64
	6.0
	_

	Garcia 2009 (60)
	Blonanserin 2.5 mg
	Schizophrenia
	_
	61
	54.1
	38.3 (10.6)
	6
	3.3
	_

	
	Blonanserin 5 mg
	Schizophrenia
	_
	58
	69.0
	37.0 (11.4)
	6
	0.0
	_

	
	Blonanserin 10 mg
	Schizophrenia
	_
	64
	54.7
	38.4 (10.8)
	6
	3.1
	_

	
	Haloperidol
	Schizophrenia
	_
	60
	58.3
	38.1 (11.4)
	6
	3.3
	_

	
	Placebo
	Schizophrenia
	_
	64
	62.5
	38.6 (11.5)
	6
	3.1
	_

	Gopal 2010 (61)
	Paliperidone IM 50 mg eq.
	Schizophrenia
	_
	94
	70.0
	39.0 (10.6)
	13
	12.0
	_

	
	Paliperidone IM 100 mg eq.
	Schizophrenia
	_
	97
	65.0
	39.0 (10.7)
	13
	10.0
	_

	
	Paliperidone IM 150 mg eq.
	Schizophrenia
	_
	30
	73.0
	41.0 (11.1)
	13
	4.0
	_

	
	Placebo
	Schizophrenia
	_
	136
	71.0
	41.0 (11.0)
	13
	2.0
	_

	Green 2006 (62) 
	Haloperidol
	Schizophrenia, Schizoaffective, Schizofreniform
	yes
	132
	84.1
	24.0 (4.9)
	104
	42.0
	_

	
	Olanzapine
	Schizophrenia, Schizoaffective, Schizofreniform
	yes
	131
	79.4
	25.5 (4.6)
	104
	72.0
	_

	Grootens 2011 (63)
	Olanzapine
	Schizophrenia, Schizoaffective 
	yes
	34
	86.0
	23.1 (4.4)
	8
	64.5
	_

	
	Ziprasidone
	Schizophrenia, Schizoaffective 
	yes
	39
	79.0
	24.3 (4.5)
	8
	3.3
	_

	Grossberg 2020 (64)
	Brexpiprazole 0.5/1 mg fixed dose (Study 1)
	Alzheimer
	_
	157
	43.1
	73.8 (8.8)
	12
	1.9
	3.8

	
	Brexpiprazole 2 mg fixed dose(Study 1)
	Alzheimer
	_
	140
	43.6
	73.7 (8.1)
	12
	2.1
	2.9

	
	Brexpiprazole 0.5-2 mg flexible dose (Study 2)
	Alzheimer
	_
	133
	38.3
	73.5 (8.5)
	12
	1.5
	0.0

	
	Placebo (Study 1)
	Alzheimer
	_
	136
	48.5
	74.1 (8.0)
	12
	0.7
	4.5

	
	Placebo (Study 2)
	Alzheimer
	_
	137
	35.8
	74.0 (7.8)
	12
	1.5
	2.9

	Higuchi 2019a (65)
	Lurasidone 40 mg
	Schizophrenia
	_
	150
	54.7
	42.1 (13.0)
	6
	5.3
	_

	
	Lurasidone 80 mg
	Schizophrenia
	_
	154
	52.6
	43.6 (13.8)
	6
	1.3
	_

	
	Placebo
	Schizophrenia
	_
	151
	58.9
	42.6 (13.4)
	6
	1.4
	_

	Higuchi 2019b (66)
	Lurasidone 40 mg
	Schizophrenia
	_
	125
	59.1
	45.6(-)
	6
	2.4
	_

	
	Lurasidone 80 mg
	Schizophrenia
	_
	129
	59.1
	45.6(-)
	6
	1.5
	_

	
	Placebo
	Schizophrenia
	_
	129
	59.1
	45.6(-)
	6
	2.3
	_

	
	Risperidone
	Schizophrenia
	_
	64
	59.1
	45.6(-)
	6
	6.2
	_

	Hill 2011 (67)
	Olanzapine IM 300 mg
	Schizophrenia
	_
	140
	60.0
	37.7 (10.5)
	24
	12.1
	6.4

	
	Olanzapine IM 405 mg
	Schizophrenia
	_
	318
	66.7
	39.0 (11.3)
	24
	10.8
	4.1

	
	Olanzapine IM 600 mg
	Schizophrenia
	_
	141
	67.4
	39.5 (11.2)
	24
	17.1
	5.0

	Hobart 2018a (68)
	Brexpiprazole
	MDD
	_
	197
	35.0
	43.6 (11.5)
	6
	5.7
	_

	
	Placebo
	MDD
	_
	206
	17.7
	41.8 (11.7)
	6
	2.4
	_

	
	Quetiapine
	MDD
	_
	100
	34.0
	44.6 (11.6)
	6
	5.1
	_

	Hobart 2018b (69)
	Brexpiprazole
	MDD
	_
	192
	23.4
	43.0 (12.7)
	6
	4.2
	_

	
	Placebo
	MDD
	_
	202
	28.7
	42.7 (12.5)
	6
	1.0
	_

	Honer 2012 (70)
	Quetiapine 800 mg
	Schizophrenia, Schizoaffective
	_
	43
	74.4
	37.9 (10.9)
	8
	2.3
	_

	
	Quetiapine > 800 mg
	Schizophrenia, Schizoaffective
	_
	88
	65.9
	40.6 (12.5)
	8
	10.2
	_

	Hough 2010 (71)
	Paliperidone
	Schizophrenia
	_
	205
	53.2
	38.8 (11.4)
	24
	6.0
	_

	
	Placebo
	Schizophrenia
	_
	203
	54.7
	39.4 (10.8)
	15
	3.0
	_

	Ishigooka 2018 (72)
	Brexpiprazole 1 mg
	Schizophrenia
	_
	115
	44.3
	44.7 (11.5)
	6
	4.3
	_

	
	Brexpiprazole 2 mg
	Schizophrenia
	_
	115
	53.0
	43.3 (12.0)
	6
	5.3
	_

	
	Brexpiprazole 4 mg
	Schizophrenia
	_
	113
	48.7
	44.1 (11.9)
	6
	2.7
	_

	
	Placebo
	Schizophrenia
	_
	116
	44.0
	45.0 (11.9)
	6
	0.9
	_

	Iyo 2021 (73)
	Lurasidone
	Schizophrenia
	_
	247
	48.6
	41.0 (11.0)
	6
	3.3
	_

	
	Placebo
	Schizophrenia
	_
	235
	51.5
	39.3 (11.4)
	6
	0.9
	_

	Jeste 2003 (74)
	Olanzapine
	Schizophrenia
	_
	88
	31.8
	71.4 (5.6)
	8
	14.8
	_

	
	Risperidone
	Schizophrenia
	_
	87
	39.1
	70.9 (5.6)
	8
	5.1
	_

	Jindal 2013 (75)
	Aripiprazole
	Schizophrenia
	_
	30
	63.3
	-
	6
	7.7
	_

	
	Olanzapine
	Schizophrenia
	_
	30
	50.0
	-
	6
	22.2
	_

	Kamijima 2013 (76)
	Aripiprazole 3mg fixed dose
	MDD
	_
	197
	62.9
	39.2 (9.1)
	6
	8.1
	_

	
	Aripiprazole 3-15 mg flexible dose
	MDD
	_
	194
	52.1
	38.1 (9.6)
	6
	10.4
	_

	
	Placebo
	MDD
	_
	195
	59.0
	38.7 (9.2)
	6
	1.6
	_

	Kanba 2014 (77)
	Aripiprazole
	Bipolar I
	_
	122
	42.6
	37.5 (12.5)
	3
	0.8
	5.0

	
	Placebo
	Bipolar I
	_
	125
	40.0
	37.8 (12.7)
	3
	0.0
	6.6

	Kane 2002 (78)
	Aripiprazole 15 mg
	Schizophrenia, Schizoaffective 
	_
	102
	74.5
	37.8(-)
	4
	7.0
	_

	
	Aripiprazole 30 mg
	Schizophrenia, Schizoaffective 
	_
	102
	68.6
	39.3(-)
	4
	4.0
	_

	
	Haloperidol
	Schizophrenia, Schizoaffective 
	_
	104
	65.4
	38.9(-)
	4
	10.0
	_

	
	Placebo
	Schizophrenia, Schizoaffective 
	_
	106
	69.8
	38.5(-)
	4
	1.0
	_

	Kane 2006 (79)
	Chlorpromazine
	Schizophrenia
	_
	154
	79.0
	34.4 (8.2)
	6
	13.8
	1.8

	
	Ziprasidone
	Schizophrenia
	_
	152
	67.0
	35.6 (9.5)
	6
	5.1
	10.2

	Kane 2007 (80) 
	Olanzapine
	Schizophrenia
	_
	128
	47.0
	36.3 (11.2)
	6
	13.0
	1.0

	
	Paliperidone ER 6 mg
	Schizophrenia
	_
	123
	50.0
	37.0 (10.2)
	6
	5.0
	2.0

	
	Paliperidone ER 9 mg
	Schizophrenia
	_
	122
	59.0
	38.5 (11.4)
	6
	7.0
	3.0

	
	Paliperidone ER 12 mg
	Schizophrenia
	_
	129
	53.0
	36.0 (10.6)
	6
	3.0
	2.0

	
	Placebo
	Schizophrenia
	_
	126
	52.0
	37.9 (10.9)
	6
	2.0
	5.0

	Kane 2009a (81)
	Aripiprazole
	Schizophrenia
	_
	861
	59.3
	37.3 (11.0)
	52
	25.4
	_

	
	Haloperidol
	Schizophrenia
	_
	433
	57.0
	36.8 (10.8)
	52
	16.6
	_

	Kane 2009b (82)
	Aripiprazole
	Schizophrenia
	_
	285
	66.7
	37.3 (10.4)
	28
	16.4
	_

	
	Olanzapine
	Schizophrenia
	_
	281
	69.0
	38.3 (10.5)
	28
	40.3
	_

	Kane 2010 (83)
	Asenapine 5 mg
	Schizophrenia
	_
	114
	-
	-
	6
	5.0
	1.0

	
	Asenapine 10 mg
	Schizophrenia
	_
	106
	-
	-
	6
	4.0
	2.0

	
	Haloperidol
	Schizophrenia
	_
	115
	-
	-
	6
	4.0
	0.0

	
	Placebo
	Schizophrenia
	_
	123
	-
	-
	6
	2.0
	2.0

	Kane 2011a (84)
	Asenapine
	Schizophrenia
	_
	194
	54.1
	39.2 (12.5)
	26
	3.7
	3.2

	
	Placebo
	Schizophrenia
	_
	192
	60.4
	38.7 (11.6)
	26
	0.5
	9.6

	Kane 2011b (85)
	Risperidone
	Schizophrenia
	_
	105
	78.0
	38.7 (7.3)
	12
	16.0
	_

	
	Sertindole
	Schizophrenia
	_
	205
	78.0
	38.9 (9.0)
	12
	25.0
	_

	Kane 2012 (86)
	Aripiprazole
	Schizophrenia
	_
	269
	60.2
	40.1 (11.0)
	52
	6.4
	_

	
	Placebo
	Schizophrenia
	_
	134
	59.0
	41.7 (10.5)
	52
	5.2
	_

	Kane 2014 (87)
	Aripiprazole
	Schizophrenia
	_
	168
	77.4
	42.1 (11.0)
	12
	21.5
	_

	
	Placebo
	Schizophrenia
	_
	172
	80.8
	42.7 (10.9)
	12
	8.5
	_

	Kane 2015a (88)
	Cariprazine 3-6 mg
	Schizophrenia
	_
	151
	78.1
	36.6 (10.5)
	6
	8.0
	_

	
	Cariprazine 6-9 mg
	Schizophrenia
	_
	148
	76.4
	35.5 (9.3)
	6
	11.0
	_

	
	Placebo
	Schizophrenia
	_
	147
	74.8
	36.7 (11.3)
	6
	4.0
	_

	Kane 2015b (89)
	Brexpiprazole 1 mg
	Schizophrenia
	_
	120
	64.2
	39.1 (11.9)
	6
	10.0
	_

	
	Brexpiprazole 2 mg
	Schizophrenia
	_
	186
	65.6
	36.9 (10.9)
	6
	12.2
	_

	
	Brexpiprazole 4 mg
	Schizophrenia
	_
	184
	61.4
	38.6 (11.0)
	6
	11.4
	_

	
	Placebo
	Schizophrenia
	_
	184
	60.3
	39.3 (10.8)
	6
	3.9
	_

	Karagianis 2009 (90)
	Olanzapine oral
	Schizophrenia, Schizoaffective, other psychotic disorder, Bipolar
	_
	65
	50.8
	39.0 (12.0)
	16
	11.1
	_

	
	Olanzapine ODT
	Schizophrenia, Schizoaffective, other psychotic disorder, Bipolar
	_
	84
	57.1
	39.0 (13.0)
	16
	14.6
	_

	Katagiri 2012 (91)
	Haloperidol
	Bipolar I
	_
	20
	55.0
	49.3 (11.9)
	6
	5.3
	_

	
	Olanzapine
	Bipolar I
	_
	104
	47.1
	43.1 (12.0)
	6
	13.3
	_

	
	Olanzapine
	Bipolar I
	_
	104
	47.1
	43.1 (12.0)
	3
	6.7
	_

	
	Placebo
	Bipolar I
	_
	97
	41.2
	42.5 (10.9)
	3
	1.0
	_

	Katila 2013 (92) 
	Placebo
	MDD
	_
	172
	51.0
	71.2 (4.9)
	9
	0.6
	_

	
	Quetiapine
	MDD
	_
	166
	49.0
	71.3 (4.6)
	9
	0.0
	_

	Kato 2020 (93)
	Lurasidone 20-60 mg
	Bipolar I
	_
	184
	47.8
	42.6 (12.9)
	6
	1.1
	1.1

	
	Lurasidone 80-120 mg
	Bipolar I
	_
	169
	47.9
	43.2 (12.8)
	6
	1.2
	0.6

	
	Placebo
	Bipolar I
	_
	172
	45.0
	41.3 (12.6)
	6
	0.0
	0.0

	Keck 2003 (94) 
	Aripiprazole
	Bipolar I
	_
	130
	45.4
	40.5 (12.7)
	3
	1.6
	_

	
	Placebo
	Bipolar I
	_
	132
	41.7
	40.5 (11.8)
	3
	0.0
	_

	Keck 2006 (95)
	Aripiprazole
	Bipolar I
	_
	78
	38.0
	39.0 (7.9)
	26
	13.0
	_

	
	Placebo
	Bipolar I
	_
	83
	28.0
	40.3 (10.9)
	26
	0.0
	_

	Keck 2007 (96)
	Aripiprazole
	Bipolar I
	_
	78
	38.0
	39.0 (7.9)
	100
	20.0
	_

	
	Placebo
	Bipolar I
	_
	83
	28.0
	40.3 (10.9)
	100
	5.0
	_

	Keks 2007 (97) 
	Olanzapine
	Schizophrenia, Schizoaffective 
	_
	300
	58.0
	35.2 (11.7)
	41
	36.0
	6.0

	
	Risperidone
	Schizophrenia, Schizoaffective 
	_
	247
	56.0
	35.1 (12.1)
	39
	20.0
	6.0

	Kerwin 2007 (98) 
	Aripiprazole
	Schizophrenia
	_
	282
	59.5
	38.1 (10.8)
	26
	7.3
	15.8

	
	SGA
	Schizophrenia
	_
	266
	60.1
	38.3 (11.1)
	26
	21.2
	9.1

	Ketter 2017 (99)
	Asenapine 10 mg
	Bipolar I
	_
	51
	43.1
	44.6 (10.7)
	26
	16.3
	_

	
	Asenapine 5 mg
	Bipolar I
	_
	53
	47.2
	44.8 (9.6)
	26
	13.7
	_

	Kim 2007 (100)
	Amisulpride
	Schizophrenia
	_
	42
	52.4
	33.1 (8.7)
	12
	9.5
	9.5

	
	Risperidone
	Schizophrenia
	_
	45
	57.8
	37.9 (8.4)
	12
	2.2
	4.4

	Kim 2012 (101)
	Paliperidone ER
	Schizophrenia
	_
	32
	65.6
	35.4 (8.3)
	12
	12.5
	_

	
	Risperidone
	Schizophrenia
	_
	26
	65.4
	32.5 (8.2)
	12
	0.0
	_

	Kinon 2006 (102)
	Ziprasidone
	Schizophrenia, Schizoaffective
	_
	192
	-
	-
	24
	2.7
	_

	
	Olanzapine
	Schizophrenia, Schizoaffective
	_
	202
	-
	-
	24
	15.5
	_

	Kinon 2008 (103)
	Olanzapine 10 mg
	Schizophrenia, Schizoaffective
	_
	199
	67.3
	41.2 (10.7)
	8
	14.1
	_

	
	Olanzapine 20 mg
	Schizophrenia, Schizoaffective
	_
	200
	67.5
	40.9 (10.8)
	8
	18.6
	_

	
	Olanzapine 40 mg
	Schizophrenia, Schizoaffective
	_
	200
	69.5
	41.6 (10.6)
	8
	20.5
	_

	Kinon 2011 (104)
	Olanzapine
	Schizophrenia
	_
	62
	54.8
	41.7 (12.3)
	4
	10.0
	_

	
	Placebo
	Schizophrenia
	_
	122
	57.4
	38.9 (11.3)
	4
	0.8
	_

	Kinoshita 2016 (105)
	Asenapine 10 mg
	Schizophrenia
	_
	175
	42.9
	41.4 (11.0)
	6
	4.7
	_

	
	Asenapine 20 mg
	Schizophrenia
	_
	181
	54.7
	41.7 (11.1)
	6
	7.3
	_

	
	Placebo
	Schizophrenia
	_
	174
	46.6
	41.1 (12.3)
	6
	0.0
	_

	Kishi 2016(106)
	Aripiprazole
	Schizophrenia
	yes
	22
	31.8
	42.4 (12.6)
	24
	9.1
	_

	
	Blonanserin
	Schizophrenia
	yes
	22
	50.0
	36.5 (9.7)
	24
	18.2
	_

	Krakowski 2009 (107)
	Clozapine
	Schizophrenia
	_
	34
	85.3
	35.2 (11.8)
	12
	20.6
	_

	
	Haloperidol
	Schizophrenia
	_
	28
	85.7
	31.3 (9.7)
	12
	0.0
	_

	
	Olanzapine
	Schizophrenia
	_
	31
	77.4
	35.4 (9.9)
	12
	30.0
	_

	Kramer 2007 (108)
	Paliperidone XR
	Schizophrenia
	_
	104
	56.0
	39.0 (10.7)
	24
	20.0
	_

	
	Placebo
	Schizophrenia
	_
	101
	62.0
	37.5 (10.4)
	24
	12.0
	_

	Kramer 2010 (109)
	Paliperidone IM 50 mg eq.
	Schizophrenia
	_
	79
	65.0
	40.0 (9.8)
	9
	8.0
	3.0

	
	Paliperidone IM 100 mg eq.
	Schizophrenia
	_
	84
	62.0
	37.0 (10.4)
	9
	6.0
	1.0

	
	Placebo
	Schizophrenia
	_
	84
	59.0
	40.0 (10.5)
	9
	4.0
	4.0

	Landbloom 2016 (110)
	Asenapine 10 mg
	Bipolar I
	_
	122
	46.7
	44.3 (10.8)
	3
	6.4
	_

	
	Asenapine 20 mg
	Bipolar I
	_
	119
	46.2
	42.5 (11.1)
	3
	1.0
	_

	
	Placebo
	Bipolar I
	_
	126
	42.9
	44.6 (11.5)
	3
	0.0
	_

	Landbloom 2017 (111)
	Asenapine 5 mg
	Schizophrenia
	_
	97
	59.8
	41.5 (10.8)
	6
	4.3
	_

	
	Asenapine 10 mg
	Schizophrenia
	_
	113
	61.1
	39.1 (10.7)
	6
	8.5
	_

	
	Olanzapine
	Schizophrenia
	_
	46
	60.9
	40.8 (11.2)
	6
	13.0
	_

	
	Placebo
	Schizophrenia
	_
	101
	53.5
	41.4 (12.1)
	6
	4.1
	_

	Langosch 2008 (112)
	Quetiapine
	Bipolar I II
	_
	21
	29.0
	45.4 (11.0)
	52
	42.9
	7.1

	Lauriello 2008 (113)
	Olanzapine IM 420 mg
	Schizophrenia
	_
	106
	74.5
	39.8 (10.8)
	8
	23.6
	_

	
	Olanzapine IM 600 mg
	Schizophrenia
	_
	100
	72.0
	41.5 (11.1)
	8
	35.4
	_

	
	Olanzapine IM 405 mg
	Schizophrenia
	_
	100
	73.0
	39.5 (11.4)
	8
	27.0
	_

	
	Placebo
	Schizophrenia
	_
	98
	62.2
	42.6 (11.2)
	8
	12.4
	_

	Li 2014 (114)
	Aripiprazole
	Schizophrenia
	_
	139
	48.9
	33.6 (10.8)
	6
	3.0
	_

	
	Risperidone
	Schizophrenia
	_
	140
	55.0
	31.3 (10.6)
	6
	12.0
	_

	Li 2015 (115)
	Blonanserin
	Schizophrenia
	_
	128
	45.3
	33.6 (11.0)
	4
	13.8
	_

	
	Risperidone
	Schizophrenia
	_
	133
	56.4
	35.0 (10.8)
	4
	21.7
	_

	Li 2016 (116)
	Placebo
	Bipolar I II
	_
	147
	47.9
	32.8 (11.0)
	6
	2.7
	_

	
	Quetiapine XR
	Bipolar I II
	_
	147
	48.2
	33.4 (11.9)
	7
	8.8
	_

	Lieberman 2003 (117)
	Haloperidol
	Schizophrenia, Schizoaffective, Schizofreniform
	yes
	132
	84.1
	24.0 (4.9)
	12
	22.7
	_

	
	Olanzapine
	Schizophrenia, Schizoaffective, Schizofreniform
	yes
	131
	79.4
	23.5 (4.6)
	12
	61.5
	_

	Lieberman 2005 (118)
	Olanzapine
	Schizophrenia
	_
	336
	72.6
	40.8 (10.8)
	78
	30.0
	_

	
	Perphenazine
	Schizophrenia
	_
	261
	76.2
	40.0 (11.1)
	78
	11.9
	_

	
	Quetiapine
	Schizophrenia
	_
	337
	75.7
	40.9 (11.2)
	78
	16.1
	_

	
	Risperidone
	Schizophrenia
	_
	341
	74.2
	40.6 (11.3)
	78
	14.0
	_

	
	Ziprasidone
	Schizophrenia
	_
	185
	69.7
	40.1 (11.0)
	78
	7.5
	_

	Loebel 2013 (119)
	Lurasidone 80 mg
	Schizophrenia
	_
	125
	76.8
	36.2 (10.9)
	6
	4.3
	_

	
	Lurasidone 160 mg
	Schizophrenia
	_
	121
	67.8
	37.9 (11.3)
	6
	4.4
	_

	
	Placebo
	Schizophrenia
	_
	121
	63.6
	37.4 (10.8)
	6
	2.6
	_

	
	Quetiapine
	Schizophrenia
	_
	119
	64.7
	37.4 (10.4)
	6
	15.3
	_

	Loebel 2014 (120)
	Lurasidone 20-60 mg
	Bipolar I
	_
	161
	43.5
	41.3 (12.3)
	6
	4.2
	_

	
	Lurasidone 80-120 mg
	Bipolar I
	_
	162
	39.5
	42.0 (12.4)
	6
	0.7
	_

	
	Placebo
	Bipolar I
	_
	162
	46.3
	41.2 (12.5)
	6
	0.7
	_

	MacFadden 2009 (121)
	Placebo
	Bipolar I
	_
	59
	72.9
	37.6 (12.0)
	52
	31.0
	_

	
	Risperidone
	Bipolar I
	_
	65
	70.8
	40.0 (11.8)
	52
	28.1
	_

	Marder 2007 (122)
	Olanzapine
	Schizophrenia
	_
	105
	80.0
	40.5 (11.0)
	6
	21.0
	_

	
	Paliperidone ER 12 mg
	Schizophrenia
	_
	111
	69.0
	41.4 (10.7)
	6
	18.0
	_

	
	Paliperidone ER 6 mg
	Schizophrenia
	_
	111
	68.0
	42.1 (10.2)
	6
	7.0
	_

	
	Placebo
	Schizophrenia
	_
	105
	78.0
	42.3 (10.7)
	6
	6.0
	_

	Martin 2002 (123)
	Amisulpride
	Schizophrenia
	_
	189
	65.6
	38.2 (12.5)
	7
	14.3
	_

	
	Olanzapine
	Schizophrenia
	_
	188
	64.4
	37.4 (11.6)
	7
	25.5
	_

	McDonnell 2011 (124)
	Olanzapine oral
	Schizophrenia
	_
	322
	65.1
	38.9 (11.3)
	24
	21.4
	_

	
	Olanzapine IM
	Schizophrenia
	_
	599
	65.1
	38.9 (11.3)
	24
	16.8
	_

	McElroy 2010 (125)
	Placebo
	Bipolar I II
	_
	124
	33.1
	38.7(-)
	8
	4.1
	_

	
	Quetiapine 300 mg
	Bipolar I II
	_
	243
	38.4
	38.4(-)
	8
	9.0
	_

	
	Quetiapine 600 mg
	Bipolar I II
	_
	244
	39.2
	38.5(-)
	8
	11.3
	_

	McEvoy 2006 (126)
	Clozapine
	Schizophrenia
	_
	49
	82.0
	39.4 (9.9)
	24
	20.0
	_

	
	Olanzapine
	Schizophrenia
	_
	19
	95.0
	44.3 (10.5)
	24
	13.0
	_

	
	Quetiapine
	Schizophrenia
	_
	15
	80.0
	37.1 (11.8)
	24
	15.0
	_

	
	Risperidone
	Schizophrenia
	_
	16
	63.0
	37.7 (9.3)
	24
	18.0
	_

	McEvoy 2007 (127)
	Aripiprazole 10 mg
	Schizophrenia
	_
	105
	77.4
	40.0 (11.3)
	6
	9.0
	_

	
	Aripiprazole 15 mg
	Schizophrenia
	_
	105
	74.5
	40.0 (11.3)
	6
	10.0
	_

	
	Aripiprazole 20 mg
	Schizophrenia
	_
	98
	82.0
	40.4 (11.0)
	6
	5.0
	_

	
	Placebo
	Schizophrenia
	_
	107
	76.9
	41.2 (11.4)
	6
	4.0
	_

	McIntyre 2005 (128)
	Haloperidol
	Bipolar I
	_
	98
	36.7
	45.1(-)
	12
	5.1
	_

	
	Placebo
	Bipolar I
	_
	100
	37.0
	40.6(-)
	12
	4.0
	_

	
	Quetiapine
	Bipolar I
	_
	101
	36.6
	42.8(-)
	12
	12.8
	_

	McIntyre 2009 (129)
	Asenapine
	Bipolar I
	_
	194
	58.8
	38.7 (11.9)
	3
	6.0
	1.8

	
	Olanzapine
	Bipolar I
	_
	190
	60.0
	40.1 (11.3)
	3
	12.9
	1.2

	
	Placebo
	Bipolar I
	_
	104
	50.0
	39.4 (12.0)
	3
	0.0
	2.3

	McIntyre 2010a (130)
	Asenapine
	Bipolar I
	_
	185
	49.7
	39.1 (12.3)
	3
	7.2
	1.8

	
	Olanzapine
	Bipolar I
	_
	205
	57.1
	38.4 (10.8)
	3
	19.0
	0.0

	
	Placebo
	Bipolar I
	_
	98
	49.0
	38.1 (12.5)
	3
	1.2
	1.2

	McIntyre 2010b (131)
	Asenapine
	Bipolar I
	_
	79
	45.6
	37.8 (13.3)
	40
	39.2
	_

	
	Olanzapine
	Bipolar I
	_
	107
	63.9
	38.7 (12.4)
	40
	55.1
	_

	McQuade 2004 (132)
	Aripiprazole
	Schizophrenia
	_
	156
	73.1
	38.6 (10.6)
	26
	13.0
	_

	
	Olanzapine
	Schizophrenia
	_
	161
	71.4
	38.2 (11.0)
	26
	33.0
	_

	Meltzer 2010 (133)
	Clozapine
	Schizophrenia
	_
	40
	67.5
	25.8 (5.8)
	6
	28.0
	_

	
	Clozapine
	Schizophrenia
	_
	40
	67.5
	25.8 (5.8)
	24
	79.4
	_

	
	Clozapine
	Schizophrenia
	_
	40
	67.5
	25.8 (5.8)
	48
	72.7
	_

	
	Clozapine
	Schizophrenia
	_
	40
	67.5
	25.8 (5.8)
	96
	80.7
	_

	
	FGA
	Schizophrenia
	_
	45
	80.0
	24.4 (5.0)
	6
	6.7
	_

	
	FGA
	Schizophrenia
	_
	45
	80.0
	24.4 (5.0)
	24
	23.3
	_

	
	FGA
	Schizophrenia
	_
	45
	80.0
	24.4 (5.0)
	48
	41.9
	_

	
	FGA
	Schizophrenia
	_
	45
	80.0
	24.4 (5.0)
	96
	50.0
	_

	Meltzer 2011 (134)
	Lurasidone 40 mg
	Schizophrenia
	_
	119
	78.2
	37.7 (11.0)
	6
	7.6
	_

	
	Lurasidone 120 mg
	Schizophrenia
	_
	118
	78.8
	37.9 (11.2)
	6
	4.2
	_

	
	Olanzapine
	Schizophrenia
	_
	122
	77.9
	38.3 (10.2)
	6
	34.4
	_

	
	Placebo
	Schizophrenia
	_
	114
	77.2
	37.0 (11.3)
	6
	7.0
	_

	Meltzer 2014 (135)
	Risperidone IM 100 mg
	Schizophrenia
	_
	78
	71.8
	41.0 (11.4)
	6
	4.6
	_

	
	Risperidone IM 50 mg
	Schizophrenia
	_
	82
	73.2
	39.2 (10.6)
	6
	2.8
	_

	
	Risperidone IM 100 mg
	Schizophrenia
	_
	78
	71.8
	41.0 (11.4)
	12
	8.3
	_

	
	Risperidone IM 50 mg
	Schizophrenia
	_
	82
	73.2
	39.2 (10.6)
	12
	12.5
	_

	
	Risperidone IM 100 mg
	Schizophrenia
	_
	78
	71.8
	41.0 (11.4)
	18
	14.3
	_

	
	Risperidone IM 50 mg
	Schizophrenia
	_
	82
	73.2
	39.2 (10.6)
	18
	19.7
	_

	
	Risperidone IM 100 mg
	Schizophrenia
	_
	78
	71.8
	41.0 (11.4)
	24
	20.5
	_

	
	Risperidone IM 50 mg
	Schizophrenia
	_
	82
	73.2
	39.2 (10.6)
	24
	24.6
	_

	Merideth 2012 (136)
	Placebo
	GAD
	_
	214
	36.0
	36.6 (12.3)
	8
	0.9
	_

	
	Quetiapine 150 mg
	GAD
	_
	217
	33.0
	38.2 (11.5)
	8
	3.8
	_

	
	Quetiapine 300 mg
	GAD
	_
	206
	29.0
	39.0 (12.6)
	8
	3.9
	_

	Mintzer 2007 (137)
	Aripiprazole 2 mg
	Alzheimer
	_
	118
	19.0
	83.0(-)
	10
	7.0
	10.0

	
	Aripiprazole 5 mg
	Alzheimer
	_
	122
	24.0
	82.4(-)
	10
	4.0
	13.0

	
	Aripiprazole 10 mg
	Alzheimer
	_
	126
	24.0
	82.3(-)
	10
	4.0
	11.0

	
	Placebo
	Alzheimer
	_
	121
	18.0
	82.2(-)
	10
	6.0
	15.0

	Mitchell 2006 (138)
	Olanzapine 20 mg
	Schizophrenia, Schizoaffective, Bipolar I
	_
	12
	75.0
	40.6 (8.6)
	4
	25.0
	_

	
	Olanzapine 30 mg
	Schizophrenia, Schizoaffective, Bipolar I
	_
	11
	54.5
	37.9 (8.6)
	4
	18.2
	_

	
	Olanzapine 40 mg
	Schizophrenia, Schizoaffective, Bipolar I
	_
	14
	78.6
	39.4 (9.2)
	4
	0.0
	_

	Moeller 2008 (139)
	Quetiapine XR
	Schizophrenia
	_
	331
	50.9
	39.8 (11.4)
	6
	1.5
	_

	
	Quetiapine IR
	Schizophrenia
	_
	166
	57.8
	39.9 (10.2)
	6
	2.4
	_

	Mortimer 2004 (140)
	Amisulpride
	Schizophrenia
	_
	189
	65.6
	38.2 (12.5)
	24
	20.6
	_

	
	Olanzapine
	Schizophrenia
	_
	188
	64.4
	37.4 (11.6)
	24
	35.1
	_

	Naber 2005 (141)
	Clozapine
	Schizophrenia
	_
	57
	61.0
	35.2 (10.8)
	14
	52.0
	_

	
	Olanzapine
	Schizophrenia
	_
	57
	60.0
	32.9 (10.4)
	16
	34.0
	_

	Naber 2015(142)
	Aripiprazole
	Schizophrenia
	_
	144
	59.7
	42.6 (10.9)
	28
	11.1
	9.7

	
	Paliperidone
	Schizophrenia
	_
	137
	59.9
	41.2 (10.7)
	28
	14.6
	5.8

	Nakamura 2009 (143)
	Lurasidone
	Schizophrenia
	_
	90
	75.6
	39.7 (9.9)
	6
	6.7
	_

	
	Placebo
	Schizophrenia
	_
	90
	77.8
	41.9 (9.8)
	6
	7.8
	_

	Nasrallah 2013 (144)
	Lurasidone 40 mg
	Schizophrenia
	_
	122
	67.2
	40.3 (11.3)
	6
	9.0
	2.5

	
	Lurasidone 80 mg
	Schizophrenia
	_
	119
	63.9
	38.6 (9.6)
	6
	9.3
	1.7

	
	Lurasidone 120 mg
	Schizophrenia
	_
	124
	74.2
	37.6 (11.1)
	6
	6.5
	2.4

	
	Placebo
	Schizophrenia
	_
	124
	72.6
	38.2 (9.9)
	6
	3.2
	0.8

	Nasrallah 2016 (145)
	Aripiprazole IM 441 mg
	Schizophrenia
	_
	207
	68.1
	39.9 (10.1)
	12
	9.7
	2.9

	
	Aripiprazole IM 882 mg
	Schizophrenia
	_
	208
	68.8
	39.7 (11.1)
	12
	8.7
	3.4

	
	Placebo
	Schizophrenia
	_
	208
	66.8
	39.5 (11.9)
	12
	5.8
	5.8

	Nasser 2016 (146)
	Placebo
	Schizophrenia
	_
	112
	72.3
	-
	8
	18.0
	_

	
	Risperidone IM 90 mg
	Schizophrenia
	_
	111
	83.8
	-
	8
	32.7
	_

	
	Risperidone IM 120 mg
	Schizophrenia
	_
	114
	73.7
	-
	8
	42.1
	_

	Newcomer 2008 (147)
	Aripiprazole
	Schizophrenia, Schizoaffective
	_
	88
	56.8
	39.7 (10.1)
	16
	2.5
	11.1

	
	Olanzapine
	Schizophrenia, Schizoaffective
	_
	85
	71.8
	38.7 (10.1)
	16
	9.1
	2.6

	Niufan 2008 (148)
	Olanzapine
	Bipolar I
	_
	69
	43.5
	31.2 (12.6)
	4
	16.2
	_

	Olié 2006 (149)
	Amisulpride
	Schizophrenia
	_
	63
	60.3
	38.2 (-)
	12
	17.9
	5.4

	
	Ziprasidone
	Schizophrenia
	_
	60
	68.3
	39.4 (-)
	12
	8.8
	7.0

	Ou 2013 (150)
	Olanzapine
	Schizophrenia
	yes
	130
	56.9
	27.7 (8.0)
	6
	43.8
	_

	
	Ziprasidone
	Schizophrenia
	yes
	130
	53.1
	26.9 (7.8)
	6
	0.0
	_

	Pandina 2010 (151)
	Paliperidone IM 25 mg eq.
	Schizophrenia
	_
	160
	67.0
	39.0(-)
	9
	6.0
	_

	
	Paliperidone IM 100 mg eq.
	Schizophrenia
	_
	165
	67.0
	39.0(-)
	9
	8.0
	_

	
	Paliperidone IM 150 mg eq.
	Schizophrenia
	_
	163
	67.0
	39.0(-)
	9
	13.0
	_

	
	Placebo
	Schizophrenia
	_
	164
	67.0
	39.0(-)
	8
	5.0
	_

	Peluso 2013 (152)
	FGA
	Schizophrenia, Scizoaffective, Schizofreniform, Delusional Disorder
	_
	118
	-
	-
	12
	22.2
	_

	
	FGA
	Schizophrenia, Scizoaffective, Schizofreniform, Delusional Disorder
	_
	118
	-
	-
	24
	36.4
	_

	
	FGA
	Schizophrenia, Scizoaffective, Schizofreniform, Delusional Disorder
	_
	118
	-
	-
	52
	50.5
	_

	
	SGA
	Schizophrenia, Scizoaffective, Schizofreniform, Delusional Disorder
	_
	109
	-
	-
	12
	20.5
	_

	
	SGA
	Schizophrenia, Scizoaffective, Schizofreniform, Delusional Disorder
	_
	109
	-
	-
	24
	48.8
	_

	
	SGA
	Schizophrenia, Scizoaffective, Schizofreniform, Delusional Disorder
	_
	109
	-
	-
	52
	34.2
	_

	Perez-Iglesias 2014 (153)
	Aripiprazole
	Schizophrenia, Schizophrenia Spectrum Disorder
	yes
	78
	48.7
	32.6 (11.1)
	12
	45.6
	_

	
	Quetiapine
	Schizophrenia, Schizophrenia Spectrum Disorder
	yes
	62
	66.1
	31.0 (9.2)
	12
	34.0
	_

	
	Ziprasidone
	Schizophrenia, Schizophrenia Spectrum Disorder
	yes
	62
	46.8
	32.1 (10.5)
	12
	23.5
	_

	Peuskens 1997 (154)
	Chlorpromazine
	Schizophrenia
	_
	100
	66.0
	34.0 (11.0)
	6
	18.0
	_

	
	Quetiapine
	Schizophrenia
	_
	101
	62.0
	32.0 (10.0)
	6
	27.0
	_

	Pigott 2003 (155)
	Aripiprazole
	Schizophrenia
	_
	151
	54.2
	42.2 (11.1)
	26
	6.0
	_

	
	Placebo
	Schizophrenia
	_
	151
	58.1
	41.7 (10.9)
	26
	4.0
	_

	Potkin 2003 (156)
	Aripiprazole 20 mg
	Schizophrenia, Schizoaffective
	_
	101
	72.3
	38.1(-)
	4
	13.0
	_

	
	Aripiprazole 30 mg
	Schizophrenia, Schizoaffective
	_
	101
	65.3
	40.2(-)
	4
	9.0
	_

	
	Placebo
	Schizophrenia, Schizoaffective
	_
	103
	70.9
	38.8(-)
	4
	2.0
	_

	
	Risperidone
	Schizophrenia, Schizoaffective
	_
	99
	71.7
	38.6(-)
	4
	11.0
	_

	Potkin 2007 (157) 
	Asenapine
	Schizophrenia
	_
	59
	78.0
	38.0(-)
	6
	4.3
	_

	
	Placebo
	Schizophrenia
	_
	62
	79.0
	42.0(-)
	6
	1.9
	_

	
	Risperidone
	Schizophrenia
	_
	59
	61.0
	43.0(-)
	6
	17.0
	_

	Potkin 2015 (158)
	Haloperidol
	Schizophrenia
	_
	72
	80.6
	40.0 (10.5)
	6
	4.3
	_

	
	Lurasidone 40 mg
	Schizophrenia
	_
	67
	68.7
	42.0 (10.9)
	6
	3.0
	_

	
	Lurasidone 80 mg
	Schizophrenia
	_
	71
	73.2
	42.2 (8.3)
	6
	5.7
	_

	
	Lurasidone 20 mg
	Schizophrenia
	_
	71
	71.8
	40.7 (10.5)
	6
	1.5
	_

	
	Placebo
	Schizophrenia
	_
	72
	76.4
	41.0 (9.7)
	6
	2.9
	_

	Quiroz 2010 (159)
	Placebo
	Bipolar I
	_
	149
	54.4
	39.0 (12.4)
	104
	3.0
	_

	
	Risperidone
	Bipolar I
	_
	154
	48.7
	39.0 (11.8)
	104
	12.0
	_

	Ryckmans 2009 (160)
	Aripiprazole
	Schizophrenia
	_
	200
	52.0
	41.7 (11.5)
	12
	4.0
	11.0

	
	Aripiprazole
	Schizophrenia
	_
	200
	60.0
	40.5 (11.3)
	12
	3.0
	10.0

	Sacchetti 2008 (161)
	Olanzapine
	Schizophrenia
	_
	25
	72.0
	35.0 (11.0)
	8
	29.0
	_

	
	Quetiapine
	Schizophrenia
	_
	25
	56.0
	39.0 (9.0)
	8
	8.0
	_

	
	Risperidone
	Schizophrenia
	_
	25
	40.0
	43.0 (13.0)
	8
	8.0
	_

	Sachs 2006 (162)
	Aripiprazole
	Bipolar I
	_
	137
	50.3
	37.3 (10.5)
	3
	0.8
	_

	
	Placebo
	Bipolar I
	_
	135
	46.7
	40.4 (10.5)
	3
	4.2
	_

	Sachs 2015 (163)
	Cariprazine
	Bipolar I
	_
	158
	66.5
	35.8 (11.4)
	3
	2.0
	_

	
	Placebo
	Bipolar I
	_
	154
	61.7
	36.7 (11.8)
	3
	2.0
	_

	Savitz 2016 (164) 
	Paliperidone IM (414 mg eq./3 months)
	Schizophrenia
	_
	483
	51.1
	39.2 (11.9)
	48
	15.2
	7.5

	
	Paliperidone IM (119 mg eq./ 1 month)
	Schizophrenia
	_
	512
	54.9
	38.3 (12.2)
	48
	16.4
	4.3

	Schmidt 2012 (165)
	JNJ-37822681 20 mg
	Schizophrenia
	_
	99
	52.5
	40.2 (11.7)
	12
	7.1
	_

	
	JNJ-37822681 40 mg
	Schizophrenia
	_
	103
	63.1
	40.9 (10.8)
	12
	7.9
	_

	
	JNJ-37822681 60 mg
	Schizophrenia
	_
	98
	57.1
	39.4 (10.6)
	12
	10.1
	_

	
	Olanzapine
	Schizophrenia
	_
	93
	52.7
	38.6 (10.8)
	12
	25.8
	_

	Schneider 2006 (166)
	Olanzapine
	Alzheimer
	_
	100
	45.0
	78.8 (7.3)
	36
	11.1
	_

	
	Placebo
	Alzheimer
	_
	142
	43.0
	77.3 (7.1)
	36
	3.1
	_

	
	Quetiapine
	Alzheimer
	_
	94
	47.0
	77.3 (8.7)
	36
	6.0
	_

	
	Risperidone
	Alzheimer
	_
	85
	42.0
	78.4 (7.1)
	36
	10.7
	_

	Schoemaker 2010 (167)
	Asenapine
	Schizophrenia, Schizoaffective 
	_
	908
	52.0
	36.8 (11.8)
	52
	15.0
	5.0

	
	Olanzapine
	Schizophrenia, Schizoaffective 
	_
	311
	59.0
	36.2 (12.4)
	52
	36.0
	4.0

	Schreiner 2012 (168)
	Olanzapine
	Schizophrenia
	_
	220
	60.5
	37.5 (11.4)
	26
	28.5
	_

	
	Paliperidone
	Schizophrenia
	_
	239
	55.6
	38.8 (11.1)
	26
	18.3
	_

	Schreiner 2015 (169)
	Aripiprazole
	Schizophrenia
	_
	81
	55.4
	32.6 (10.1)
	104
	23.5
	_

	
	Haloperidol
	Schizophrenia
	_
	34
	55.4
	32.6 (10.1)
	104
	11.8
	_

	
	Olanzapine
	Schizophrenia
	_
	48
	55.4
	32.6 (10.1)
	104
	37.5
	_

	
	Paliperidone IM
	Schizophrenia
	_
	352
	60.5
	32.6 (10.1)
	104
	20.6
	_

	
	Paliperidone oral
	Schizophrenia
	_
	76
	55.4
	32.6 (10.1)
	104
	19.7
	_

	
	Quetiapine
	Schizophrenia
	_
	65
	55.4
	32.6 (10.1)
	104
	15.4
	_

	
	Risperidone
	Schizophrenia
	_
	56
	55.4
	32.6 (10.1)
	104
	26.8
	_

	Schulz 2008 (170)
	Olanzapine
	Borderline
	_
	155
	27.1
	31.8 (9.5)
	12
	34.2
	_

	
	Placebo
	Borderline
	_
	159
	30.8
	31.8 (9.6)
	12
	2.6
	_

	Sheehan 2009(171)
	Placebo
	Bipolar I II NOS
	_
	57
	38.6
	38.4 (12.8)
	8
	0.0
	_

	
	Risperidone
	Bipolar I II NOS
	_
	54
	33.3
	35.1 (12.4)
	8
	10.0
	_

	Sheehan 2013 (172)
	Placebo
	Bipolar I II NOS
	_
	51
	41.0
	37.6 (11.6)
	8
	4.0
	_

	
	Quetiapine XR
	Bipolar I II NOS
	_
	49
	41.0
	41.4 (12.1)
	8
	12.0
	_

	Shen 2014 (173)
	Olanzapine
	Schizophrenia
	_
	71
	64.8
	40.1 (10.5)
	6
	29.4
	_

	
	Placebo
	Schizophrenia
	_
	71
	73.3
	39.6 (10.4)
	6
	10.8
	_

	
	Vabicaserin 200 mg
	Schizophrenia
	_
	77
	75.3
	39.3 (10.2)
	6
	6.0
	_

	
	Vabicaserin 400 mg
	Schizophrenia
	_
	70
	75.7
	41.8 (10.2)
	6
	4.6
	_

	Small 1997 (174)
	Placebo
	Schizophrenia
	_
	96
	67.0
	38.0 (10.0)
	4
	5.0
	_

	
	Quetiapine high dose
	Schizophrenia
	_
	96
	69.0
	36.0 (9.0)
	4
	25.0
	_

	
	Quetiapine low dose
	Schizophrenia
	_
	94
	78.0
	37.0 (9.0)
	4
	16.0
	_

	Srivastava 2012 (175)
	Olanzapine
	Bipolar
	_
	23
	65.2
	38.1 (12.0)
	1
	4.3
	_

	
	Placebo
	Bipolar
	_
	22
	72.7
	42.9 (9.9)
	1
	0.0
	_

	Streim 2008 (176)
	Aripiprazole
	Alzheimer
	_
	131
	26.0
	83.0(-)
	10
	1.0
	10.0

	
	Placebo
	Alzheimer
	_
	125
	22.0
	83.0(-)
	10
	8.0
	3.0

	Suppes 2010 (177)
	Placebo
	Bipolar
	_
	137
	37.2
	39.9 (12.8)
	8
	0.8
	_

	
	Quetiapine
	Bipolar
	_
	133
	33.8
	39.0 (11.3)
	8
	8.2
	_

	Szegedi 2018 (178)
	Asenapine
	Bipolar I
	_
	126
	42.1
	42.8 (12.7)
	26
	7.9
	_

	
	Placebo
	Bipolar I
	_
	126
	48.4
	40.9 (13.5)
	26
	7.1
	_

	Thase 2006 (179)
	Placebo
	Bipolar I II
	_
	161
	39.8
	37.7 (11.8)
	8
	2.8
	_

	
	Quetiapine 300 mg
	Bipolar I II
	_
	155
	44.5
	37.2 (10.5)
	8
	3.9
	_

	
	Quetiapine 600 mg
	Bipolar I II
	_
	151
	45.0
	38.2 (11.0)
	8
	8.6
	_

	Thase 2008 (180)
	Aripiprazole (Study 1)
	Bipolar I
	_
	186
	38.0
	39.0 (11.0)
	8
	6.7
	_

	
	Aripiprazole (Study 2)
	Bipolar I
	_
	187
	40.0
	41.0 (12.0)
	8
	2.9
	_

	
	Placebo (Study 1)
	Bipolar I
	_
	188
	37.0
	39.0 (13.0)
	8
	3.5
	_

	
	Placebo (Study 2)
	Bipolar I
	_
	188
	40.0
	40.0 (12.0)
	8
	2.6
	_

	Tohen 2003a (181)
	Olanzapine
	Bipolar I
	_
	125
	42.4
	40.0 (12.1)
	47
	23.6
	_

	Tohen 2003b (182)
	Haloperidol
	Bipolar I
	_
	219
	42.9
	40.0 (13.0)
	12
	16.1
	_

	
	Olanzapine
	Bipolar I
	_
	234
	36.8
	41.0 (13.0)
	12
	39.7
	_

	Tohen 2003c (183)
	Olanzapine
	Bipolar I
	_
	370
	37.6
	42.2 (12.5)
	8
	18.7
	_

	
	Placebo
	Bipolar I
	_
	377
	37.4
	41.7 (12.4)
	8
	0.3
	_

	Tohen 2005 (184)
	Olanzapine
	Bipolar
	_
	217
	47.9
	42.5 (13.1)
	52
	29.8
	_

	Tohen 2006 (185)
	Olanzapine
	Bipolar I
	_
	225
	38.7
	41.1 (12.1)
	48
	16.1
	_

	
	Placebo
	Bipolar I
	_
	136
	39.0
	39.8 (11.5)
	48
	2.3
	_

	Tohen 2008 (186)
	Olanzapine
	Bipolar I
	_
	215
	45.8
	39.5 (11.9)
	3
	6.4
	_

	
	Olanzapine
	Bipolar I
	_
	215
	45.8
	39.5 (11.9)
	12
	18.8
	_

	
	Placebo
	Bipolar I
	_
	105
	53.5
	40.6 (12.8)
	3
	1.0
	_

	Tohen 2012 (187)
	Olanzapine
	Bipolar I
	_
	343
	40.2
	36.0 (11.1)
	6
	23.2
	_

	
	Placebo
	Bipolar I
	_
	171
	44.4
	35.0 (11.0)
	6
	1.2
	_

	Tollefson 1997 (188)
	Haloperidol
	Schizophrenia, Schizoaffective, Schizofreniform
	_
	660
	-
	38.3 (11.1)
	6
	_
	4.6

	
	Olanzapine
	Schizophrenia, Schizoaffective, Schizofreniform
	_
	1336
	-
	38.7 (11.6)
	6
	_
	2.5

	Vanelle 2006 (189)
	Amisulpride
	Schizophrenia, Depression
	_
	45
	68.9
	32.6 (7.9)
	8
	8.9
	_

	
	Olanzapine
	Schizophrenia, Depression
	_
	40
	57.5
	36.5 (8.0)
	8
	15.0
	_

	Vieta 2010 (190)
	Paliperidone
	Bipolar I
	_
	190
	57.9
	40.0 (11.3)
	12
	8.0
	_

	
	Quetiapine
	Bipolar I
	_
	192
	59.9
	39.0 (11.0)
	12
	17.0
	_

	Wang 2012 (191)
	Placebo
	MDD
	_
	155
	32.7
	39.7 (11.1)
	10
	0.6
	_

	
	Quetiapine XR
	MDD
	_
	157
	28.6
	40.1 (11.6)
	10
	1.9
	_

	Weiden 2014 (192)
	Iloperidone (gradual switch)
	Schizophrenia
	_
	240
	70.8
	42.3 (11.0)
	12
	9.6
	_

	
	Iloperidone (immediate switch)
	Schizophrenia
	_
	260
	63.5
	44.2 (10.9)
	12
	7.7
	_

	Weiden 2016 (193)
	Iloperidone
	Schizophrenia
	_
	151
	62.7
	38.4 (11.3)
	12
	25.2
	12.6

	
	Placebo
	Schizophrenia
	_
	150
	54.7
	38.2 (11.1)
	12
	20.0
	10.7

	Weisler 2009 (194)
	Placebo
	MDD
	_
	178
	36.5
	40.3 (11.8)
	6
	1.1
	_

	
	Quetiapine XR 50 mg
	MDD
	_
	178
	46.6
	40.6 (11.1)
	6
	0.6
	_

	
	Quetiapine XR 150 mg
	MDD
	_
	168
	38.1
	41.5 (11.7)
	6
	3.6
	_

	
	Quetiapine XR 300 mg
	MDD
	_
	168
	41.5
	40.7 (12.2)
	6
	4.5
	_

	Weisler 2011 (195)
	Placebo
	Bipolar I
	_
	404
	52.0
	40.0 (12.9)
	11
	2.6
	_

	
	Quetiapine
	Bipolar I
	_
	404
	45.0
	39.9 (12.3)
	23
	10.6
	_

	Xiang 2011 (196)
	Risperidone (dose reduction after 4 weeks)
	Schizophrenia
	_
	125
	40.8
	31.3 (10.6)
	52
	36.8
	_

	
	Risperidone (dose reduction after 26 weeks)
	Schizophrenia
	_
	120
	49.2
	32.7 (9.8)
	52
	37.5
	_

	
	Risperidone (no dose reduction)
	Schizophrenia
	_
	129
	48.1
	33.8 (11.8)
	52
	37.2
	_

	Yang 2010 (197)
	Blonanserin
	Schizophrenia
	_
	92
	51.1
	34.5 (10.4)
	6
	3.9
	_

	
	Risperidone
	Schizophrenia
	_
	91
	47.3
	36.0 (10.2)
	7
	6.5
	_

	Yatham 2020 (198)
	Cariprazine 0.5-0.75 mg
	Bipolar I II
	_
	75
	36.0
	37.4 (10.8)
	8
	5.3
	_

	
	Cariprazine 1.5-3 mg
	Bipolar I II
	_
	75
	32.0
	38.9 (11.2)
	8
	6.8
	_

	
	Placebo
	Bipolar I II
	_
	77
	40.3
	40.6 (10.7)
	8
	0.0
	_

	Young 2009(199)
	Aripiprazole
	Bipolar I
	_
	126
	43.0
	40.5 (12.6)
	3
	1.9
	_

	
	Aripiprazole
	Bipolar I
	_
	95
	43.0
	40.5 (12.6)
	12
	5.1
	_

	
	Haloperidol
	Bipolar I
	_
	121
	44.0
	41.6 (14.1)
	3
	2.6
	_

	
	Haloperidol
	Bipolar I
	_
	95
	44.0
	41.6 (14.1)
	12
	5.8
	_

	
	Placebo
	Bipolar I
	_
	109
	46.0
	40.2 (13.2)
	3
	6.4
	_

	
	Placebo
	Bipolar I
	_
	84
	46.0
	40.2 (13.2)
	12
	_
	_

	Young 2010 (200)
	Quetiapine 300 mg
	Bipolar I II
	_
	260
	42.7
	42.3(-)
	8
	4.6
	_

	
	Placebo
	Bipolar I II
	_
	131
	45.7
	41.5(-)
	8
	3.3
	_

	
	Quetiapine 600 mg
	Bipolar I II
	_
	267
	36.5
	42.8(-)
	8
	8.3
	_

	Zanarini 2011 (201)
	Olanzapine 2.5 mg
	Borderline
	_
	150
	27.3
	32.6 (11.2)
	12
	20.3
	_

	
	Olanzapine 5-10 mg
	Borderline
	_
	148
	28.4
	32.8 (10.0)
	12
	30.6
	_

	
	Placebo
	Borderline
	_
	153
	23.5
	33.5 (11.3)
	12
	4.8
	_

	Zhong 2006 (202)
	Quetiapine
	Schizophrenia
	_
	338
	77.1
	40.2 (10.8)
	8
	10.4
	_

	
	Risperidone
	Schizophrenia
	_
	335
	74.4
	39.6 (10.8)
	8
	10.5
	_
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	Author (year)
	Reason for Exclusion
	Reference

	Ader 2008
	No 7% weight data
	 (203)

	Albaugh 2011
	No 7% weight data
	 (204)

	Altamura 2003
	No 7% weight data
	 (205)

	Alvarez 2006
	No ITT analysis
	 (206)

	Amore 2011
	No 7% weight data
	 (207)

	Apiquian 2003
	No 7% weight data
	 (208)

	Apiquian 2005
	No 7% weight data
	 (209)

	Arango 2009
	No 7% weight data
	 (210)

	Arato 2002
	No 7% weight data
	 (211)

	Atmaca 2003
	No 7% weight data
	 (212)

	Azorin 2006
	No 7% weight data
	 (213)

	Ballon 2018
	No ITT analysis
	 (214)

	Baptista 1997
	No 7% weight data
	 (215)

	Baptista 2007
	No 7% weight data
	 (216)

	Barnett 2002
	No 7% weight data
	 (217)

	Baymiller 2002
	No 7% weight data
	 (218)

	Baymiller 2003
	No 7% weight data
	 (219)

	Beasley 1997
	No 7% weight data
	 (220)

	Beasley 2003
	No 7% weight data
	 (221)

	Berger 2008
	No 7% weight data
	 (222)

	Bhowmick 2010
	No 7% weight data
	 (223)

	Bingham 2018
	No 7% weight data
	 (224)

	Bisol 2008
	No ITT analysis
	 (225)

	Bitter 2004
	No 7% weight data
	 (226)

	Bitter 2010
	No 7% weight data
	 (227)

	Black 2014
	No 7% weight data
	 (228)

	Bobo 2011a
	No 7% weight data
	 (229)

	Bobo 2011b
	No 7% weight data
	 (230)

	Bobo 2011c
	No 7% weight data
	 (231)

	Bogenschutz 2004
	No 7% weight data
	 (232)

	Boidi 2007
	No 7% weight data
	 (233)

	Bonaccorso 2015
	No 7% weight data
	 (234)

	Bowden 2005
	No 7% weight data
	 (235)

	Boyer 1999
	No 7% weight data
	 (236)

	Bozzatello 2017
	No 7% weight data
	 (237)

	Breier 2002
	No 7% weight data
	 (238)

	Breier 2005
	No 7% weight data
	 (239)

	Brunette 2011
	No 7% weight data
	 (240)

	Buchanan 2005
	No 7% weight data
	 (241)

	Bustillo 1996
	No 7% weight data
	 (242)

	Butterfield 2001
	No 7% weight data
	 (243)

	Canuso 2010
	No 7% weight data
	 (244)

	Carey 2012
	No 7% weight data
	 (245)

	Chaichan 2004
	No 7% weight data
	 (246)

	Chan 2013
	No 7% weight data
	 (247)

	Chaudhry 2007
	No 7% weight data
	 (248)

	Chiu 2006
	No 7% weight data
	 (249)

	Chowdhury 1999
	No 7% weight data
	 (250)

	Citrome 2009
	No ITT analysis
	 (251)

	Citrome 2015
	Posthoc / subgroup analysis
	 (252)

	Citrome 2016
	No 7% weight data
	 (253)

	Ciudad 2006
	No ITT analysis
	 (254)

	Ciudad 2007
	Language
	 (255)

	Cohen-Mansfield 1999
	No 7% weight data
	 (256)

	Collins 1967
	No 7% weight data
	 (257)

	Cookson 1986
	No 7% weight data
	 (258)

	Cooper 2000
	No 7% weight data
	 (259)

	Corazza 1996
	No 7% weight data
	 (260)

	Correll 2020
	No 7% weight data
	 (261)

	Covell 2004
	No 7% weight data
	 (262)

	Covell 2012
	No 7% weight data
	 (263)

	Crespo-Facorro 2006
	No 7% weight data
	 (264)

	Crespo-Facorro 2011
	No 7% weight data
	 (265)

	Crespo-Facorro 2012
	No 7% weight data
	 (266)

	Crespo-Facorro 2013a
	No 7% weight data
	 (267)

	Crespo-Facorro 2013b
	No 7% weight data
	 (268)

	Crespo-Facorro 2014
	No 7% weight data
	 (269)

	Csernansky 2002
	No 7% weight data
	 (270)

	Czobor 2002
	No 7% weight data
	 (271)

	Daly 2013
	Posthoc / subgroup analysis
	 (272)

	Daniel 1996
	No 7% weight data
	 (273)

	Daniel 1999
	No 7% weight data
	 (274)

	Daurignac 2015
	No 7% weight data
	 (275)

	de Arce Cordón 2012
	No 7% weight data
	 (276)

	De Deyn 2004
	No 7% weight data
	 (277)

	de Leon 2007
	No 7% weight data
	 (278)

	De Lima 2005
	No 7% weight data
	 (279)

	Deepak 2015
	No 7% weight data
	 (280)

	Di Fiorino 2014
	No 7% weight data
	 (281)

	Dossenbach 2004
	No 7% weight data
	 (282)

	Downing 2014
	No 7% weight data
	 (283)

	Dufresne 1993
	No 7% weight data
	 (284)

	Durif 2004
	No 7% weight data
	 (285)

	Earley 2019
	Study already included
	 (286)

	Ehrlich 2012
	No 7% weight data
	 (287)

	El-Mallakh 2012
	No ITT analysis
	 (288)

	Emsley 2004
	No 7% weight data
	 (289)

	Emsley 2005
	No 7% weight data
	 (290)

	Endicott 2007
	No 7% weight data
	 (291)

	Essock 2000
	No 7% weight data
	 (292)

	Essock 2011
	No 7% weight data
	 (293)

	Fava 2012
	No 7% weight data
	 (294)

	Feng 2019
	No 7% weight data
	 (295)

	Fleischhacker 2013a
	No 7% weight data
	 (296)

	Fleischhacker 2013b
	No 7% weight data
	 (297)

	Fong 2008
	No 7% weight data
	 (298)

	Fountaine 2010
	No 7% weight data
	 (299)

	Frank 2015
	No 7% weight data
	 (300)

	Friedman 1999
	No 7% weight data
	 (301)

	Fu 2014
	No 7% weight data
	 (302)

	Fukushi 2020
	No 7% weight data
	 (303)

	Gaebel 2010
	No 7% weight data
	 (304)

	Gafoor 2010
	No 7% weight data
	 (305)

	Ganguli 2008
	No 7% weight data
	 (306)

	Gao 2018
	No 7% weight data
	 (307)

	Gareri 2004
	No 7% weight data
	 (308)

	Garriga 2017
	No 7% weight data
	 (309)

	Gattaz 2004
	No 7% weight data
	 (310)

	Geffen 2012
	No 7% weight data
	 (311)

	Godleski 2003
	No 7% weight data
	 (312)

	Godleski 2005
	No 7% weight data
	 (313)

	Gomez-Revuelta 2018
	No 7% weight data
	 (314)

	Gomez-Revuelta 2020
	No 7% weight data
	 (315)

	Gureje 2003
	No 7% weight data
	 (316)

	Hamilton 2009
	No 7% weight data
	 (317)

	Hard 2017
	No 7% weight data
	 (318)

	Hard 2019
	No 7% weight data
	 (319)

	Hardy 2011
	No 7% weight data
	 (320)

	Harvey 2019
	No 7% weight data
	 (321)

	Harvey 2020
	No 7% weight data
	 (322)

	Hatta 2009
	No 7% weight data
	 (323)

	Hinze-Selch 2000
	No 7% weight data
	 (324)

	Hirsch 2002
	No 7% weight data
	 (325)

	Hirschfeld 2004
	No 7% weight data
	 (326)

	Hough 2009
	No 7% weight data
	 (327)

	Howanitz 1999
	No 7% weight data
	 (328)

	Hu 2013
	No 7% weight data
	 (329)

	Huang 2018
	No 7% weight data
	 (330)

	Huttunen 1995
	No 7% weight data
	 (331)

	Hwang 2001
	No 7% weight data
	 (332)

	Hwang 2003
	No 7% weight data
	 (333)

	Hwang 2015
	No 7% weight data
	 (334)

	Ingole 2009
	No 7% weight data
	 (335)

	Ionescu 2010
	No 7% weight data
	 (336)

	Ishigooka 2015
	No 7% weight data
	 (337)

	Jena 2019
	No 7% weight data
	 (338)

	Johnsen 2010
	No 7% weight data
	 (339)

	Johnsen 2020
	No 7% weight data
	 (340)

	Jokinen 1984
	No 7% weight data
	 (341)

	Jones 2006
	No 7% weight data
	 (342)

	Jus 1974
	No 7% weight data
	 (343)

	Kahn 2008
	No ITT analysis
	 (344)

	Kane 2003
	No 7% weight data
	 (345)

	Kane 2007
	No 7% weight data
	 (346)

	Kane 2010
	No ITT analysis
	 (347)

	Kane 2020
	No 7% weight data
	 (348)

	Kasper 2003
	No 7% weight data
	 (349)

	Keck 1998
	No 7% weight data
	 (350)

	Keck 2003
	No 7% weight data
	 (351)

	Keck 2009
	No ITT analysis
	 (352)

	Keefe 2006
	No 7% weight data
	 (353)

	Keefe 2004
	No 7% weight data
	 (354)

	Kelly 2008
	Posthoc / subgroup analysis
	 (355)

	Kennedy 2003
	Posthoc / subgroup analysis
	 (356)

	Kennedy 2005
	No 7% weight data
	 (357)

	Khanna 2005
	No 7% weight data
	 (358)

	Kim 2009
	No 7% weight data
	 (359)

	Kingstone 1970
	No 7% weight data
	 (360)

	Kinon 2006
	No 7% weight data
	 (361)

	Kinon 2010
	No 7% weight data
	 (362)

	Kluge 2007
	No 7% weight data
	 (363)

	Kluge 2009
	No 7% weight data
	 (364)

	Kolotkin 2008
	No 7% weight data
	 (365)

	Krakowski 2011
	No 7% weight data
	 (366)

	Krystal 2011
	No 7% weight data
	 (367)

	Kusumi 2012
	No 7% weight data
	 (368)

	Kwon 2012
	No 7% weight data
	 (369)

	Kwon 2015
	No 7% weight data
	 (370)

	Lecrubier 2006
	No 7% weight data
	 (371)

	Lee 2002
	No 7% weight data
	 (372)

	Lee 2012
	No 7% weight data
	 (373)

	Lencz 2010
	No 7% weight data
	 (374)

	Li 2012
	No 7% weight data
	 (375)

	Lieberman 2003
	No 7% weight data
	 (376)

	Lieberman 2016
	No ITT analysis
	 (377)

	Liebowitz 2010
	No 7% weight data
	 (378)

	Lin 2010
	No 7% weight data
	 (379)

	Lin 2013
	No 7% weight data
	 (380)

	Lin 2017
	No 7% weight data
	 (381)

	Lindenmayer 2007
	No 7% weight data
	 (382)

	Lindenmayer 2011
	No 7% weight data
	 (383)

	Littlewood 2015
	No 7% weight data
	 (384)

	Liu 2014
	No 7% weight data
	 (385)

	Liu 2016
	Language
	 (386)

	Loebel 2013
	No ITT analysis
	 (387)

	Loebl 2008
	No 7% weight data
	 (388)

	Lofwall 2014
	No 7% weight data
	 (389)

	Lohoff 2010
	No 7% weight data
	 (390)

	MacFadden 2010
	No 7% weight data
	 (391)

	Maguire 2004
	No 7% weight data
	 (392)

	Maina 2008
	No 7% weight data
	 (393)

	Maitra 2020
	No 7% weight data
	 (394)

	Mamo 2004
	No 7% weight data
	 (395)

	Marni 2019
	No 7% weight data
	 (396)

	Marra 2002
	No 7% weight data
	 (397)

	Martin 2020
	No 7% weight data
	 (398)

	Mazza 2008
	No 7% weight data
	 (399)

	McDougle 1998
	No 7% weight data
	 (400)

	McEvoy 2007
	No ITT analysis
	 (401)

	McEvoy 2013
	No 7% weight data
	 (402)

	McEvoy 2014
	No 7% weight data
	 (403)

	McGlashan 2006
	No 7% weight data
	 (404)

	McIntyre 2011
	No ITT analysis
	 (405)

	McLaren 1992
	No 7% weight data
	 (406)

	Mearin 2004
	No 7% weight data
	 (407)

	Meltzer 2008
	No 7% weight data
	 (408)

	Meltzer 2015
	No 7% weight data
	 (409)

	Miceli 2000
	No 7% weight data
	 (410)

	Min 1993
	No 7% weight data
	 (411)

	Moretti 2005
	No 7% weight data
	 (412)

	Moretti 2004
	No 7% weight data
	 (413)

	Mosolov 2011
	No 7% weight data
	 (414)

	Mousavi 2013
	No 7% weight data
	 (415)

	Murasaki 2018
	No 7% weight data
	 (416)

	Naber 2013
	No 7% weight data
	 (417)

	Nagesh 2017
	No 7% weight data
	 (418)

	Nasrallah 2010
	No 7% weight data
	 (419)

	Navari 2016
	No 7% weight data
	 (420)

	Nemeth 2017
	No 7% weight data
	 (421)

	Newcomer 2009
	No 7% weight data
	 (422)

	Nistico 1974
	No 7% weight data
	 (423)

	Noordsy 2017
	No 7% weight data
	 (424)

	Ohlmeier 2007
	No 7% weight data
	 (425)

	Ogasa 2013
	No 7% weight data
	 (426)

	Okugawa 2009
	No 7% weight data
	 (427)

	Ondo 2002
	No 7% weight data
	 (428)

	Ozguven 2011
	No 7% weight data
	 (429)

	Pae 2007
	No 7% weight data
	 (430)

	Pae 2009
	No 7% weight data
	 (431)

	Paleacu 2008
	No 7% weight data
	 (432)

	Papakostas 2012
	No 7% weight data
	 (433)

	Papakostas 2015
	No 7% weight data
	 (434)

	Park 2013
	No 7% weight data
	 (435)

	Patil 2007
	No 7% weight data
	 (436)

	Patkar 2012
	No 7% weight data
	 (437)

	Perez-Iglesias 2007
	No ITT analysis
	 (438)

	Perez-Iglesias 2008a
	No 7% weight data
	 (439)

	Perez-Iglesias 2008b
	No ITT analysis
	 (440)

	Perez-Iglesias 2009
	No 7% weight data
	 (441)

	Perez-Iglesias 2014
	No ITT analysis
	 (442)

	Perkins 2008
	No 7% weight data
	 (443)

	Perlis 2006
	No 7% weight data
	 (444)

	Peuskens 1999
	No 7% weight data
	 (445)

	Peuskens 2007
	Study already included
	 (446)

	Pivac 2004
	No 7% weight data
	 (447)

	Popovic 2007
	No 7% weight data
	 (448)

	Potkin 2011
	No 7% weight data
	 (449)

	Potkin 2019
	No 7% weight data
	 (450)

	Pu 2019
	No 7% weight data
	 (451)

	Purdon 2001
	No 7% weight data
	 (452)

	Quednow 2006
	No 7% weight data
	 (453)

	Raison 2018
	No 7% weight data
	 (454)

	Ramasubbu 2016
	No 7% weight data
	 (455)

	Ramerman 2019
	No 7% weight data
	 (456)

	Ramsey 2014
	No 7% weight data
	 (457)

	Raoufinia 2017
	No 7% weight data
	 (458)

	Ravenstijn 2016
	No 7% weight data
	 (459)

	Reeves 2008
	No 7% weight data
	 (460)

	Revicki 2003
	No 7% weight data
	 (461)

	Rezayat 2014
	No 7% weight data
	 (462)

	Riesenberg 2012
	No 7% weight data
	 (463)

	Ritchie 2003
	No 7% weight data
	 (464)

	Ritchie 2006
	No 7% weight data
	 (465)

	Robinson 2006
	No 7% weight data
	 (466)

	Roerig 2005
	No 7% weight data
	 (467)

	Roerig 2008
	No 7% weight data
	 (468)

	Rosenheck 2003
	No 7% weight data
	 (469)

	Rothschild 2004
	No 7% weight data
	 (470)

	Rui 2014
	No 7% weight data
	 (471)

	Ryan 2004
	No 7% weight data
	 (472)

	Sacchetti 2004
	No 7% weight data
	 (473)

	Sacchetti 2009
	No 7% weight data
	 (474)

	Sacher 2008
	No 7% weight data
	 (475)

	Saddichha 2007
	No 7% weight data
	 (476)

	Saddichha 2008 
	No 7% weight data
	 (477)

	Safa 2008
	No 7% weight data
	 (478)

	Sajatovic 2001
	No 7% weight data
	 (479)

	Sajeev Kumar 2017
	No 7% weight data
	 (480)

	San 2012
	No 7% weight data
	 (481)

	Sanz-Fuentenebro 2013
	No 7% weight data
	 (482)

	Sathirakul 2003
	No 7% weight data
	 (483)

	Schoemaker 2012
	No 7% weight data
	 (484)

	Schooler 2005
	No 7% weight data
	 (485)

	Schooler 2016
	No 7% weight data
	 (486)

	Sechter 2002
	No ITT analysis
	 (487)

	Sevy 2011
	No 7% weight data
	 (488)

	Shafti 2016
	No 7% weight data
	 (489)

	Shafti 2019
	No 7% weight data
	 (490)

	Sherwood Brown 2014
	No 7% weight data
	 (491)

	Shoja Shafti 2014
	No 7% weight data
	 (492)

	Shoja Shafti 2015a
	No 7% weight data
	 (493)

	Shoja Shafti 2015b
	No 7% weight data
	 (494)

	Silva de Lima 2005
	No 7% weight data
	 (495)

	Simpson 2004
	No 7% weight data
	 (496)

	Simpson 2005
	No 7% weight data
	 (497)

	Singh 2016
	No 7% weight data
	 (498)

	Smeraldi 1998
	No 7% weight data
	 (499)

	Smith 2009
	No 7% weight data
	 (500)

	Smith 2010
	No 7% weight data
	 (501)

	Smith 2012
	No 7% weight data
	 (502)

	Sowell 2002
	No 7% weight data
	 (503)

	Sowell 2003
	No 7% weight data
	 (504)

	Spivak 1999
	No 7% weight data
	 (505)

	Stone 2012
	No 7% weight data
	 (506)

	Su 2021
	No 7% weight data
	 (507)

	Sumiyoshi 2003
	No 7% weight data
	 (508)

	Suppes 2014
	No 7% weight data
	 (509)

	Suresh Kumar 2016
	No 7% weight data
	 (510)

	Swadi 2010
	No 7% weight data
	 (511)

	Swartz 2018
	No 7% weight data
	 (512)

	Takekita 2013
	No 7% weight data
	 (513)

	Tandon 2016
	No 7% weight data
	 (514)

	Tapp 2015
	No 7% weight data
	 (515)

	Teff 2013
	No 7% weight data
	 (516)

	Thase 2007
	No 7% weight data
	 (517)

	Tohen 1999
	No 7% weight data
	 (518)

	Tohen 2002
	No 7% weight data
	 (519)

	Tohen 2000
	No 7% weight data
	 (520)

	Tollefson 2001
	No 7% weight data
	 (521)

	Tran 1997
	No 7% weight data
	 (522)

	Tran 1999
	No 7% weight data
	 (523)

	Tunis 2006
	No 7% weight data
	 (524)

	Tybura 2014
	No 7% weight data
	 (525)

	Tyrer 2009
	No 7% weight data
	 (526)

	Tzimos 2008
	No 7% weight data
	 (527)

	van Bruggen 2003
	No ITT analysis
	 (528)

	Vazquez-Bourgon 2018
	No 7% weight data
	 (529)

	Vazquez-Bourgon 2020
	No 7% weight data
	 (530)

	Verhey 2006
	No 7% weight data
	 (531)

	Vidarsdottir 2010
	No 7% weight data
	 (532)

	Vieta 2005
	No 7% weight data
	 (533)

	Volavka 2002
	No 7% weight data
	 (534)

	Voruganti 2007
	No 7% weight data
	 (535)

	Wampers 2012
	No 7% weight data
	 (536)

	Wang 2006
	No 7% weight data
	 (537)

	Wang 2010
	No 7% weight data
	 (538)

	Wang 2014
	No 7% weight data
	 (539)

	Wang 2017
	No 7% weight data
	 (540)

	Weiden 2020a
	No 7% weight data
	 (541)

	Weiden 2020b
	No 7% weight data
	 (542)

	Werapongset 1998
	No 7% weight data
	 (543)

	Wilner 2000
	No 7% weight data
	 (544)

	Woods 2003
	No 7% weight data
	 (545)

	Wu 2007
	No 7% weight data
	 (546)

	Xu 2015
	No 7% weight data
	 (547)

	Xue 2018
	No 7% weight data
	 (548)

	Yatham 2007
	No 7% weight data
	 (549)

	Yung 2011
	No 7% weight data
	 (550)

	Zajecka 2002
	No 7% weight data
	 (551)

	Zanardi 2006
	No 7% weight data
	 (552)

	Zanarini 2001
	No 7% weight data
	 (553)

	Zanarini 2004
	No 7% weight data
	 (554)

	Zarcone 2001
	No 7% weight data
	 (555)

	Zhang 2012
	No 7% weight data
	 (556)

	Zimbroff 2007
	No 7% weight data
	 (557)
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	Antipsychotic
	Time (weeks)
	N studies
	n
	% CRWG
	95% CI
	I22
	Significance test Z
	p 

	Amisulpride
	6-16 wk
	4
	339
	13.3
	9.8 - 17.2
	0.00%
	11.719
	<0.001

	Amisulpride
	16-38 wk
	1
	189
	20.6
	15.1 - 27.1
	
	12.035
	<0.001

	Aripiprazole
	<6 wk
	19
	2171
	5.5
	3.7 - 7.5
	70.13%
	9.524
	<0.001

	Aripiprazole
	6-16 wk
	19
	2683
	6.7
	4.1 – 10.0
	89.07%
	7.657
	<0.001

	Aripiprazole
	16-38 wk
	12
	2257
	11.7
	8.7 - 14.9
	79.37%
	12.725
	<0.001

	Aripiprazole
	>38 wk
	7
	1843
	17.2
	11.0 - 24.3
	91.44%
	8.742
	<0.001

	Asenapine
	<6 wk
	13
	1587
	4.7
	3.3 - 6.3
	43.01%
	10.607
	<0.001

	Asenapine
	16-38 wk
	8
	982
	8.0
	5.6 - 10.7
	44.93%
	10.182
	<0.001

	Asenapine
	>38 wk
	2
	987
	16.4
	14.2 - 18.8
	
	23.833
	<0.001

	Blonanserin
	<6 wk
	3
	183
	1.7
	0.0 - 5.0
	
	2.095
	0.036

	Blonanserin
	6-16 wk
	2
	220
	9.4
	5.8 - 13.7
	
	8.037
	<0.001

	Blonanserin
	16-38 wk
	1
	22
	18.2
	5.2 - 40.3
	
	3.345
	0.001

	Brexpiprazole
	<6 wk
	10
	1584
	7.2
	5.2 - 9.4
	60.20%
	11.752
	<0.001

	Brexpiprazole
	6-16 wk
	3
	430
	1.9
	0.7 - 3.4
	
	4.412
	<0.001

	Brexpiprazole
	>38 wk
	1
	264
	5.3
	2.9 - 8.7
	
	6.679
	<0.001

	Cariprazine
	<6 wk
	11
	1650
	5.3
	3.4 - 7.5
	69.72%
	8.835
	<0.001

	Cariprazine
	6-16 wk
	5
	583
	4.8
	3.0 - 6.9
	12.38%
	8.165
	<0.001

	Cariprazine
	16-38 wk
	1
	101
	26.7
	18.4 -36.5
	
	10.001
	<0.001

	Chlorpromazine
	<6 wk
	2
	137
	19.5
	13.2 - 26.7
	
	9.320
	<0.001

	Chlorpromazine
	6-16 wk
	1
	154
	13.6
	8.6 - 20.1
	
	8.487
	<0.001

	Clozapine
	<6 wk
	1
	40
	27.5
	14.6 - 43.9
	
	6.105
	<0.001

	Clozapine
	6-16 wk
	2
	91
	40.0
	30.1 - 50.4
	
	11.729
	<0.001

	Clozapine
	16-38 wk
	2
	89
	47.0
	36.6 - 57.5
	
	12.925
	<0.001

	Clozapine
	>38 wk
	2
	80
	76.3
	66.2 - 85.2
	
	17.587
	<0.001

	FGA
	<6 wk
	1
	45
	6.7
	1.4 - 18.3
	
	2.763
	0.006

	FGA
	6-16 wk
	2
	134
	17.6
	11.3 - 24.8
	
	8.208
	<0.001

	FGA
	16-38 wk
	2
	163
	32.3
	25.3 - 39.8
	
	13.976
	<0.001

	FGA
	>38 wk
	3
	208
	49.0
	42.2 - 55.9
	
	20.550
	<0.001

	Haloperidol
	<6 wk
	8
	1166
	3.6
	2.3 - 5.2
	18.35%
	7.970
	<0.001

	Haloperidol
	6-16 wk
	5
	572
	9.1
	3.2 - 17.3
	86.83%
	4.231
	<0.001

	Haloperidol
	>38 wk
	3
	599
	22.8
	7.8 - 42.5
	
	4.164
	<0.001

	Iloperidone
	<6 wk
	1
	300
	21.0
	16.5 - 26.1
	
	15.545
	<0.001

	Iloperidone
	6-16 wk
	2
	500
	8.6
	6.3 -11.2
	
	12.021
	<0.001

	Iloperidone
	>38 wk
	1
	151
	25.2
	18.5 – 32.9
	
	11.983
	<0.001

	Lurasidone
	<6 wk
	20
	2628
	3.6
	2.5 – 4.9
	58.02%
	10.207
	<0.001

	Lurasidone
	>38 wk
	1
	419
	7.4
	5.1 - 10.3
	
	10.363
	<0.001

	Olanzapine
	<6 wk
	23
	3533
	17.5
	13.8 - 21.5
	85.96%
	14.619
	<0.001

	Olanzapine
	6-16 wk
	29
	3691
	25.2
	20.6 - 30.1
	90.51%
	17.116
	<0.001

	Olanzapine
	16-38 wk
	19
	3954
	23.8
	18.7 - 29.2
	92.73%
	14.862
	<0.001

	Olanzapine
	>38 wk
	14
	2829
	36.9
	30.4 - 43.6
	92.35%
	17.681
	<0.001

	Paliperidone
	<6 wk
	16
	1822
	6.6
	4.6 - 8.9
	69.92%
	10.176
	<0.001

	Paliperidone
	6-16 wk
	10
	1094
	8.4
	6.8 - 10.2
	0.00%
	16.368
	<0.001

	Paliperidone
	16-38 wk
	6
	991
	15.5
	9.4 - 22.8
	88.31%
	7.836
	<0.001

	Paliperidone
	>38 wk
	7
	2192
	18.3
	14.2 - 22.7
	84.34%
	14.563
	<0.001

	Quetiapine
	<6 wk
	22
	2634
	9.5
	6.4 - 13.1
	87.94%
	9.373
	<0.001

	Quetiapine
	6-16 wk
	25
	4042
	7.0
	5.0 - 9.2
	84.27%
	11.177
	<0.001

	Quetiapine
	16-38 wk
	4
	688
	10.1
	7.6 - 12.8
	7.68%
	12.739
	<0.001

	Quetiapine
	>38 wk
	4
	512
	17.0
	9.9 - 25.4
	71.04%
	7.119
	<0.001

	Risperidone
	<6 wk
	10
	973
	10.6
	7.6 - 13.9
	58.36%
	11.109
	<0.001

	Risperidone
	6-16 wk
	19
	2020
	12.4
	7.6 - 18.1
	91.42%
	7.746
	<0.001

	Risperidone
	16-38 wk
	6
	421
	17.4
	13.1 - 22.1
	28.14%
	12.583
	<0.001

	Risperidone
	>38 wk
	12
	1960
	23.0
	17.5 - 28.9
	88.14%
	13.178
	<0.001

	Sertindole
	6-16 wk
	1
	205
	24.9
	19.1 - 31.4
	
	14.012
	<0.001

	Sertindole
	>38 wk
	1
	131
	16.8
	10.8 - 24.3
	
	8.761
	<0.001

	SGA
	6-16 wk
	1
	109
	20.2
	13.1 - 28.9
	
	8.822
	<0.001

	SGA
	16-38 wk
	3
	506
	29.5
	15.0 - 46.4
	
	6.005
	<0.001

	SGA
	>38 wk
	2
	134
	37.1
	28.9 - 45.6
	
	13.477
	<0.001

	Ziprasidone
	<6 wk
	2
	282
	2.5
	0.9 - 4.8
	
	4.283
	<0.001

	Ziprasidone
	6-16 wk
	5
	462
	8.7
	3.8 - 15.1
	75.32%
	5.065
	<0.001

	Ziprasidone
	16-38 wk
	2
	219
	2.8
	0.8 - 5.7
	
	3.595
	<0.001

	Ziprasidone
	>38 wk
	1
	185
	7.6
	4.2 - 12.4
	
	6.707
	<0.001

	Placebo 
	<6 wk
	59
	7270
	2.0
	1.4 - 2.6
	62.29%
	11.086
	<0.001

	Placebo 
	6-16 wk
	37
	5597
	2.8
	1.9 - 3.8
	74.48%
	9.866
	<0.001

	Placebo 
	16-38 wk
	10
	1333
	7.4
	2.4 - 14.5
	94.42%
	4.070
	<0.001

	Placebo 
	>38 wk
	9
	1057
	6.7
	3.2 - 11.2
	84.79%
	5.541
	<0.001
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[bookmark: _Toc101811670]Appendix 6.1: Results meta-analysis CRWL


	Antipsychotic
	Time (weeks)
	N studies
	n
	% CRWL
	95% CI
	I2
	Significance test Z
	p 

	Aripiprazole
	<6 wk
	1
	122
	4.9
	1.8 -10.4
	
	4.132
	<0.001

	Aripiprazole
	6-16 wk
	12
	1708
	8.8
	6.5 - 11.5
	68.52%
	12.097
	<0.001

	Aripiprazole
	16-38 wk
	7
	1326
	9.7
	6.1- 14.0
	82.90%
	8.273
	<0.001

	Aripiprazole
	>38 wk
	2
	157
	9.1
	4.8 - 14.4
	
	6.153
	<0.001

	Asenapine 
	<6 wk
	4
	599
	1.5
	0.6 - 2.7
	0.00%
	4.511
	<0.001

	Asenapine 
	16-38 wk
	3
	679
	5.8
	1.9 - 11.6
	
	4.100
	<0.001

	Asenapine 
	>38 wk
	1
	908
	5.0
	3.6 - 6.6
	
	12.602
	<0.001

	Lurasidone
	<6 wk
	5
	718
	1.4
	0.6 - 2.5
	0.00%
	4.874
	<0.001

	Lurasidone
	>38 wk
	1
	419
	12.6
	9.6 - 16.2
	
	13.950
	<0.001

	Olanzapine
	<6 wk
	5
	1985
	1.2
	0.2 - 2.6
	67.84%
	3.236
	0.001

	Olanzapine
	6-16 wk
	2
	274
	0.3
	0.0 - 1.5
	
	1.061
	0.289

	Olanzapine
	16-38 wk
	6
	1234
	4.8
	3.3 - 6.7
	47.66%
	9.559
	<0.001

	Olanzapine
	>38 wk
	4
	1135
	10.8
	4.1 - 20.0
	94.86%
	4.691
	<0.001

	Paliperidone
	<6 wk
	8
	855
	2.0
	1.1 - 3.1
	0.00%
	6.261
	<0.001

	Paliperidone
	6-16 wk
	2
	163
	1.8
	0.1 - 4.7
	
	2.515
	0.012

	Paliperidone
	16-38 wk
	2
	241
	4.9
	2.5 – 8.1
	
	5.803
	<0.001

	Paliperidone
	>38 wk
	2
	995
	5.7
	4.4 - 7.3
	
	13.961
	<0.001

	Quetiapine
	16-38 wk
	1
	175
	9.1
	5.3 - 14.4
	
	7.245
	<0.001

	Quetiapine
	>38 wk
	1
	21
	4.8
	0.1 - 23.8
	
	1.420
	0.156

	Risperidone 
	<6 wk
	1
	116
	0.0
	0.0 - 3.1
	
	0.000
	1.000

	Risperidone 
	6-16 wk
	3
	380
	1.4
	0.0 - 5.9
	
	1.423
	0.155

	Risperidone 
	>38 wk
	2
	449
	5.8
	3.8 - 8.2
	
	9.062
	<0.001

	Ziprasidone
	6-16 wk
	3
	361
	8.5
	5.7 - 11.6
	
	9.614
	<0.001

	Ziprasidone
	>38 wk
	1
	28
	28.6
	13.2 - 48.7
	
	5.109
	<0.001

	Placebo 
	<6 wk
	11
	1311
	2.3
	0.7 – 4.5
	78.79%
	3.898
	<0.001

	Placebo 
	6-16 wk
	6
	811
	5.3
	2.8 – 8.6
	69.34%
	6.119
	<0.001

	Placebo 
	16-38 wk
	4
	526
	11.1
	8.5 – 14.0
	2.28%
	13.549
	<0.001

	Placebo 
	>38 wk
	1
	133
	12.0
	7.0 - 18.8
	
	7.285
	<0.001
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[bookmark: _Toc101811681]Appendix 7. Results for AP with data for only 1 period

[bookmark: _Toc101811682]Supplementary table 7.1. CRWG for AP with data for only 1 period

	Antipsychotic
	Time (weeks)
	N studies
	n
	% CRWG
	95% CI
	I2
	Significance test Z
	p 

	LY2140023
	16-38 wk
	2
	641
	4.8
	3.2 – 6.6
	 
	9.673
	<0.001



Time is in weeks. N= number of studies. n = number of patients included in the study.


[bookmark: _Toc101811683]Supplementary table 7.2. CRWL for AP with data for only 1 period

	Antipsychotic
	Time (weeks)
	N studies
	n
	% CRWL
	95% CI
	I2
	Significance test Z
	p 

	Amisulpride
	6-16 wk
	2
	105
	6.4
	2.3 – 12.2
	 
	4.180
	<0.001

	Haloperidol
	<6 wk
	2
	775
	3.4
	2.2 – 4.8
	 
	8.665
	<0.001

	LY2140023
	16-38 wk
	2
	641
	13.3
	10.8 – 16.1
	 
	17.325
	<0.001

	SGA
	16-38 wk
	2
	397
	6.4
	4.1 – 9.0
	 
	8.870
	<0.001



Time is in weeks. N= number of studies. n = number of patients included in the study.


[bookmark: _Toc101811684]Appendix 8: Diagnosis

[bookmark: _Toc101811685]Supplementary table 8.1: Overview psychiatric diagnoses of included studies and grouped diagnoses

	Study diagnosis
	Group diagnosis

	Alzheimer
	Dementia

	Dementia
	Dementia

	Bipolar
	Bipolar Disorder

	Bipolar I
	Bipolar Disorder

	Bipolar I II
	Bipolar Disorder

	Bipolar I II NOS
	Bipolar Disorder

	Borderline
	Other diagnosis

	GAD
	Other diagnosis

	MDD
	Other diagnosis

	Schizophrenia
	Schizophrenia

	Schizoaffective Disorder
	Schizophrenia Spectrum

	Schizophrenia, Depression
	Schizophrenia Spectrum

	Schizophrenia, Schizoaffective Disorder
	Schizophrenia Spectrum

	Schizophrenia, Schizoaffective Disorder, other psychotic disorder, Bipolar
	Schizophrenia Spectrum

	Schizophrenia, Schizoaffective, Bipolar
	Schizophrenia Spectrum

	Schizophrenia, Schizoaffective, Bipolar I
	Schizophrenia Spectrum

	Schizophrenia, Schizoaffective, Schizofreniform
	Schizophrenia Spectrum

	Schizophrenia, Schizophrenia Spectrum Disorder
	Schizophrenia Spectrum

	Schizophrenia, Schizoaffective, Schizofreniform, Delusional Disorder
	Schizophrenia Spectrum





[bookmark: _Toc101811686]Appendix 9: Sensitivity analyses

[bookmark: _Toc101811687]Supplementary table 9.1: Sensitivity meta-analysis CRWG without AP-naive population

	Antipsychotic
	Time (wk)
	N studies
	n
	% CRWG
	95% CI
	[bookmark: RANGE!G1]I2
	Significance test Z
	p 

	Amisulpride
	6–16 wk
	4
	339
	13.3
	9.8 – 17.2
	0.00%
	11.719
	<0.001

	Amisulpride
	16–38 wk
	1
	189
	20.6
	15.1 – 27.1
	
	12.035
	<0.001

	Aripiprazole
	<6 wk
	18
	2010
	5.3
	3.5 – 7.4
	70.83%
	8.876
	<0.001

	Aripiprazole
	6–16 wk
	17
	2452
	5.1
	3.3 – 7.2
	77.54%
	8.906
	<0.001

	Aripiprazole
	16–38 wk
	11
	2235
	11.8
	8.8 – 15.2
	81.21%
	12.742
	<0.001

	Aripiprazole
	>38 wk
	7
	1843
	17.2
	11.0 – 24.3
	91.44%
	8.742
	<0.001

	Asenapine
	<6 wk
	13
	1587
	4.7
	3.3 – 6.3
	43.01%
	10.607
	<0.001

	Asenapine
	16–38 wk
	8
	982
	8.0
	5.6 – 10.7
	44.93%
	10.182
	<0.001

	Asenapine
	>38 wk
	2
	987
	16.4
	14.2 – 18.8
	
	23.833
	<0.001

	Blonanserin
	<6 wk
	3
	183
	1.7
	0.0 – 5.0
	
	2.095
	0.036

	Blonanserin
	6–16 wk
	2
	220
	9.4
	5.8– 13.7
	
	8.037
	<0.001

	Blonanserin
	16–38 wk
	0
	
	
	
	
	
	

	Brexpiprazole
	<6 wk
	10
	1584
	7.2
	5.2 – 9.4
	60.20%
	11.752
	<0.001

	Brexpiprazole
	6–16 wk
	3
	430
	1.9
	0.7 – 3.4
	
	4.412
	<0.001

	Brexpiprazole
	>38 wk
	1
	264
	5.3
	2.9– 8.7
	
	6.679
	<0.001

	Cariprazine
	<6 wk
	11
	1650
	5.3
	3.4 – 7.5
	69.72%
	8.835
	<0.001

	Cariprazine
	6–16 wk
	5
	583
	4.8
	3.0 – 6.9
	12.38%
	8.165
	<0.001

	Cariprazine
	16–38 wk
	1
	101
	26.7
	18.4 – 36.5
	
	10.001
	<0.001

	Chlorpromazine
	<6 wk
	2
	137
	19.5
	13.2 – 26.7
	
	9.320
	<0.001

	Chlorpromazine
	6–16 wk
	1
	154
	13.6
	8.6 – 20.1
	
	8.487
	<0.001

	Clozapine
	<6 wk
	1
	40
	27.5
	14.6 – 43.9
	
	6.105
	<0.001

	Clozapine
	6–16 wk
	2
	91
	40.0
	30.1 – 50.4
	
	11.729
	<0.001

	Clozapine
	16–38 wk
	2
	89
	47.0
	36.6 – 57.5
	
	12.925
	<0.001

	Clozapine
	>38 wk
	2
	80
	76.3
	66.2 – 85.2
	
	17.587
	<0.001

	FGA
	<6 wk
	1
	45
	6.7
	1.4 – 18.3
	
	2.763
	0.006

	FGA
	6–16 wk
	2
	134
	17.6
	11.3 – 24.8
	
	8.208
	<0.001

	FGA
	16–38 wk
	2
	163
	32.3
	25.3 – 39.8
	
	13.976
	<0.001

	FGA
	>38 wk
	3
	208
	49.0
	42.2 – 55.9
	
	20.550
	<0.001

	Haloperidol
	<6 wk
	8
	1166
	3.6
	2.3 – 5.2
	18.35%
	7.970
	<0.001

	Haloperidol
	6–16 wk
	4
	440
	6.4
	1.4 – 14.0
	82.77%
	3.294
	0.001

	Haloperidol
	>38 wk
	2
	467
	15.9
	12.6 – 19.4
	
	15.332
	<0.001

	Iloperidone
	<6 wk
	1
	300
	21.0
	16.5 – 26.1
	
	15.545
	<0.001

	Iloperidone
	6–16 wk
	2
	500
	8.6
	6.3 – 11.2
	
	12.021
	<0.001

	Iloperidone
	16–38 wk
	1
	151
	25.2
	18.5 – 32.9
	
	11.983
	<0.001

	Lurasidone
	<6 wk
	20
	2628
	3.6
	2.5 – 4.9
	58.02%
	10.207
	<0.001

	Lurasidone
	>38 wk
	1
	419
	7.4
	5.1 – 10.3
	
	10.363
	<0.001

	Olanzapine
	<6 wk
	21
	3343
	16.0
	12.7 – 19.6
	80.39%
	15.114
	<0.001

	Olanzapine
	6–16 wk
	26
	3377
	22.0
	18.4 – 25.8
	83.77%
	19.487
	<0.001

	Olanzapine
	16–38 wk
	19
	3954
	23.8
	18.7 – 29.2
	92.73%
	14.862
	<0.001

	Olanzapine
	>38 wk
	13
	2698
	34.3
	29.1 – 39.6
	87.53%
	20.925
	<0.001

	Paliperidone
	<6 wk
	16
	1822
	6.6
	4.6 – 8.9
	69.92%
	10.176
	<0.001

	Paliperidone
	6–16 wk
	10
	1094
	8.4
	6.8 – 10.4
	0.00%
	16.368
	<0.001

	Paliperidone
	16–38 wk
	6
	991
	15.5
	9.4 – 22.8
	88.31%
	7.836
	<0.001

	Paliperidone
	>38 wk
	7
	2192
	18.3
	14.2 – 22.7
	84.34%
	14.563
	<0.001

	Quetiapine
	<6 wk
	22
	2634
	9.5
	6.4 – 13.1
	87.94%
	9.373
	<0.001

	Quetiapine
	6–16 wk
	24
	3980
	6.3
	4.6 – 8.3
	80.94%
	11.583
	<0.001

	Quetiapine
	16–38 wk
	4
	688
	10.1
	7.6 – 12.8
	7.68%
	12.739
	<0.001

	Quetiapine
	>38 wk
	4
	512
	17.0
	9.9 – 25.4
	71.04%
	7.119
	<0.001

	Risperidone
	<6 wk
	8
	812
	10.2
	6.9 – 14.0
	61.95%
	9.488
	<0.001

	Risperidone
	6–16 wk
	18
	1868
	11.5
	6.9 – 17.1
	90.61%
	7.410
	<0.001

	Risperidone
	16–38 wk
	6
	421
	17.4
	13.1 – 22.1
	28.14%
	12.583
	<0.001

	Risperidone
	>38 wk
	12
	1960
	23.0
	17.5 – 28.9
	88.14%
	13.178
	<0.001

	SGA
	6–16 wk
	1
	109
	20.2
	13.1 – 28.9
	
	8.822
	<0.001

	SGA
	16–38 wk
	3
	506
	29.5
	15.0 – 46.4
	
	6.005
	<0.001

	SGA
	>38 wk
	2
	134
	37.1
	28.9 – 45.6
	
	13.477
	<0.001

	Sertindole
	6–16 wk
	1
	205
	24.9
	19.1 – 31.4
	
	14.012
	<0.001

	Sertindole
	>38 wk
	1
	131
	16.8
	10.8 – 24.3
	
	8.761
	<0.001

	Ziprasidone
	<6 wk
	1
	150
	7.3
	3.7– 12.7
	
	5.859
	<0.001

	Ziprasidone
	6–16 wk
	3
	361
	6.8
	4.3 – 9.7
	
	8.448
	<0.001

	Ziprasidone
	16–38 wk
	2
	219
	2.8
	0.8 – 5.7
	
	3.595
	<0.001

	Ziprasidone
	>38 wk
	1
	185
	7.6
	4.2 – 12.4
	
	6.707
	<0.001

	Placebo 
	<6 wk
	59
	7270
	2.0
	1.4 – 2.6
	62.29%
	11.086
	<0.001

	Placebo 
	6–16 wk
	37
	5597
	2.8
	1.9 – 3.8
	74.48%
	9.866
	<0.001

	Placebo 
	16–38 wk
	10
	1333
	7.4
	2.4 – 14.5
	94.42%
	4.070
	<0.001

	Placebo 
	>38 wk
	9
	1057
	6.7
	3.2 – 11.2
	84.79%
	5.541
	<0.001

	
	
	
	
	
	
	
	
	


Time is in weeks. N= number of studies. n = number of patients included in the study. 
Differences with original analyses in bold.




[bookmark: _Toc101811688]Supplementary table 9.2: Sensitivity meta-analysis CRWG without population >65 years

	Antipsychotic
	Time (wk)
	N studies
	n
	% CRWG
	95% CI
	I2
	Significance test Z
	p 

	Amisulpride
	6–16 wk
	4
	339
	13.3
	9.8 – 17.2
	0.00%
	11.719
	<0.001

	Amisulpride
	16–38 wk
	1
	189
	20.6
	15.1 – 27.1
	
	12.035
	<0.001

	Aripiprazole
	<6 wk
	19
	2171
	5.5
	3.7 – 7.5
	70.13%
	9.524
	<0.001

	Aripiprazole
	6–16 wk
	13
	1927
	7.4
	3.9 – 11.9
	90.96%
	6.228
	<0.001

	Aripiprazole
	16–38 wk
	12
	2257
	11.7
	8.7 – 14.9
	79.37%
	12.725
	<0.001

	Aripiprazole
	>38 wk
	7
	1843
	17.2
	11.0 – 24.3
	91.44%
	8.742
	<0.001

	Asenapine
	<6 wk
	11
	1465
	5.3
	4.0 – 6.8
	25.04%
	12.786
	<0.001

	Asenapine
	16–38 wk
	8
	982
	8.0
	5.6 – 10.7
	44.93%
	10.182
	<0.001

	Asenapine
	>38 wk
	2
	987
	16.4
	14.2 – 18.8
	
	23.833
	<0.001

	Blonanserin
	<6 wk
	3
	183
	1.7
	0.0 – 5.0
	
	2.095
	0.036

	Blonanserin
	6–16 wk
	2
	220
	9.4
	5.8– 13.7
	
	8.037
	<0.001

	Blonanserin
	16–38 wk
	1
	22
	18.2
	5.2 – 40.3
	
	3.345
	0.001

	Brexpiprazole
	<6 wk
	10
	1584
	7.2
	5.2 – 9.4
	60.20%
	11.752
	<0.001

	Brexpiprazole
	6–16 wk
	0
	
	
	
	
	
	

	Brexpiprazole
	>38 wk
	1
	264
	5.3
	2.9– 8.7
	
	6.679
	<0.001

	Cariprazine
	<6 wk
	11
	1650
	5.3
	3.4 – 7.5
	69.72%
	8.835
	<0.001

	Cariprazine
	6–16 wk
	5
	583
	4.8
	3.0 – 6.9
	12.38%
	8.165
	<0.001

	Cariprazine
	16–38 wk
	1
	101
	26.7
	18.4 –36.5
	
	10.001
	<0.001

	Chlorpromazine
	<6 wk
	2
	137
	19.5
	13.2 – 26.7
	
	9.320
	<0.001

	Chlorpromazine
	6–16 wk
	1
	154
	13.6
	8.6 – 20.1
	
	8.487
	<0.001

	Clozapine
	<6 wk
	1
	40
	27.5
	14.6 – 43.9
	
	6.105
	<0.001

	Clozapine
	6–16 wk
	2
	91
	40.0
	30.1 – 50.4
	
	11.729
	<0.001

	Clozapine
	16–38 wk
	2
	89
	47.0
	36.6 – 57.5
	
	12.925
	<0.001

	Clozapine
	>38 wk
	2
	80
	76.3
	66.2 – 85.2
	
	17.587
	<0.001

	FGA
	<6 wk
	1
	45
	6.7
	1.4 – 18.3
	
	2.763
	0.006

	FGA
	6–16 wk
	2
	134
	17.6
	11.3 – 24.8
	
	8.208
	<0.001

	FGA
	16–38 wk
	2
	163
	32.3
	25.3 – 39.8
	
	13.976
	<0.001

	FGA
	>38 wk
	3
	208
	49.0
	42.2 – 55.9
	
	20.550
	<0.001

	Haloperidol
	<6 wk
	8
	1166
	3.6
	2.3 – 5.2
	18.35%
	7.970
	<0.001

	Haloperidol
	6–16 wk
	5
	572
	9.1
	3.2 – 17.3
	86.83%
	4.231
	<0.001

	Haloperidol
	>38 wk
	3
	599
	22.8
	7.8 – 42.5
	
	4.164
	<0.001

	Iloperidone
	<6 wk
	1
	300
	21.0
	16.5 – 26.1
	
	15.545
	<0.001

	Iloperidone
	6–16 wk
	2
	500
	8.6
	6.3 –11.2
	
	12.021
	<0.001

	Iloperidone
	16–38 wk
	1
	151
	25.2
	18.5 – 32.9
	
	11.983
	<0.001

	Lurasidone
	<6 wk
	20
	2628
	3.6
	2.5 – 4.9
	58.02%
	10.207
	<0.001

	Lurasidone
	>38 wk
	1
	419
	7.4
	5.1 – 10.3
	
	10.363
	<0.001

	Olanzapine
	<6 wk
	23
	3533
	17.5
	13.8 – 21.5
	85.96%
	14.619
	<0.001

	Olanzapine
	6–16 wk
	27
	3399
	26.6
	22.0 – 31.4
	88.79%
	18.311
	<0.001

	Olanzapine
	16–38 wk
	18
	3854
	24.6
	19.4 – 30.1
	92.80%
	14.875
	<0.001

	Olanzapine
	>38 wk
	14
	2829
	36.9
	30.4 – 43.6
	92.35%
	17.681
	<0.001

	Paliperidone
	<6 wk
	16
	1822
	6.6
	4.6 – 8.9
	69.92%
	10.176
	<0.001

	Paliperidone
	6–16 wk
	10
	1094
	8.4
	6.8 – 10.4
	0
	16.368
	<0.001

	Paliperidone
	16–38 wk
	6
	991
	15.5
	9.4 – 22.8
	88.31%
	7.836
	<0.001

	Paliperidone
	>38 wk
	7
	2192
	18.3
	14.2 – 22.7
	84.34%
	14.563
	<0.001

	Quetiapine
	<6 wk
	22
	2634
	9.5
	6.4 – 13.1
	87.94%
	9.373
	<0.001

	Quetiapine
	6–16 wk
	24
	3876
	7.5
	5.6 – 9.6
	80.12%
	12.759
	<0.001

	Quetiapine
	16–38 wk
	3
	594
	10.7
	8.2 – 13.4
	
	13.140
	<0.001

	Quetiapine
	>38 wk
	4
	512
	17.0
	9.9 – 25.4
	71.04%
	7.119
	<0.001

	Risperidone
	<6 wk
	10
	973
	10.6
	7.6 – 13.9
	58.36%
	11.109
	<0.001

	Risperidone
	6–16 wk
	17
	1737
	14.4
	9.7 – 19.8
	87.29%
	9.404
	<0.001

	Risperidone
	16–38 wk
	5
	336
	19.3
	15.1 – 23.8
	0.00%
	14.301
	<0.001

	Risperidone
	>38 wk
	12
	1960
	23.0
	17.5 – 28.9
	88.14%
	13.178
	<0.001

	SGA
	6–16 wk
	1
	109
	20.2
	13.1 – 28.9
	
	8.822
	<0.001

	SGA
	16–38 wk
	3
	506
	29.5
	15.0 – 46.4
	
	6.005
	<0.001

	SGA
	>38 wk
	2
	134
	37.1
	28.9 – 45.6
	
	13.477
	<0.001

	Sertindole
	6–16 wk
	1
	205
	24.9
	19.1 – 31.4
	
	14.012
	<0.001

	Sertindole
	>38 wk
	1
	131
	16.8
	10.8 – 24.3
	
	8.761
	<0.001

	Ziprasidone
	<6 wk
	2
	282
	2.5
	0.9 – 4.8
	75.32%
	4.283
	<0.001

	Ziprasidone
	6–16 wk
	5
	462
	8.7
	3.8 – 15.1
	
	5.065
	<0.001

	Ziprasidone
	16–38 wk
	2
	219
	2.8
	0.8 – 5.7
	
	3.595
	<0.001

	Ziprasidone
	>38 wk
	1
	185
	7.6
	4.2 – 12.4
	
	6.707
	<0.001

	Placebo 
	<6 wk
	59
	7270
	2.0
	1.4 – 2.6
	62.29%
	11.086
	<0.001

	Placebo 
	6–16 wk
	30
	4710
	2.9
	1.9 – 4.8
	76.29%
	8.861
	<0.001

	Placebo 
	16–38 wk
	9
	1191
	8.0
	2.4 – 16.2
	94.86%
	3.864
	0.001

	Placebo 
	>38 wk
	9
	1057
	6.7
	3.2 – 11.2
	84.79%
	5.541
	<0.001

	
	
	
	
	
	
	
	
	


Time is in weeks. N= number of studies. n = number of patients included in the study. 
Differences with original analyses in bold.




[bookmark: _Toc101811689]Supplementary table 9.3: Sensitivity analysis meta-regression CRWG without AP-naive population and population >65 years

	
	
	Metaregression CRWG duration
	Sensitivity analysis without AP-naive
	Sensitivity analysis without 65+ years

	Antipsychotic
	Period
	B
	95% CI
	p 
	B
	95% CI
	p 
	B
	95% CI
	p 

	Amisulpride
	6-16 wk
	0
	0
	0
	0
	0
	0
	0
	0
	0

	 
	16-38 wk
	0.47
	- 0.29 – 1.23
	0.145
	0.47
	- 0.29 – 1.23
	0.145
	0.47
	- 0.29 – 1.23
	0.145

	 
	 
	
	
	
	 
	 
	 
	
	
	

	Aripiprazole
	<6 wk
	0
	0
	0
	0
	0
	0
	0
	0
	0

	 
	6-16 wk
	0.09
	- 0.43 – 0.62
	0.725
	-1.15
	- 0.63 – 0.34
	0.547
	0.24
	- 0.32 – 0.81
	0.393

	 
	16-38 wk
	0.69
	 0.12 – 1.26
	0.019
	0.70
	 0.20 – 1.20
	0.007
	0.69
	 0.12 – 1.27
	0.020

	 
	>38 wk
	1.14
	0.47 –1.80
	0.001
	1.13
	0.57 – 1.69
	<0.001
	1.14
	0.47 – 1.80
	0.001

	 
	 
	
	
	
	 
	 
	 
	
	
	

	Asenapine
	<6 wk
	0
	0
	0
	0
	0
	0
	0
	0
	0

	 
	16-38 wk
	0.50
	- 0.02 – 1.01
	0.057
	0.50
	- 0.02 – 1.01
	0.057
	0.48
	- 0.05 – 1.00
	0.072

	 
	>38 wk
	1.67
	0.98 – 2.36
	<0.001
	1.67
	0.98 – 2.36
	<0.001
	1.65
	0.95 – 2.35
	<0.001

	 
	 
	
	
	
	 
	 
	 
	
	
	

	Blonanserin
	<6 wk
	0
	0
	0
	 
	insufficient data
	 
	0
	0
	0

	 
	6-16 wk
	1.03
	- 2.65 – 4.71
	0.353
	 
	insufficient data
	 
	1.03
	- 2.65 – 4.71
	0.353

	 
	16-38 wk
	1.91
	- 2.73 – 6.54
	0.219
	 
	insufficient data
	 
	1.91
	- 2.73 – 6.54
	0.219

	 
	 
	
	
	
	 
	 
	 
	
	
	

	Brexpiprazole
	<6 wk
	0
	0
	0
	0
	0
	0
	0
	0
	0

	 
	6-16 wk
	-1.47
	- 2.41 –  - 0.53
	0.006
	-1.47
	- 2.41 –  - 0.53
	0.006
	
	no data 
	

	 
	>38 wk
	-0.40
	- 1.38 – 0.57
	0.384
	-0.40
	- 1.38 – 0.57
	0.384
	-0.39
	- 1.49 – 0.71
	0.441

	 
	 
	
	
	
	 
	 
	 
	
	
	

	Cariprazine
	<6 wk
	0
	0
	0
	0
	0
	0
	0
	0
	0

	 
	6-16 wk
	-0.11
	- 0.86 – 0.63
	0.751
	-0.11
	- 0.86 – 0.63
	0.751
	-0.11
	- 0.86 – 0.63
	0.751

	 
	16-38 wk
	1.82
	0.63 – 3.01
	0.006
	1.82
	0.62 – 3.01
	0.006
	1.82
	0.63 – 3.01
	0.006

	 
	 
	
	
	
	 
	 
	 
	
	
	

	Clozapine
	<6 wk
	0
	0
	0
	0
	0
	0
	0
	0
	0

	 
	6-16 wk
	0.33
	- 4.61 – 5.27
	0.843
	0.33
	- 4.61 – 5.27
	0.843
	0.33
	- 4.61 – 5.27
	0.843

	 
	16-38 wk
	0.92
	 - 4.04 – 5.87
	0.598
	0.92
	 - 4.04 – 5.87
	0.598
	0.92
	 - 4.04 – 5.87
	0.598

	 
	>38 wk
	2.15
	 -2.81 – 7.10
	0.262
	2.15
	 -2.81 – 7.10
	0.262
	2.15
	 -2.81 – 7.10
	0.262

	 
	 
	
	
	
	 
	 
	 
	
	
	

	FGA
	<6 wk
	0
	0
	0
	0
	0
	0
	0
	0
	0

	 
	6-16 wk
	1.38
	-0.76 – 3.52
	0.133
	1.38
	-0.76 – 3.52
	0.133
	1.38
	-0.76 – 3.52
	0.133

	 
	16-38 wk
	1.92
	- 016 – 4.00
	0.061
	1.92
	- 016 – 4.00
	0.061
	1.92
	- 016 – 4.00
	0.061

	 
	>38 wk
	2.57
	0.52 – 4.62
	0.028
	2.57
	0.51 – 4.62
	0.028
	2.57
	0.51 – 4.62
	0.028

	 
	 
	
	
	
	 
	 
	 
	
	
	

	Haloperidol
	<6 wk
	0
	0
	0
	0
	0
	0
	0
	0
	0

	 
	6-16 wk
	1.07
	0.08 – 2.06
	0.036
	0.79
	-0.18 – 1.71
	0.084
	1.07
	0.08 – 2.06
	0.036

	 
	>38 wk
	1.88
	0.82 – 2.95
	0.002
	1.36
	0.33 – 2.39
	0.015
	1.88
	0.82 – 2.95
	0.002

	 
	 
	
	
	
	 
	 
	 
	
	
	

	Lurasidone
	<6 wk
	0
	0
	0
	0
	0
	0
	0
	0
	0

	 
	>38 wk
	0.59
	- 0.53 – 1.70
	0.287
	0.59
	- 0.53 – 1.70
	0.287
	0.59
	- 0.53 – 1.70
	0.287

	 
	 
	
	
	
	 
	 
	 
	
	
	

	Olanzapine
	<6 wk
	0
	0
	0
	0
	0
	0
	0
	0
	0

	 
	6-16 wk
	0.41
	0.02 – 0.78
	0.038
	0.34
	-0.01 – 0.68
	0.058
	0.48
	0.11 – 0.86
	0.012

	 
	16-38 wk
	0.33
	- 0.08 – 0.75
	0.116
	0.43
	-0.06 – 0.79
	0.024
	0.38
	- 0.03 – 0.79
	0.069

	 
	>38 wk
	0.96
	0.51 – 1.41
	<0.001
	0.94
	0.54 – 1.33
	<0.001
	0.96
	0.53 – 1.39
	<0.001

	 
	 
	
	
	
	 
	 
	 
	
	
	

	Paliperidone
	<6 wk
	0
	0
	0
	0
	0
	0
	0
	0
	0

	 
	6-16 wk
	0.24
	- 0.24 – 0.72
	0.322
	0.24
	- 0.24 – 0.72
	0.322
	0.24
	- 0.24 – 0.72
	0.322

	 
	16-38 wk
	0.87
	0.36 – 1.38
	0.002
	0.87
	0.36 – 1.38
	0.002
	0.87
	0.36 – 1.38
	0.002

	 
	>38 wk
	1.07
	0.59 – 1.55
	<0.001
	1.07
	0.59 – 1.55
	<0.001
	1.07
	0.59 – 1.55
	<0.001

	 
	 
	
	
	
	 
	 
	 
	
	
	

	Quetiapine
	<6 wk
	0
	0
	0
	0
	0
	0
	0
	0
	0

	 
	6-16 wk
	-0.24
	-0.73 – 0.25
	0.327
	-0.34
	-0.80 – 0.13
	0.156
	-0.24
	-0.74 – 0.25
	0.330

	 
	16-38 wk
	0.14
	-0.76 – 1.05
	0.751
	0.13
	-0.72 – 0.98
	0.758
	0.32
	-0.70 – 1.35
	0.528

	 
	>38 wk
	0.78
	-0.10 – 1.66
	0.082
	0.76
	-0.07 – 1.60
	0.070
	0.78
	-0.11 – 1.67
	0.083

	 
	 
	
	
	
	 
	 
	 
	
	
	

	Risperidone
	<6 wk
	0
	0
	0
	0
	0
	0
	0
	0
	0

	 
	6-16 wk
	0.33
	-0.26 – 0.92
	0.361
	0.28
	-0.34 – 0.91
	0.361
	0.47
	-0.07 – 1.00
	0.085

	 
	16-38 wk
	0.58
	-0.18 – 1.34
	0.118
	0.61
	-0.16 – 1.39
	0.118
	0.69
	-0.03 – 1.41
	0.059

	 
	>38 wk
	0.90
	0.29 – 1.51
	0.005
	0.93
	0.30 – 1.57
	0.005
	0.89
	0.35 – 1.43
	0.002

	 
	 
	
	
	
	 
	 
	 
	
	
	

	SGA
	6-16 wk
	0
	0
	0
	0
	0
	0
	0
	0
	0

	 
	16-38 wk
	0.47
	-1.97 – 2.90
	0.586
	0.47
	-1.97 – 2.90
	0.586
	0.47
	-1.97 – 2.90
	0.586

	 
	>38 wk
	0.99
	-1.65 – 3.62
	0.319
	0.99
	-1.65 – 3.62
	0.319
	0.99
	-1.65 – 3.62
	0.319

	 
	 
	
	
	
	 
	 
	 
	
	
	

	Ziprasidone
	<6 wk
	0
	0
	0
	0
	0
	0
	0
	0
	0

	 
	6-16 wk
	0.26
	-2.00 – 2.52
	0.778
	0.22
	-1.87 – 1.91
	0.973
	0.26
	-2.00 – 2.52
	0.778

	 
	16-38 wk
	-0.33
	-2.93 – 2.28
	0.759
	-0.42
	-2.63 – 1.80
	0.592
	-0.33
	-2.93 – 2.28
	0.759

	 
	>38 wk
	0.07
	-2.77 – 2.92
	0.949
	0.07
	-2.13 – 2.28
	0.921
	0.07
	-2.77 – 2.92
	0.949

	 
	 
	
	
	
	 
	 
	 
	
	
	

	Placebo
	<6 wk
	0
	0
	0
	0
	0
	0
	0
	0
	0

	 
	6-16 wk
	0.09
	- 0.31 – 0.49
	0.644
	0.09
	- 0.31 – 0.49
	0.644
	0.13
	- 0.29 – 0.55
	0.542

	 
	16-38 wk
	1.14
	0.54 – 1.74
	<0.001
	1.14
	0.54 – 1.74
	<0.001
	1.27
	0.65 – 1.89
	<0.001

	 
	>38 wk
	0.85
	0.24 – 1.45
	0.007
	0.85
	0.24 – 1.45
	0.007
	0.85
	0.25 – 1.45
	0.006

	 
	 
	
	
	
	 
	 
	 
	
	
	


* Period < 6 weeks was the reference period. 
§ Only outcomes that could be analyzed are noted here.
Significant p-values in bold.


[bookmark: _Toc101811690]Supplementary table 9.4: Sensitivity meta-analysis CRWL without population > 65 years

	Antipsychotic
	Time (weeks)
	N studies
	n
	% CRWL
	95% CI
	I2
	Significance test Z
	p 

	Aripiprazole
	<6 wk
	1
	122
	4.9
	1.8 – 10.4
	
	4.132
	<0.001

	Aripiprazole
	6–16 wk
	8
	1211
	7.9
	5.0 – 11.4
	75.56%
	8.383
	<0.001

	Aripiprazole
	16–38 wk
	7
	1326
	9.7
	6.1 – 14.0
	82.90%
	8.273
	<0.001

	Aripiprazole
	>38 wk
	2
	157
	9.1
	4.8 – 14.4
	
	6.153
	<0.001

	Asenapine 
	<6 wk
	4
	599
	1.5
	0.6 – 2.7
	0.00%
	4.511
	<0.001

	Asenapine 
	16–38 wk
	3
	679
	5.8
	1.9 – 11.6
	
	4.100
	<0.001

	Asenapine 
	>38 wk
	1
	908
	5.0
	3.6 – 6.6
	
	12.602
	<0.001

	Lurasidone
	<6 wk
	5
	718
	1.4
	0.6 – 2.5
	0.00%
	4.874
	<0.001

	Lurasidone
	>38 wk
	1
	419
	12.6
	9.6 – 16.2
	
	13.950
	<0.001

	Olanzapine
	<6 wk
	5
	1985
	1.2
	0.2 – 2.6
	67.84%
	3.236
	0.001

	Olanzapine
	6–16 wk
	2
	274
	0.3
	0.0 – 1.5
	
	1.061
	0.289

	Olanzapine
	16–38 wk
	6
	1234
	4.8
	3.3 – 6.7
	47.66%
	9.559
	<0.001

	Olanzapine
	>38 wk
	4
	1135
	10.8
	4.1 – 20.0
	94.86%
	4.691
	<0.001

	Paliperidone
	<6 wk
	8
	855
	2.0
	1.1 – 3.1
	0.00%
	6.261
	<0.001

	Paliperidone
	6–16 wk
	2
	163
	1.8
	0.1 – 4.7
	
	2.515
	0.012

	Paliperidone
	16–38 wk
	2
	241
	4.9
	2.5 – 8.1
	
	5.803
	<0.001

	Paliperidone
	>38 wk
	2
	995
	5.7
	4.4 – 7.3
	
	13.961
	<0.001

	Quetiapine
	16–38 wk
	1
	175
	9.1
	5.3 – 14.4
	
	7.245
	<0.001

	Quetiapine
	>38 wk
	1
	21
	4.8
	0.1 – 23.8
	
	1.420
	0.156

	Risperidone 
	<6 wk
	1
	116
	0.0
	0.0 – 3.1
	
	0.000
	1.000

	Risperidone 
	6–16 wk
	3
	380
	1.4
	0.0 – 5.9
	
	1.423
	0.155

	Risperidone 
	>38 wk
	2
	449
	5.8
	3.8 – 8.2
	
	9.062
	<0.001

	Ziprasidone
	6–16 wk
	3
	361
	8.5
	5.7 – 11.6
	
	9.614
	<0.001

	Ziprasidone
	>38 wk
	1
	28
	28.6
	13.2 – 48.7
	
	5.109
	<0.001

	Placebo 
	<6 wk
	11
	1311
	2.3
	0.7 – 4.5
	78.79%
	3.898
	<0.001

	Placebo 
	6–16 wk
	2
	292
	5.0
	2.7 – 7.9
	
	6.470
	<0.001

	Placebo 
	16–38 wk
	4
	526
	11.1
	8.5 – 14.0
	
	13.549
	<0.001

	Placebo 
	>38 wk
	1
	133
	12.0
	7.0 – 18.8
	
	7.285
	<0.001

	
	
	
	
	
	
	
	
	


Time is in weeks. N= number of studies. n = number of patients included in the study. 
Differences with original analyses in bold.




[bookmark: _Toc101811691]Supplementary table 9.5: Sensitivity analysis meta-regression CRWL without population > 65 years

	
	
	Metaregression CRWL
	
	Sensitivity analysis without +65 years

	Antipsychotic
	Period
	B
	95% CI
	p 
	B
	95% CI
	p 

	Aripiprazole
	<6 wk
	0
	0
	0
	0
	0
	0

	
	6–16 wk
	0.64
	-0.74 – 2.01
	0.345
	0.05
	-1.07 – 2.07
	0.504

	
	16–38 wk
	0.80
	-0.61 – 2.20
	0.248
	0.76
	-0.82 – 2.33
	0.321

	
	>38 wk
	0.64
	-1.02 – 2.31
	0.427
	0.64
	-1.22 – 2.50
	0.475

	
	
	 
	 
	 
	
	
	

	Asenapine
	<6 wk
	0
	0
	0
	0
	0
	0

	
	16–38 wk
	1.29
	-0.08 – 2.67
	0.061
	1.29
	-0.08 – 2.67
	0.061

	
	>38 wk
	1.12
	-0.60 – 2.84
	0.155
	1.12
	-0.60 – 2.84
	0.155

	
	
	 
	 
	 
	
	
	

	Lurasidone
	<6 wk
	0
	0
	0
	0
	0
	0

	
	>38 wk
	2.11
	1.17 – 3.04
	0.003
	2.11
	1.17 – 3.04
	0.003

	
	
	
	
	
	
	
	

	Olanzapine
	<6 wk
	0
	0
	0
	0
	0
	0

	
	6–16 wk
	0.37
	-1.76 – 2.50
	0.709
	0.37
	-1.76 – 2.50
	0.709

	
	16–38 wk
	1.05
	-0.00 – 2.10
	0.050
	1.05
	-0.00 – 2.10
	0.050

	
	>38 wk
	1.82
	0.73 – 2.92
	0.004
	1.82
	0.73 – 2.92
	0.004

	
	
	 
	 
	 
	
	
	

	Paliperidone
	<6 wk
	0
	0
	0
	0
	0
	0

	
	6–16 wk
	-0.18
	-1.64 – 1.28
	0.786
	-0.18
	-1.64 – 1.28
	0.786

	
	16–38 wk
	0.67
	-0.28 – 1.63
	0.145
	0.67
	-0.28 – 1.63
	0.145

	
	>38 wk
	0.83
	0.09 – 1.57
	0.032
	0.83
	0.09 – 1.57
	0.032

	
	
	 
	 
	 
	
	
	

	Placebo
	<6 wk
	0
	0
	0
	0
	0
	0

	
	6–16 wk
	0.30
	-0.50 – 1.11
	0.435
	0.17
	-0.90 – 1.25
	0.730

	
	16–8 wk
	1.14
	0.29 – 1.98
	0.011
	1.08
	0.31 – 1.86
	0.010

	
	>38 wk
	1.17
	-0.21 – 2.55
	0.092
	1.12
	-0.13 – 2.37
	0.076

	
	
	 
	 
	 
	
	
	


* Period < 6 weeks was the reference period. 
§ Only outcomes that could be analyzed are noted here.
Significant p-values in bold.


[bookmark: _Toc101811692]Supplementary table 9.6: Sensitivity meta-analysis CRWG without studies with high Risk of Bias

	Antipsychotic
	Time (wk)
	N studies
	n
	% CRWG
	95% CI
	I2
	Significance test Z
	p 

	Amisulpride
	6–16 wk
	4
	339
	13.3
	9.8 – 17.2
	0.00%
	11.719
	<0.001

	Amisulpride
	16–38 wk
	1
	189
	20.6
	15.1 – 27.1
	
	12.035
	<0.001

	Aripiprazole
	<6 wk
	18
	2141
	5.5
	3.7 – 7.6
	71.87%
	9.338
	<0.001

	Aripiprazole
	6–16 wk
	19
	2683
	6.7
	4.1 – 10.0
	89.07%
	7.657
	<0.001

	Aripiprazole
	16–38 wk
	12
	2257
	11.7
	8.7 – 14.9
	79.37%
	12.725
	<0.001

	Aripiprazole
	>38 wk
	6
	1762
	16.3
	9.7 – 24.1
	92.78%
	7.670
	<0.001

	Asenapine
	<6 wk
	13
	1586
	4.7
	3.3 – 6.3
	43.01%
	10.607
	<0.001

	Asenapine
	16–38 wk
	8
	982
	8.0
	5.6 – 10.7
	44.93%
	10.182
	<0.001

	Asenapine
	>38 wk
	2
	987
	16.4
	14.2 – 18.8
	
	23.833
	<0.001

	Blonanserin
	<6 wk
	3
	183
	1.7
	0.0 – 5.0
	
	2.095
	0.036

	Blonanserin
	6–16 wk
	2
	220
	9.4
	5.8– 13.7
	
	8.037
	<0.001

	Blonanserin
	16–38 wk
	1
	22
	18.2
	5.2 – 40.3
	
	3.345
	0.001

	Brexpiprazole
	<6 wk
	10
	1584
	7.2
	5.2 – 9.4
	60.20%
	11.752
	<0.001

	Brexpiprazole
	6–16 wk
	3
	430
	1.9
	0.7 – 3.4
	
	4.412
	<0.001

	Brexpiprazole
	>38 wk
	1
	264
	5.3
	2.9– 8.7
	
	6.679
	<0.001

	Cariprazine
	<6 wk
	11
	1650
	5.3
	3.4 – 7.5
	69.72%
	8.835
	<0.001

	Cariprazine
	6–16 wk
	5
	583
	4.8
	3.0 – 6.9
	12.38%
	8.165
	<0.001

	Cariprazine
	16–38 wk
	1
	101
	26.7
	18.4 –36.5
	
	10.001
	<0.001

	Chlorpromazine
	<6 wk
	2
	137
	19.5
	13.2 – 26.7
	
	9.320
	<0.001

	Chlorpromazine
	6–16 wk
	1
	154
	13.6
	8.6 – 20.1
	
	8.487
	<0.001

	Clozapine
	<6 wk
	1
	40
	27.5
	14.6 – 43.9
	
	6.105
	<0.001

	Clozapine
	6–16 wk
	2
	91
	40.0
	30.1 – 50.4
	
	11.729
	<0.001

	Clozapine
	16–38 wk
	2
	89
	47.0
	36.6 – 57.5
	
	12.925
	<0.001

	Clozapine
	>38 wk
	2
	80
	76.3
	66.2 – 85.2
	
	17.587
	<0.001

	FGA
	<6 wk
	1
	45
	6.7
	1.4 – 18.3
	
	2.763
	0.006

	FGA
	6–16 wk
	2
	134
	17.6
	11.3 – 24.8
	
	8.208
	<0.001

	FGA
	16–38 wk
	2
	163
	32.3
	25.3 – 39.8
	
	13.976
	<0.001

	FGA
	>38 wk
	3
	208
	49.0
	42.2 – 55.9
	
	20.550
	<0.001

	Haloperidol
	<6 wk
	8
	1166
	3.6
	2.3 – 5.2
	18.35%
	7.970
	<0.001

	Haloperidol
	6–16 wk
	5
	572
	9.1
	3.2 – 17.3
	86.83%
	4.231
	<0.001

	Haloperidol
	>38 wk
	2
	565
	21.8
	18.4 – 25.3
	
	21.497
	<0.001

	Iloperidone
	<6 wk
	0
	
	
	
	
	
	

	Iloperidone
	6–16 wk
	2
	500
	8.6
	6.3 –11.2
	
	12.021
	<0.001

	Iloperidone
	16–38 wk
	1
	151
	25.2
	18.5 – 32.9
	
	11.983
	<0.001

	Lurasidone
	<6 wk
	20
	2628
	3.6
	2.5 – 4.9
	58.02%
	10.207
	<0.001

	Lurasidone
	>38 wk
	1
	419
	7.4
	5.1 – 10.3
	
	10.363
	<0.001

	Olanzapine
	<6 wk
	22
	3608
	17.3
	13.5 – 21.4
	86.52%
	14.244
	<0.001

	Olanzapine
	6–16 wk
	29
	3691
	25.2
	20.6 – 30.1
	90.51%
	17.116
	<0.001

	Olanzapine
	16–38 wk
	19
	3954
	23.8
	18.7 – 29.2
	92.73%
	14.862
	<0.001

	Olanzapine
	>38 wk
	13
	2781
	36.9
	30.1 – 43.8
	92.93%
	17.026
	<0.001

	Paliperidone
	<6 wk
	16
	1822
	6.6
	4.6 – 8.9
	69.92%
	10.176
	<0.001

	Paliperidone
	6–16 wk
	10
	1094
	8.4
	6.8 – 10.4
	0.00%
	16.368
	<0.001

	Paliperidone
	16–38 wk
	6
	991
	15.5
	9.4 – 22.8
	88.31%
	7.836
	<0.001

	Paliperidone
	>38 wk
	5
	1764
	17.6
	12.5 – 23.4
	88.65%
	11.171
	<0.001

	Quetiapine
	<6 wk
	22
	2634
	9.5
	6.4 – 13.1
	87.94%
	9.373
	<0.001

	Quetiapine
	6–16 wk
	25
	4042
	7.0
	5.0 – 9.2
	84.27%
	11.177
	<0.001

	Quetiapine
	16–38 wk
	4
	688
	10.1
	7.6 – 12.8
	7.68%
	12.739
	<0.001

	Quetiapine
	>38 wk
	2
	426
	14.6
	11.4 – 18.2
	
	14.626
	<0.001

	Risperidone
	<6 wk
	9
	717
	10.2
	7.0 – 14.0
	62.30%
	9.698
	<0.001

	Risperidone
	6–16 wk
	19
	2020
	12.4
	7.6 – 18.1
	91.42%
	7.746
	<0.001

	Risperidone
	16–38 wk
	6
	421
	17.4
	13.1 – 22.1
	28.14%
	12.583
	<0.001

	Risperidone
	>38 wk
	11
	1904
	22.7
	17.0 – 28.9
	89.01%
	12.492
	<0.001

	SGA
	6–16 wk
	1
	109
	20.2
	13.1 – 28.9
	
	8.822
	<0.001

	SGA
	16–38 wk
	3
	506
	29.5
	15.0 – 46.4
	
	6.005
	<0.001

	SGA
	>38 wk
	2
	134
	37.1
	28.9 – 45.6
	
	13.477
	<0.001

	Sertindole
	6–16 wk
	1
	205
	24.9
	19.1 – 31.4
	
	14.012
	<0.001

	Sertindole
	>38 wk
	1
	131
	16.8
	10.8 – 24.3
	
	8.761
	<0.001

	Ziprasidone
	<6 wk
	1
	132
	0.0
	0.0 – 2.8
	
	0.000
	1.000

	Ziprasidone
	6–16 wk
	5
	462
	8.7
	3.8 – 15.1
	
	5.065
	<0.001

	Ziprasidone
	16–38 wk
	2
	219
	2.8
	0.8 – 5.7
	
	3.595
	<0.001

	Ziprasidone
	>38 wk
	1
	185
	7.6
	4.2 – 12.4
	
	6.707
	<0.001

	Placebo 
	<6 wk
	57
	7009
	2.0
	1.5 – 2.7
	61.07%
	10.856
	<0.001

	Placebo 
	6–16 wk
	37
	5597
	2.8
	1.9 – 3.8
	74.48%
	9.866
	<0.001

	Placebo 
	16–38 wk
	10
	1333
	7.4
	2.4 – 14.5
	94.42%
	4.070
	<0.001

	Placebo 
	>38 wk
	9
	1057
	6.7
	3.2 – 11.2
	84.79%
	5.541
	<0.001

	
	
	
	
	
	
	
	
	


Time is in weeks. N= number of studies. n = number of patients included in the study. 
Differences with original analyses in bold.



[bookmark: _Toc101811693]Supplementary table 9.7: Sensitivity analysis meta-regression CRWG without studies with high Risk of Bias

	
	
	Metaregression CRWG duration
	Sensitivity analysis without high RoB

	Antipsychotic
	Period
	B
	95% CI
	p 
	B
	95% CI
	p 

	Amisulpride
	6–16 wk
	0
	0
	0
	0
	0
	0

	 
	16–38 wk
	0.47
	-0.29 – 1.23
	0.145
	0.47
	-0.29 – 1.23
	0.145

	 
	 
	
	
	
	 
	 
	 

	Aripiprazole
	<6 wk
	0
	0
	0
	0
	0
	0

	 
	6–16 wk
	0.09
	-0.43 – 0.62
	0.725
	0.10
	-0.44 – 0.65
	0.704

	 
	16–38 wk
	0.69
	 0.12 – 1.26
	0.019
	0.70
	 0.12 – 1.29
	0.020

	 
	>38 wk
	1.14
	-0.47 – 1.80
	0.001
	1.08
	0.37 – 1.79
	0.004

	 
	 
	
	
	
	 
	 
	 

	Asenapine
	<6 wk
	0
	0
	0
	0
	0
	0

	 
	16–38 wk
	0.50
	-0.02 – 1.01
	0.057
	0.50
	-0.02 – 1.01
	0.057

	 
	>38 wk
	1.67
	0.98 – 2.36
	<0.001
	1.67
	0.98 – 2.36
	<0.001

	 
	 
	
	
	
	 
	 
	 

	Blonanserin
	<6 wk
	0
	0
	0
	0
	0
	0

	 
	6–16 wk
	1.03
	-2.65 – 4.71
	0.353
	1.03
	-2.65 – 4.71
	0.353

	 
	16–38 wk
	1.91
	-2.73 – 6.54
	0.219
	1.91
	-2.73 – 6.54
	0.219

	 
	 
	
	
	
	 
	 
	 

	Brexpiprazole
	<6 wk
	0
	0
	0
	0
	0
	0

	 
	6–16 wk
	-1.47
	-2.41 –  -0.53
	0.006
	-1.47
	-2.41 –  -0.53
	0.006

	 
	>38 wk
	-0.40
	-1.38 – 0.57
	0.384
	-0.40
	-1.38 – 0.57
	0.384

	 
	 
	
	
	
	 
	 
	 

	Cariprazine
	<6 wk
	0
	0
	0
	0
	0
	0

	 
	6–16 wk
	-0.11
	-0.86 – 0.63
	0.751
	-0.11
	-0.86 – 0.63
	0.751

	 
	16–38 wk
	1.82
	0.63 – 3.01
	0.006
	1.82
	0.63 – 3.01
	0.006

	 
	 
	
	
	
	 
	 
	 

	Clozapine
	<6 wk
	0
	0
	0
	0
	0
	0

	 
	6–16 wk
	0.33
	-4.61 – 5.27
	0.843
	0.33
	-4.61 – 5.27
	0.843

	 
	16–38 wk
	0.92
	 -4.04 – 5.87
	0.598
	0.92
	 -4.04 – 5.87
	0.598

	 
	>38 wk
	2.15
	 -2.81 – 7.10
	0.262
	2.15
	 -2.81 – 7.10
	0.262

	 
	 
	
	
	
	 
	 
	 

	FGA
	<6 wk
	0
	0
	0
	0
	0
	0

	 
	6–16 wk
	1.38
	-0.76 – 3.52
	0.133
	1.38
	-0.76 – 3.52
	0.133

	 
	16–38 wk
	1.92
	-016 – 4.00
	0.061
	1.92
	-016 – 4.00
	0.061

	 
	>38 wk
	2.57
	0.52 – 4.62
	0.028
	2.57
	0.52 – 4.62
	0.028

	 
	 
	
	
	
	 
	 
	 

	Haloperidol
	<6 wk
	0
	0
	0
	0
	0
	0

	 
	6–16 wk
	1.07
	0.08 – 2.06
	0.036
	1.07
	0.08 – 2.07
	0.036

	 
	>38 wk
	1.88
	0.82 – 2.95
	0.002
	2.12
	0.96 – 3.29
	0.002

	 
	 
	
	
	
	 
	 
	 

	Lurasidone
	<6 wk
	0
	0
	0
	0
	0
	0

	 
	>38 wk
	0.59
	-0.53 – 1.70
	0.287
	0.59
	-0.53 – 1.70
	0.287

	 
	 
	
	
	
	 
	 
	 

	Olanzapine
	<6 wk
	0
	0
	0
	0
	0
	0

	 
	6–16 wk
	0.41
	0.02 – 0.78
	0.038
	0.42
	0.03 – 0.81
	0.037

	 
	16–38 wk
	0.33
	-0.08 – 0.75
	0.116
	0.35
	-0.08 – 0.77
	0.112

	 
	>38 wk
	0.96
	0.51 – 1.41
	<0.001
	0.97
	0.51 – 1.43
	<0.001

	 
	 
	
	
	
	 
	 
	 

	Paliperidone
	<6 wk
	0
	0
	0
	0
	0
	0

	 
	6–16 wk
	0.24
	-0.24 – 0.72
	0.322
	0.24
	-0.25 – 0.74
	0.325

	 
	16–38 wk
	0.87
	0.36 – 1.38
	0.002
	0.87
	0.34 – 1.41
	0.002

	 
	>38 wk
	1.07
	0.59 – 1.55
	<0.001
	1.03
	0.49 – 1.58
	<0.001

	 
	 
	
	
	
	 
	 
	 

	Quetiapine
	<6 wk
	0
	0
	0
	0
	0
	0

	 
	6–16 wk
	-0.24
	-0.73 – 0.25
	0.327
	-0.24
	-0.73 – 0.25
	0.324

	 
	16–38 wk
	0.14
	-0.76 – 1.05
	0.751
	0.14
	-0.76 – 1.04
	0.752

	 
	>38 wk
	0.78
	-0.10 – 1.66
	0.082
	0.38
	-0.77 – 1.53
	0.509

	 
	 
	
	
	
	 
	 
	 

	Risperidone
	<6 wk
	0
	0
	0
	0
	0
	0

	 
	6–16 wk
	0.33
	-0.26 – 0.92
	0.361
	0.36
	-0.28 – 0.99
	0.261

	 
	16–38 wk
	0.58
	-0.18 – 1.34
	0.118
	0.62
	-0.18 – 1.42
	0.128

	 
	>38 wk
	0.90
	0.29 – 1.51
	0.005
	0.92
	0.26 – 1.58
	0.008

	 
	 
	
	
	
	 
	 
	 

	SGA
	6–16 wk
	0
	0
	0
	0
	0
	0

	 
	16–38 wk
	0.47
	-1.97 – 2.90
	0.586
	0.47
	-1.97 – 2.90
	0.586

	 
	>38 wk
	0.99
	-1.65 – 3.62
	0.319
	0.99
	-1.65 – 3.62
	0.319

	 
	 
	
	
	
	 
	 
	 

	Ziprasidone
	<6 wk
	0
	0
	0
	0
	0
	0

	 
	6–16 wk
	0.26
	-2.00 – 2.52
	0.778
	0.19
	-2.03 – 2.41
	0.837

	 
	16–38 wk
	-0.33
	-2.93 – 2.28
	0.759
	-0.40
	-2.98 – 2.17
	0.704

	 
	>38 wk
	0.07
	-2.77 – 2.92
	0.949
	 
	no data
	 

	 
	 
	
	
	
	 
	 
	 

	Placebo
	<6 wk
	0
	0
	0
	0
	0
	0

	 
	6–16 wk
	0.09
	-0.31 – 0.49
	0.644
	0.10
	-0.31 – 0.51
	0.628

	 
	16–38 wk
	1.14
	0.54 –1.74
	<0.001
	1.14
	0.54 –1.76
	<0.001

	 
	>38 wk
	0.85
	0.24 – 1.45
	0.007
	0.86
	0.24 – 1.47
	0.007

	 
	 
	
	
	
	 
	 
	 


* Period < 6 weeks was the reference period. 
§ Only outcomes that could be analyzed are noted here.
Significant p-values in bold.


[bookmark: _Toc101811694]Supplementary table 9.8: Sensitivity meta-analysis CRWL without studies with high Risk of Bias

	Antipsychotic
	Time (weeks)
	N studies
	n
	% CRWL
	95% CI
	I2
	Significance test Z
	p 

	Aripiprazole
	<6 wk
	1
	122
	4.9
	1.8 –10.4
	
	4.132
	<0.001

	Aripiprazole
	6–16 wk
	12
	1708
	8.8
	6.5 – 11.5
	68.52%
	12.097
	<0.001

	Aripiprazole
	16–38 wk
	7
	1326
	9.7
	6.1– 14.0
	82.90%
	8.273
	<0.001

	Aripiprazole
	>38 wk
	2
	157
	9.1
	4.8 – 14.4
	
	6.153
	<0.001

	Asenapine 
	<6 wk
	4
	599
	1.5
	0.6 – 2.7
	0.00%
	4.511
	<0.001

	Asenapine 
	16–38 wk
	3
	679
	5.8
	1.9 – 11.6
	
	4.100
	<0.001

	Asenapine 
	>38 wk
	1
	908
	5.0
	3.6 – 6.6
	
	12.602
	<0.001

	Lurasidone
	<6 wk
	5
	718
	1.4
	0.6 – 2.5
	
	4.874
	<0.001

	Lurasidone
	>38 wk
	1
	419
	12.6
	9.6 – 16.2
	
	13.950
	<0.001

	Olanzapine
	<6 wk
	5
	1985
	1.2
	0.2 – 2.6
	67.84%
	3.236
	0.001

	Olanzapine
	6–16 wk
	2
	274
	0.3
	0.0 – 1.5
	
	1.061
	0.289

	Olanzapine
	16–38 wk
	6
	1234
	4.8
	3.3 – 6.7
	47.66%
	9.559
	<0.001

	Olanzapine
	>38 wk
	4
	1135
	10.8
	4.1 – 20.0
	94.86%
	4.691
	<0.001

	Paliperidone
	<6 wk
	8
	855
	2.0
	1.1 – 3.1
	0.00%
	6.261
	<0.001

	Paliperidone
	6–16 wk
	2
	163
	1.8
	0.1 – 4.7
	
	2.515
	0.012

	Paliperidone
	16–38 wk
	2
	241
	4.9
	2.5 – 8.1
	
	5.803
	<0.001

	Paliperidone
	>38 wk
	2
	995
	5.7
	4.4 – 7.3
	
	13.961
	<0.001

	Quetiapine
	16–38 wk
	1
	175
	9.1
	5.3 – 14.4
	
	7.245
	<0.001

	Quetiapine
	>38 wk
	0
	
	
	
	
	
	

	Risperidone 
	<6 wk
	0
	
	
	
	
	
	

	Risperidone 
	6–16 wk
	3
	380
	1.4
	0.0 – 5.9
	
	1.423
	0.155

	Risperidone 
	>38 wk
	2
	449
	5.8
	3.8 – 8.2
	
	9.062
	<0.001

	Ziprasidone
	6–16 wk
	3
	361
	8.5
	5.7 – 11.6
	
	9.614
	<0.001

	Ziprasidone
	>38 wk
	1
	28
	28.6
	13.2 – 48.7
	
	5.109
	<0.001

	Placebo 
	<6 wk
	10
	1197
	2.3
	0.6 – 4.8
	80.86%
	3.509
	<0.001

	Placebo 
	6–16 wk
	6
	811
	5.3
	2.8 – 8.6
	69.34%
	6.119
	<0.001

	Placebo 
	16–38 wk
	4
	526
	11.1
	8.5 – 14.0
	
	13.549
	<0.001

	Placebo 
	>38 wk
	1
	133
	12.0
	7.0 – 18.8
	
	7.285
	<0.001

	
	
	
	
	
	
	
	
	


Time is in weeks. N= number of studies. n = number of patients included in the study. 
Differences with original analyses in bold.
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	Metaregression CRWL
	
	Sensitivity analysis without high RoB

	Antipsychotic
	Period
	B
	95% CI
	p 
	B
	95% CI
	p 

	Aripiprazole
	<6 wk
	0
	0
	0
	0
	0
	0

	
	6–16 wk
	0.64
	-0.74 – 2.01
	0.345
	0.64
	-0.74 – 2.01
	0.345

	
	16–38 wk
	0.80
	-0.61 – 2.20
	0.248
	0.80
	-0.61 – 2.20
	0.248

	
	>38 wk
	0.64
	-1.02 – 2.31
	0.427
	0.64
	-1.02 – 2.31
	0.427

	
	
	 
	 
	 
	
	
	

	Asenapine
	<6 wk
	0
	0
	0
	0
	0
	0

	
	16–38 wk
	1.29
	-0.08 –2.67
	0.061
	1.29
	-0.08 – 2.67
	0.061

	
	>38 wk
	1.12
	-0.60 – 2.84
	0.155
	1.12
	-0.60 – 2.84
	0.155

	
	
	 
	 
	 
	
	
	

	Lurasidone
	<6 wk
	0
	0
	0
	0
	0
	0

	
	>38 wk
	2.11
	1.17 – 3.04
	0.003
	2.11
	1.17 – 3.04
	0.003

	
	
	
	
	
	
	
	

	Olanzapine
	<6 wk
	0
	0
	0
	0
	0
	0

	
	6–16 wk
	0.37
	-1.76 – 2.50
	0.709
	0.37
	-1.76 – 2.50
	0.709

	
	16–38 wk
	1.05
	-0.00 – 2.10
	0.05
	1.05
	-0.00 – 2.10
	0.05

	
	>38 wk
	1.82
	0.73 –2.92
	0.004
	1.82
	0.73 – 2.92
	0.004

	
	
	 
	 
	 
	
	
	

	Paliperidone
	<6 wk
	0
	0
	0
	0
	0
	0

	
	6–16 wk
	-0.18
	-1.64 – 1.28
	0.786
	-0.18
	-1.64 – 1.28
	0.786

	
	16–38 wk
	0.67
	-0.28 – 1.63
	0.145
	0.67
	-0.28 – 1.63
	0.145

	
	>38 wk
	0.83
	0.09 – 1.57
	0.032
	0.83
	0.09 – 1.57
	0.032

	
	
	 
	 
	 
	
	
	

	Placebo
	<6 wk
	0
	0
	0
	0
	0
	0

	
	6–16 wk
	0.30
	-0.50 – 1.11
	0.435
	0.27
	-0.57 – 1.11
	0.512

	
	16–38 wk
	1.14
	0.29 – 1.98
	0.011
	1.10
	0.22 – 1.99
	0.018

	
	>38 wk
	1.17
	-0.21 – 2.55
	0.092
	1.13
	-0.29 –2.56
	0.110

	
	
	 
	 
	 
	
	
	


* Period < 6 weeks was the reference period. 
§ Only outcomes that could be analyzed are noted here.
Significant p-values in bold.
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[bookmark: _Toc101811699]Supplementary file 10.3: CRWG Egger tests coefficient and p-value and added studies by trim-and-fill procedure

	 
	Duration
	Egger test CRWG
	Trim & fill1
	pooled estimate (95% CI)2
	pooled estimate t&f (95% CI)3

	Amisulpride
	<6 weeks
	 
	 
	
	 

	 
	6-16 weeks
	-1.32 p=0.364
	0
	
	 

	 
	16-38 weeks
	 
	0
	
	 

	 
	>38 weeks
	 
	 
	
	 

	Aripiprazole
	<6 weeks
	-2.90 p<0.001
	0
	
	 

	 
	6-16 weeks
	-6.27 p<0.001
	0
	
	 

	 
	16-38 weeks
	-4.08 p=0.004
	0
	
	 

	 
	>38 weeks
	-3.74 p=0.070
	0
	
	 

	Asenapine
	<6 weeks
	-2.43 p<0.001
	0
	
	 

	 
	6-16 weeks
	 
	 
	
	 

	 
	16-38 weeks
	0.61 p=0.718
	0
	
	 

	 
	>38 weeks
	 
	1
	0.164 
(0.142 - 0.188)
	0.176 
(0.056 - 0.558)

	Blonanserin
	<6 weeks
	
	0
	
	

	
	6-16 weeks
	
	0
	
	

	
	16-38 weeks
	
	0
	
	

	
	>38 weeks
	
	
	
	

	Brexpiprazole
	<6 weeks
	-4.85 p<0.001
	0
	
	 

	 
	6-16 weeks
	-2.27 p=0.238
	0
	
	 

	 
	16-38 weeks
	 
	 
	
	 

	 
	>38 weeks
	 
	0
	
	 

	Cariprazine
	<6 weeks
	-5.72 p<0.001
	0
	
	 

	 
	6-16 weeks
	-3.02 p=0.177
	0
	
	 

	 
	16-38 weeks
	 
	0
	
	 

	 
	>38 weeks
	 
	 
	
	 

	Chlorpromazine
	<6 weeks
	 
	1
	0.195 
(0.132 - 0.267)
	0.220 
(0.152 - 0.317)

	 
	6-16 weeks
	 
	0
	
	 

	 
	16-38 weeks
	 
	 
	
	 

	 
	>38 weeks
	 
	 
	
	 

	Clozapine
	<6 weeks
	 
	0
	
	 

	 
	6-16 weeks
	 
	0
	
	 

	 
	16-38 weeks
	 
	1
	0.470 
(0.366 - 0.575)
	-

	 
	>38 weeks
	 
	1
	0.763 
(0.662 - 0.852)
	-

	FGA
	<6 weeks
	 
	0
	
	 

	 
	6-16 weeks
	 
	0
	
	 

	 
	16-38 weeks
	 
	0
	
	 

	 
	>38 weeks
	-1.60 p=0.542
	0
	
	 

	Haloperidol
	<6 weeks
	0.04 p=0.971
	0
	
	 

	 
	6-16 weeks
	-5.15 p=0.114
	0
	
	 

	 
	16-38 weeks
	 
	 
	
	 

	 
	>38 weeks
	0.29 p=0.978
	0
	
	 

	Iloperidone
	<6 weeks
	 
	0
	
	 

	 
	6-16 weeks
	 
	0
	
	 

	 
	16-38 weeks
	 
	 
	
	 

	 
	>38 weeks
	 
	 
	
	 

	Lurasidone
	<6 weeks
	-3.79 p<0.001
	0
	
	 

	 
	6-16 weeks
	 
	 
	
	 

	 
	16-38 weeks
	 
	 
	
	 

	 
	>38 weeks
	 
	0
	
	 

	Olanzapine
	<6 weeks
	-0.10 p=0.921
	0
	
	 

	 
	6-16 weeks
	-1.98 p=0.240
	0
	
	 

	 
	16-38 weeks
	-3.08 p=0.171
	0
	
	 

	 
	>38 weeks
	-0.11 p=0.974
	0
	
	 

	Paliperidone
	<6 weeks
	-4.69 p<0.001
	0
	
	 

	 
	6-16 weeks
	-1.34 p=0.204
	0
	
	 

	 
	16-38 weeks
	-9.33 p=0.077
	0
	
	 

	 
	>38 weeks
	-0.57 p=0.898
	0
	
	 

	Quetiapine
	<6 weeks
	-6.28 p<0.001
	0
	
	 

	 
	6-16 weeks
	-3.47 p=0.003
	0
	
	 

	 
	16-38 weeks
	-0.30 p=0.849
	0
	
	 

	 
	>38 weeks
	1.23 p=0.690
	0
	
	 

	Risperidone
	<6 weeks
	-2.99 p=0.006
	0
	
	 

	 
	6-16 weeks
	-3.63 p=0.010
	0
	
	 

	 
	16-38 weeks
	-1.84 p=0.395
	0
	
	 

	 
	>38 weeks
	2.51 p=0.466
	1
	0.230 
(0.175 - 0.289)
	0.281 
(0.201 - 0.392)

	Sertindole
	<6 weeks
	 
	 
	 
	 

	 
	6-16 weeks
	 
	0
	 
	 

	 
	16-38 weeks
	 
	 
	 
	 

	 
	>38 weeks
	 
	0
	 
	 

	SGA
	<6 weeks
	 
	 
	
	 

	 
	6-16 weeks
	 
	0
	
	 

	 
	16-38 weeks
	7.72 p=0.766
	0
	
	 

	 
	>38 weeks
	 
	1
	0.371 
(0.289 - 0.456)
	0.520 
(0.283 - 0.954)

	Ziprasidone
	<6 weeks
	 
	0
	
	 

	 
	6-16 weeks
	-2.94 p=0.405
	0
	
	 

	 
	16-38 weeks
	 
	1
	0.028 
(0.019 - 0.038)
	0.028 
(0.006 - 0.129)

	 
	>38 weeks
	 
	0
	
	 

	Placebo
	<6 weeks
	-2.76 p<0.001
	0
	
	 

	 
	6-16 weeks
	-4.19 p<0.001
	0
	
	 

	 
	16-38 weeks
	-6.64 p=0.001
	0
	
	 

	 
	>38 weeks
	-5.81 p=0.017
	0
	 
	 


1 added studies using trim and fill 2 pooled estimate from metaprop analysis 3 pooled estimate from trim-and-fill analysis



[bookmark: _Toc101811700]Supplementary file 10.4: CRWL Egger tests coefficient and p-value and added studies by trim-and-fill procedure

	 
	Duration
	Egger test CRWL
	Trim & fill1
	pooled estimate (95% CI)2
	pooled estimate t&f (95% CI)3

	Aripiprazole
	<6 weeks
	 
	0
	
	 

	 
	6-16 weeks
	-5.56 p=0.008
	2
	0.088 
(0.065 - 0.115)
	0.089 
(0.068 - 0.117)

	 
	16-38 weeks
	-4.20 p=0.007
	0
	
	 

	 
	>38 weeks
	 
	0
	
	 

	Asenapine
	<6 weeks
	-1.21 p=0.230
	1
	0.015 
(0.006 - 0.027)
	0.017 
(0.010 - 0.030)

	 
	6-16 weeks
	 
	 
	
	 

	 
	16-38 weeks
	-7.38 p=0.130
	0
	
	 

	 
	>38 weeks
	 
	0
	
	 

	Lurasidone
	<6 weeks
	-3.62 p=0.017
	0
	
	 

	 
	6-16 weeks
	 
	 
	
	 

	 
	16-38 weeks
	 
	 
	
	 

	 
	>38 weeks
	 
	0
	
	 

	Olanzapine
	<6 weeks
	-1.13 p=0.075
	0
	
	 

	 
	6-16 weeks
	 
	0
	
	 

	 
	16-38 weeks
	-5.57 p=0.175
	0
	
	 

	 
	>38 weeks
	-13.80 p=0.004
	0
	
	 

	Paliperidone
	<6 weeks
	-6.50 p=0.013
	0
	
	 

	 
	6-16 weeks
	 
	0
	
	 

	 
	16-38 weeks
	 
	0
	
	 

	 
	>38 weeks
	 
	0
	
	 

	Quetiapine
	<6 weeks
	 
	 
	
	 

	 
	6-16 weeks
	 
	 
	
	 

	 
	16-38 weeks
	 
	0
	
	 

	 
	>38 weeks
	 
	0
	
	 

	Risperidone
	<6 weeks
	 
	 
	
	 

	 
	6-16 weeks
	 
	1
	0.014 
(0.000 - 0.059)
	0.025 
(0.012 - 0.051)

	 
	16-38 weeks
	 
	 
	
	 

	 
	>38 weeks
	 
	0
	
	 

	Ziprasidone
	<6 weeks
	 
	 
	
	 

	 
	6-16 weeks
	-1.66 p=0.504
	0
	
	 

	 
	16-38 weeks
	 
	 
	
	 

	 
	>38 weeks
	 
	0
	
	 

	Placebo
	<6 weeks
	-3.86 p<0.001
	0
	
	 

	 
	6-16 weeks
	-5.23 p=0.011
	0
	
	 

	 
	16-38 weeks
	4.79 p=0.477
	1
	0.111 
(0.085 - 0.140)
	0.131 
(0.099 - 0.173)

	 
	>38 weeks
	 
	0
	 
	 


1 added studies using trim and fill 2 pooled estimate from metaprop analysis 3 pooled estimate from trim-and-fill analysis
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[bookmark: _Toc101811703]Supplementary table 11.2: Risk of Bias assessment for the individual studies

	Study
	 Random sequence generation 
	 Allocation concealment 
	 Blinding of participants and personnel 
	 Blinding of outcome assessment 
	 Incomplete outcome data addressed 
	 Selective reporting 

	Adams 2013 BMC Psychiatry
	+
	?
	+
	+
	+
	+

	Adams 2014 Schizophr Res Treatment
	+
	?
	+
	+
	+
	+

	Addington 2004 J Clin Psychiatry
	+
	?
	+
	+
	+
	+

	Alphs 2015 J Clin Psychiatry
	+
	+
	+
	+
	+
	+

	Alvarez 2012 Eur J Psychiatry
	+
	?
	+
	+
	+
	+

	Arvanitis 1997 Biol Psychiatry
	?
	?
	+
	+
	+
	+

	Ascher-Svanum 2005 BMC Psychiatry
	+
	?
	+
	+
	+
	 

	Bauer 2013 J Affect Disord
	+
	+
	+
	+
	+
	+

	Berwaerts 2012a J Affect Disord
	+
	+
	+
	+
	+
	+

	Berwaerts 2012b J Affect Disord
	+
	+
	+
	+
	+
	+

	Berwaerts 2015 JAMA Psychiatry
	+
	+
	+
	+
	+
	+

	Borison 1996 J Clin Psychopharmacol
	?
	?
	+
	+
	+
	+

	Bortnick 2011 J Affect Disord
	+
	?
	+
	+
	+
	+

	Buchanan 2012 J Clin Psychopharmacol
	?
	?
	+
	+
	+
	+

	Bushe 2010 J Pyschopharmacol
	+
	+
	+
	+
	+
	 

	Calabrese 2005 Am J Psychiatry
	+
	+
	+
	+
	+
	+

	Calabrese 2017 J Clin Psychiatry
	+
	+
	+
	+
	+
	+

	Cantillon 2017 Schizophr Res
	+
	?
	+
	+
	+
	+

	Canuso 2010 J Clin Psychiatry
	+
	?
	+
	+
	+
	+

	Canuso 2010 J Clin Psychopharmacol
	+
	+
	+
	+
	+
	+

	Casey 2003 Psychopharmacology
	+
	+
	+
	+
	+
	+

	Casey 2008 Psychopharmacology
	+
	?
	+
	+
	+
	-

	Chan 2007 J Clin Psychiatry
	+
	+
	+
	+
	+
	+

	Chan 2010 J Psychopharmacology
	+
	?
	+
	+
	+
	+

	Chen 2010 BMJ
	+
	+
	+
	+
	+
	+

	Chen 2012 J Pyschopharmacol
	+
	+
	+
	+
	+
	+

	Chen 2012 Pharmacopsychiatry
	+
	+
	+
	+
	+
	+

	Cheng 2019 J Psychopharmacol
	+
	+
	+
	+
	+
	+

	Chengappa 2010 Act Neuropsychiatr
	?
	?
	+
	+
	+
	+

	Chrzanowski 2006 Psychopharmacology
	?
	?
	+
	+
	+
	+

	Citrome 2012 Int Clin Psychopharmacol
	+
	?
	+
	+
	+
	+

	Conley 2001 Am J Psychiatry
	?
	?
	+
	+
	+
	+

	Coppola 2011 Psychopharmacol Bull
	+
	+
	+
	+
	?
	+

	Correll 2015 Am J Psychiatry
	+
	?
	+
	+
	+
	+

	Correll 2020 Am J Psychiatry
	+
	?
	+
	+
	+
	+

	Correll 2020 JAMA Psychiatry
	+
	+
	+
	+
	+
	+

	Cutler 2008 J Clin Psychopharmacol
	+
	+
	+
	+
	-
	+

	Cutler 2009 J Clin Psychiatry
	+
	+
	+
	+
	+
	+

	Cutler 2011 Clin Ther
	+
	+
	+
	+
	+
	+

	Cutler 2011 Psychopharmacol Bull
	?
	?
	+
	+
	+
	+

	Davidson 2007 Schizophr Res
	?
	+
	+
	+
	+
	+

	De Deyn 2005 J Clin Psychopharmacol
	?
	?
	+
	+
	?
	+

	De Hert 2011 Eur Arch Psychiatry Clin Neurosci
	?
	?
	+
	+
	+
	+

	Deberdt 2005 Am J Geriatr Psychiatry
	+
	?
	+
	+
	+
	+

	Detke 2014 J Clin Psychopharmacol
	?
	?
	+
	+
	+
	+

	Dossenbach 2007 J Clin Psychopharmacol
	?
	?
	+
	+
	+
	+

	Dubovsky 2012 Int J Geriatr Psychiatry
	?
	?
	+
	+
	+
	+

	Durgam 2014 Schizophr Res
	+
	?
	+
	+
	+
	+

	Durgam 2015 Bipolar Disord
	+
	?
	+
	+
	+
	+

	Durgam 2015 J Clin Psychiatry
	+
	?
	+
	+
	+
	+

	Durgam 2016 Am J Psychiatry
	+
	+
	+
	+
	+
	+

	Durgam 2016 Schizophr Res
	+
	+
	+
	+
	+
	+

	Durgam 2017 Neuropsychiatr Dis Treat
	+
	+
	+
	+
	+
	+

	Earley 2019 Bipolar Disord
	+
	+
	+
	+
	+
	+

	Fleischhacker 2009 Biol Psychiatry
	+
	+
	+
	+
	+
	+

	Fleischhacker 2012 Int J Neuropsychopharmacol
	+
	+
	+
	+
	+
	+

	Fleischhacker 2014 Br J Psychiatry
	+
	+
	+
	+
	+
	+

	Fleischhacker 2017 Int J Neuropsychopharmacol
	+
	+
	+
	+
	+
	+

	Fu 2015 J Clin Psychiatry
	+
	?
	+
	+
	+
	+

	Garcia 2009 CNS Drugs
	+
	+
	+
	+
	+
	?

	Gopal 2010 Int Clin Psychopharmacol
	+
	+
	+
	+
	?
	?

	Green 2006 Schizophr Res
	?
	?
	+
	+
	+
	+

	Grootens 2011 Schizophr Bull
	+
	?
	+
	+
	+
	+

	Grossberg 2020 Am J Geriatr Psychiatry
	+
	+
	+
	+
	+
	+

	Higuchi 2019a Asia Pac Psychiatry
	+
	+
	+
	+
	+
	+

	Higuchi 2019b Asia Pac Psychiatry
	+
	?
	+
	+
	?
	?

	Hill 2011 BMC Psychiatry
	+
	?
	+
	+
	+
	+

	Hobart 2018 Curr Med Res Opin
	+
	+
	+
	+
	+
	+

	Hobart 2018 J Clin Psychiatry
	+
	+
	+
	+
	+
	+

	Honer 2012 J Clin Psychiatry
	+
	+
	+
	+
	+
	+

	Hough 2010 Schizophr Res
	+
	+
	+
	+
	+
	+

	Ishigooka 2018 Psychiatry Clin Neurosci
	+
	+
	+
	+
	+
	+

	Iyo 2021 Psychiatry Clin Neurosci
	+
	+
	+
	+
	+
	+

	Jeste 2003 Am J Geriatr Psychiatry
	?
	?
	+
	+
	+
	+

	Jindal 2013 Int J Psychiatry
	+
	?
	+
	+
	-
	+

	Kamijima 2013 J Affect Disord
	+
	?
	+
	+
	+
	+

	Kanba 2014 World J Biol Psychiatry
	?
	?
	+
	+
	+
	+

	Kane 2002 J Clin Psychiatry
	?
	?
	+
	+
	+
	+

	Kane 2006 Int Clin Psychopharmacol
	?
	?
	+
	+
	+
	+

	Kane 2007 Schizophr Res
	?
	?
	+
	+
	+
	+

	Kane 2009 Appl Health Econ Health Policy
	+
	?
	+
	+
	+
	?

	Kane 2009 J Clin Psychiatry
	?
	?
	+
	+
	+
	+

	Kane 2010 J Clin Pyschopharmacol
	?
	?
	+
	+
	+
	+

	Kane 2011a J Clin Psychiatry
	?
	?
	+
	+
	+
	+

	Kane 2011b J Clin Psychiatry
	+
	?
	+
	+
	+
	?

	Kane 2012 J Clin Psychiatry
	+
	?
	+
	+
	+
	+

	Kane 2014 J Clin Psychiatry
	+
	+
	+
	+
	+
	+

	Kane 2015 J Clin Psychopharmacol
	+
	?
	+
	+
	+
	+

	Kane 2015 Schizophr Res
	+
	+
	+
	+
	+
	+

	Karagianis 2009 Schizophr Res
	+
	?
	+
	+
	+
	+

	Katagiri 2012 J Affect Disord
	?
	?
	+
	+
	+
	+

	Katila 2013 Am J Geriatr Psychiatry
	+
	+
	+
	+
	+
	+

	Kato 2020 Psychiatry Clin Neurosci
	+
	+
	+
	+
	+
	+

	Keck 2003 Am J Psychiatry
	?
	?
	+
	+
	+
	+

	Keck 2006 J Clin Psychiatry
	?
	?
	+
	+
	?
	+

	Keck 2007 J Clin Psychiatry
	+
	?
	+
	+
	+
	+

	Keks 2007 Br J Psychiatry
	+
	+
	+
	+
	?
	+

	Kerwin 2007 Eur Psychiatry
	+
	?
	+
	+
	+
	+

	Ketter 2017 J Affect Disord
	+
	+
	+
	+
	+
	+

	Kim 2007 Prog Neuropsychopharmacol Biol Psychiatry
	?
	?
	+
	+
	+
	+

	Kim 2012 Int Clin Psychopharmacol
	?
	?
	+
	+
	+
	+

	Kinon 2006 J Clin Psychopharmacol
	?
	?
	+
	+
	?
	+

	Kinon 2008 J Clin Psychopharmacol
	+
	?
	+
	+
	+
	+

	Kinon 2011 J Clin Psychopharmacol
	+
	?
	+
	+
	+
	+

	Kinoshita 2016 Pyschopharmacology
	+
	+
	+
	+
	+
	+

	Kishi 2016 Neuropsych Dis Treat
	+
	+
	+
	+
	+
	+

	Krakowski 2009 Schizophr Res
	?
	?
	+
	+
	+
	+

	Kramer 2007 J Clin Psychopharmacol
	+
	+
	+
	+
	+
	+

	Kramer 2010 Int J Neuropsychopharmacol
	+
	+
	+
	+
	+
	+

	Landbloom 2016 J Affect Disord
	+
	+
	+
	+
	+
	+

	Landbloom 2017 CNS Spectr
	+
	+
	+
	+
	+
	+

	Langosch 2008 J Clin Psychopharmacol
	+
	-
	+
	+
	?
	+

	Lauriello 2008 J Clin Psychiatry
	+
	?
	+
	+
	+
	+

	Li 2014 Schizophr Res
	?
	+
	+
	+
	?
	?

	Li 2015 J Psychiatr Res 
	+
	+
	+
	+
	+
	+

	Li 2016 Psychopharmacology
	+
	+
	+
	+
	+
	+

	Lieberman 2003 Am J Psychiatry
	?
	?
	+
	+
	+
	+

	Lieberman 2005 N Engl J Med
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[bookmark: _Toc101811704]Supplementary table 11.3: Certainty of evidence assessment (GRADE)

	№ of studies
	GRADE Certainty assessment
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	

	
	
	
	
	
	
	
	

	Clinically relevant weight gain associated with antipsychotic use (follow-up: range < 6 weeks to > 38 weeks; assessed with: % of patients with CRWG; meta-regression)

	200
	randomised trials
	not serious
	seriousa
	not serious
	not serious
	publication bias strongly suspected
strong associationb,c
	⨁⨁⨁◯
Moderate

	Clinically relevant weight loss associated with antipsychotic use (follow-up: range < 6 weeks to > 38 weeks; assessed with: % of patients with CRWL; meta-regression)

	45
	randomised trials
	not serious
	seriousd
	not serious
	not serious
	publication bias strongly suspectedc
	⨁⨁◯◯
Low

	Clinically relevant weight gain in antipsychotic naive patients versus switch patients (follow-up: range < 6 weeks to > 38 weeks; assessed with: meta-regression)

	200
	randomised trials
	not serious
	seriousa
	not serious
	not serious
	publication bias strongly suspected
strong associationc,e
	⨁⨁⨁◯
Moderate

	Clinically relevant weight gain and association with diagnosis (follow-up: range < 6 weeks to > 38 weeks; assessed with: meta-regression)

	200
	randomised trials
	not serious
	seriousa
	not serious
	not serious
	publication bias strongly suspectedc
	⨁⨁◯◯
Low




Explanations
a. The I-square of the included studies ranged from 0.0% to 94.16%, indicating no heterogeneity to strong heterogeneity.
b. The proportion CRWG was significant in all AP and in placebo and varied between 1.7% (blonanserin <6 weeks) 1.9% (brexpiprazole 6-16 weeks) and 2.0% (placebo <6 week) on the one hand and 47% (clozapine 16-38 weeks), 49% (FGA > 38 weeks), 76% (clozapine > 38 weeks) on the other.
c. Funnel plots and Egger tests showed some evidence of publication bias, specifically for AP with fewer studies. Pooled estimate and p-value of trim-and-fill analyses were similar to the original analyses. 
d. The I-square of the included studies ranged from 0.0% to 94.86% indicating little to strong heterogeneity.
e. AP-naive patients using aripiprazole, olanzapine and quetiapine showed significantly more CRWG than switch patients. 


Reference
GRADEpro GDT: GRADEpro Guideline Development Tool [Software]. McMaster University and Evidence Prime, 2021. Available from gradepro.org.

Risk of Bias assessment of individual domains

High risk of bias	Selective reporting 	Incomplete outcome data addressed 	Blinding of outcome assessment 	Blinding of participants and personnel 	Allocation concealment 	Random sequence generation 	1	2	0	0	2	0	Unclear risk of bias	Selective reporting 	Incomplete outcome data addressed 	Blinding of outcome assessment 	Blinding of participants and personnel 	Allocation concealment 	Random sequence generation 	13	22	0	0	105	53	Low risk of bias	Selective reporting 	Incomplete outcome data addressed 	Blinding of outcome assessment 	Blinding of participants and personnel 	Allocation concealment 	Random sequence generation 	188	178	202	202	95	149	
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Overall  (I^2 = 78.514%, p = 0.000);



Yang 2010 Clin Neuropharmacol



Garcia 2009 CNS Drugs



6-16 weeks



Garcia 2009 CNS Drugs



<= 6 weeks



Subtotal  (I^2 = .%, p = .)



Subtotal  (I^2 = .%, p = .)



Study



Li 2015 J Psychiatr Res



Garcia 2009 CNS Drugs



16-38 weeks



Kishi 2016 Neuropsych Dis Treat



0.052 (0.012, 0.113)



0.043 (0.012, 0.108)



0.031 (0.004, 0.108)



0.000 (0.000, 0.062)



0.094 (0.058, 0.137)



0.017 (0.000, 0.050)



ES (95% CI)



0.141 (0.086, 0.213)



0.033 (0.004, 0.113)



0.182 (0.052, 0.403)



100.00



18.28



17.04



16.65



37.46



50.54



Weight



19.18



%



16.85



12.00



0.052 (0.012, 0.113)



0.043 (0.012, 0.108)



0.031 (0.004, 0.108)



0.000 (0.000, 0.062)



0.094 (0.058, 0.137)



0.017 (0.000, 0.050)



ES (95% CI)



0.141 (0.086, 0.213)



0.033 (0.004, 0.113)



0.182 (0.052, 0.403)



100.00



18.28



17.04



16.65



37.46



50.54



Weight



19.18



%



16.85



12.00



  -.5 0 .5 1



Blonanserin
>7% weight gain
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Heterogeneity between groups: p = 0.000
Overall  (I^2 = 71.964%, p = 0.000);



Ishigooka 2018 Psychiatry Clin Neurosci



Kane 2015 Schizophr Res



Grossberg 2020 Am J Geriatr Psychiatry



<= 6 weeks



Grossberg 2020 Am J Geriatr Psychiatry



Subtotal  (I^2 = .%, p = .)



Subtotal  (I^2 = 60.201%, p = 0.007)



Grossberg 2020 Am J Geriatr Psychiatry



Fleischhacker 2017 Int J Neuropsychopharmacol



6-16 weeks



Kane 2015 Schizophr Res



>38 weeks



Hobart 2018 J Clin Psychiatry



Kane 2015 Schizophr Res



Study



Hobart 2018 Curr Med Res Opin



Ishigooka 2018 Psychiatry Clin Neurosci



Correll 2015 Am J Psychiatry
Correll 2015 Am J Psychiatry



Ishigooka 2018 Psychiatry Clin Neurosci



0.056 (0.039, 0.076)



0.043 (0.014, 0.099)



0.100 (0.053, 0.168)



0.019 (0.004, 0.055)
0.015 (0.002, 0.053)



0.019 (0.007, 0.034)



0.072 (0.052, 0.094)



0.021 (0.004, 0.061)



0.053 (0.029, 0.087)



0.124 (0.080, 0.180)



0.042 (0.018, 0.080)



0.114 (0.072, 0.169)



ES (95% CI)



0.056 (0.028, 0.098)



0.027 (0.006, 0.076)



0.089 (0.052, 0.140)
0.088 (0.051, 0.139)



0.052 (0.019, 0.110)



100.00



6.49



6.58



7.16
6.81



20.89



71.01



6.92



8.10



7.49



%



7.55



7.47



Weight



7.60



6.44



7.43
7.45



6.49



0.056 (0.039, 0.076)



0.043 (0.014, 0.099)



0.100 (0.053, 0.168)



0.019 (0.004, 0.055)
0.015 (0.002, 0.053)



0.019 (0.007, 0.034)



0.072 (0.052, 0.094)



0.021 (0.004, 0.061)



0.053 (0.029, 0.087)



0.124 (0.080, 0.180)



0.042 (0.018, 0.080)



0.114 (0.072, 0.169)



ES (95% CI)



0.056 (0.028, 0.098)



0.027 (0.006, 0.076)



0.089 (0.052, 0.140)
0.088 (0.051, 0.139)



0.052 (0.019, 0.110)



100.00



6.49



6.58



7.16
6.81



20.89



71.01



6.92



8.10



7.49



%



7.55



7.47



Weight



7.60



6.44



7.43
7.45



6.49



  -.2 0 .2 .4



Brexpiprazole
>7% weight gain
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Heterogeneity between groups: p = 0.000
Overall  (I^2 = 78.706%, p = 0.000);



Durgam 2015 J Clin Psychiatry



Durgam 2014 Schizophr Res



Subtotal  (I^2 = 69.718%, p = 0.000)



Study



Yatham 2020 Int Clin Psychopharmacol



Sachs 2015 J Affect Disord



<= 6 weeks



Durgam 2014 Schizophr Res



Subtotal  (I^2 = 12.379%, p = 0.335)



Earley 2019 Bipolar Disord



Durgam 2015 J Clin Psychiatry



Yatham 2020 Int Clin Psychopharmacol



Durgam 2015 Bipolar Disord



Durgam 2016 Am J Psychiatry
Durgam 2016 Am J Psychiatry



Durgam 2016 Am J Psychiatry



Kane 2015 J Clin Psychopharmacol



16-38 weeks



Kane 2015 J Clin Psychopharmacol



Durgam 2014 Schizophr Res



Earley 2019 Bipolar Disord



Durgam 2016 Schizophr Res



6-16 weeks



0.060 (0.040, 0.083)



0.051 (0.022, 0.098)



0.048 (0.019, 0.096)



0.053 (0.034, 0.075)



ES (95% CI)



0.067 (0.022, 0.149)



0.019 (0.004, 0.054)



0.090 (0.049, 0.148)



0.048 (0.030, 0.069)



0.019 (0.004, 0.054)



0.058 (0.027, 0.107)



0.053 (0.015, 0.131)



0.025 (0.005, 0.073)



0.021 (0.004, 0.061)
0.068 (0.033, 0.122)



0.048 (0.019, 0.096)



0.108 (0.063, 0.170)
0.079 (0.042, 0.135)



0.110 (0.064, 0.172)



0.024 (0.007, 0.060)



0.267 (0.184, 0.365)



100.00



6.10



6.02



66.40



Weight



5.05



6.10



6.00



28.09



6.10



%



6.08



5.05



5.74



5.97
6.01



6.01



6.03
6.05



6.01



6.17



5.52



0.060 (0.040, 0.083)



0.051 (0.022, 0.098)



0.048 (0.019, 0.096)



0.053 (0.034, 0.075)



ES (95% CI)



0.067 (0.022, 0.149)



0.019 (0.004, 0.054)



0.090 (0.049, 0.148)



0.048 (0.030, 0.069)



0.019 (0.004, 0.054)



0.058 (0.027, 0.107)



0.053 (0.015, 0.131)



0.025 (0.005, 0.073)



0.021 (0.004, 0.061)
0.068 (0.033, 0.122)



0.048 (0.019, 0.096)



0.108 (0.063, 0.170)
0.079 (0.042, 0.135)



0.110 (0.064, 0.172)



0.024 (0.007, 0.060)



0.267 (0.184, 0.365)



100.00



6.10



6.02



66.40



Weight



5.05



6.10



6.00



28.09



6.10



%



6.08



5.05



5.74



5.97
6.01



6.01



6.03
6.05



6.01



6.17



5.52



  -.5 0 .5 1



Cariprazine
>7% weight gain
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Heterogeneity between groups: p = 0.158



Overall  (I^2 = .%, p = .);



Study



Kane 2006 Int Clin Psychopharmacol



<= 6 weeks



6-16 weeks



Subtotal  (I^2 = .%, p = .)



Peuskens 1997 Acta Pchychiatr Scand



Dossenbach 2007 J Clin Psychopharmacol



0.167 (0.117, 0.223)



ES (95% CI)



0.136 (0.086, 0.201)



0.195 (0.132, 0.267)



0.180 (0.110, 0.269)



0.243 (0.118, 0.412)



100.00



Weight



47.65



52.35



35.91



16.44



%



0.167 (0.117, 0.223)



ES (95% CI)



0.136 (0.086, 0.201)



0.195 (0.132, 0.267)



0.180 (0.110, 0.269)



0.243 (0.118, 0.412)



100.00



Weight



47.65



52.35



35.91



16.44



%



  -.5 0 .5 1



Chlorpromazine
>7% weight gain
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Heterogeneity between groups: p = 0.000
Overall  (I^2 = 92.532%, p = 0.000);



Study



Subtotal  (I^2 = .%, p = .)



Subtotal  (I^2 = .%, p = .)



Meltzer 2010 Psychiatry Res



16-38 weeks



Subtotal  (I^2 = .%, p = .)



Meltzer 2010 Psychiatry Res



McEvoy 2006 Am J Psychiatry



Meltzer 2010 Psychiatry Res



Meltzer 2010 Psychiatry Res



6-16 weeks
Krakowski 2009 Schizophr Res



>38 weeks



Naber 2005 Acta Psychiatr Scand



<= 6 weeks



0.506 (0.300, 0.710)



ES (95% CI)



0.470 (0.366, 0.575)



0.400 (0.301, 0.504)



0.800 (0.644, 0.909)



0.763 (0.662, 0.852)



0.725 (0.561, 0.854)



0.204 (0.102, 0.343)



0.275 (0.146, 0.439)



0.800 (0.644, 0.909)



0.206 (0.087, 0.379)
0.526 (0.390, 0.660)



100.00



Weight



28.68



28.62



14.23



28.47



14.23



14.44



14.23



14.23



14.04
14.58



%



0.506 (0.300, 0.710)



ES (95% CI)



0.470 (0.366, 0.575)



0.400 (0.301, 0.504)



0.800 (0.644, 0.909)



0.763 (0.662, 0.852)



0.725 (0.561, 0.854)



0.204 (0.102, 0.343)



0.275 (0.146, 0.439)



0.800 (0.644, 0.909)



0.206 (0.087, 0.379)
0.526 (0.390, 0.660)



100.00



Weight



28.68



28.62



14.23



28.47



14.23



14.44



14.23



14.23



14.04
14.58



%



  -1 0 1 2



Clozapine
>7% weight gain
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Heterogeneity between groups: p = 0.000
Overall  (I^2 = 89.911%, p = 0.000);



Peluso 2013 Schizophr Res



6-16 weeks



Meltzer 2010 Psychiatry Res



Meltzer 2010 Psychiatry Res



Peluso 2013 Schizophr Res



Meltzer 2010 Psychiatry Res



Subtotal  (I^2 = .%, p = .)



Meltzer 2010 Psychiatry Res



Subtotal  (I^2 = .%, p = .)



16-38 weeks



Chen 2012 Pharmacopsychiatry



>38 weeks



Subtotal  (I^2 = .%, p = .)
Peluso 2013 Schizophr Res



<= 6 weeks



Study



0.274 (0.159, 0.406)



0.364 (0.278, 0.458)



0.067 (0.014, 0.183)



0.511 (0.358, 0.663)



0.508 (0.415, 0.602)



0.222 (0.112, 0.371)



0.323 (0.253, 0.398)



0.422 (0.277, 0.578)



0.490 (0.422, 0.559)



0.000 (0.000, 0.206)



0.176 (0.113, 0.248)
0.220 (0.149, 0.306)



ES (95% CI)



100.00



13.54



12.37



12.37



13.54



12.37



25.90



12.37



38.27



9.92



23.46
13.54



%
Weight



0.274 (0.159, 0.406)



0.364 (0.278, 0.458)



0.067 (0.014, 0.183)



0.511 (0.358, 0.663)



0.508 (0.415, 0.602)



0.222 (0.112, 0.371)



0.323 (0.253, 0.398)



0.422 (0.277, 0.578)



0.490 (0.422, 0.559)



0.000 (0.000, 0.206)



0.176 (0.113, 0.248)
0.220 (0.149, 0.306)



ES (95% CI)



100.00



13.54



12.37



12.37



13.54



12.37



25.90



12.37



38.27



9.92



23.46
13.54



%
Weight



  -1 -.5 0 .5 1 1.5



FGA
>7% weight gain
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Heterogeneity between groups: p = 0.008
Overall  (I^2 = 92.645%, p = 0.000);



Katagiri 2012 J Affect Disord



McIntyre 2005 Eur Neuropsychopharmacol



Kane 2010 J Clin Pyschopharmacol



Subtotal  (I^2 = .%, p = .)



6-16 weeks
Krakowski 2009 Schizophr Res



Tohen 2003a Arch Gen Psychiatry
Young 2009 Br J Psychiatry
Subtotal  (I^2 = 86.829%, p = 0.000)



Green 2006 Schizophr Res
Kane 2009 Appl Health Econ Health Policy



Potkin 2015 TPP



Arvanitis 1997 Biol Psychiatry



Subtotal  (I^2 = 18.351%, p = 0.285)
Young 2009 Br J Psychiatry



Garcia 2009 CNS Drugs



<= 6 weeks



Lieberman 2003 Am J Psychiatry



Schreiner 2015 Schizophr Res



Ascher-Svanum 2005 BMC Psychiatry



Study



>38 weeks



Kane 2002 J Clin Psychiatry



0.084 (0.043, 0.135)



0.050 (0.001, 0.249)



0.051 (0.017, 0.115)



0.043 (0.014, 0.099)



0.228 (0.078, 0.425)



0.000 (0.000, 0.123)



0.160 (0.114, 0.215)
0.063 (0.024, 0.132)
0.091 (0.032, 0.173)



0.417 (0.332, 0.506)
0.166 (0.132, 0.205)



0.042 (0.009, 0.117)



0.038 (0.005, 0.132)



0.036 (0.023, 0.052)
0.025 (0.005, 0.071)



0.033 (0.004, 0.115)



0.227 (0.159, 0.308)



0.118 (0.033, 0.275)



0.031 (0.018, 0.047)



ES (95% CI)



0.096 (0.047, 0.170)



100.00



4.69



%



6.44



6.54



19.03



5.19



6.81
6.42
31.47



6.61
6.97



6.22



5.93



49.50
6.56



6.07



6.61



5.45



7.02



Weight



6.48



0.084 (0.043, 0.135)



0.050 (0.001, 0.249)



0.051 (0.017, 0.115)



0.043 (0.014, 0.099)



0.228 (0.078, 0.425)



0.000 (0.000, 0.123)



0.160 (0.114, 0.215)
0.063 (0.024, 0.132)
0.091 (0.032, 0.173)



0.417 (0.332, 0.506)
0.166 (0.132, 0.205)



0.042 (0.009, 0.117)



0.038 (0.005, 0.132)



0.036 (0.023, 0.052)
0.025 (0.005, 0.071)



0.033 (0.004, 0.115)



0.227 (0.159, 0.308)



0.118 (0.033, 0.275)



0.031 (0.018, 0.047)



ES (95% CI)



0.096 (0.047, 0.170)



100.00



4.69



%



6.44



6.54



19.03



5.19



6.81
6.42
31.47



6.61
6.97



6.22



5.93



49.50
6.56



6.07



6.61



5.45



7.02



Weight



6.48



  -1 -.5 0 .5 1



Haloperidol
>7% weight gain
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Heterogeneity between groups: p = 0.000
Overall  (I^2 = 91.959%, p = 0.000);



Weiden 2014 Schizophr Res



Study



Weiden 2016 CNS Drugs



Weiden 2014 Schizophr Res



Subtotal  (I^2 = .%, p = .)



16-38 weeks



6-16 weeks



Cutler 2008 J Clin Psychopharmacol
<= 6 weeks



0.150 (0.078, 0.240)



0.096 (0.062, 0.140)



ES (95% CI)



0.252 (0.185, 0.329)



0.077 (0.048, 0.116)



0.086 (0.063, 0.112)



0.210 (0.165, 0.261)



100.00



25.14



Weight



24.03



25.29



50.43



25.54



%



0.150 (0.078, 0.240)



0.096 (0.062, 0.140)



ES (95% CI)



0.252 (0.185, 0.329)



0.077 (0.048, 0.116)



0.086 (0.063, 0.112)



0.210 (0.165, 0.261)



100.00



25.14



Weight



24.03



25.29



50.43



25.54



%



  -.4 -.2 0 .2 .4 .6



Iloperidone
>7% weight gain
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Heterogeneity between groups: p = 0.008
Overall  (I^2 = 63.418%, p = 0.000);



Subtotal  (I^2 = 58.022%, p = 0.001)



>38 weeks



Iyo 2021 Psychiatry Clin Neurosci



Kato 2020 Psychiatry Clin Neurosci



Potkin 2015 TPP



Loebel 2013 Schizophr Res



Study



Meltzer 2011 Am J Psychiatry



Kato 2020 Psychiatry Clin Neurosci



Loebel 2014 Am J Psychiatry



Nakamura 2009 J Clin Psychiatry



Citrome 2012 Int Clin Psychopharmacol



Nasrallah 2013 Psychiatr Res
Nasrallah 2013 Psychiatr Res



Meltzer 2011 Am J Psychiatry



Higuchi 2019a Asia Pac Psychiatry



Potkin 2015 TPP
Potkin 2015 TPP



Nasrallah 2013 Psychiatr Res



Higuchi 2019a Asia Pac Psychiatry



Loebel 2014 Am J Psychiatry



Higuchi 2019b Asia Pac Psychiatry
Higuchi 2019b Asia Pac Psychiatry



Loebel 2013 Schizophr Res



<= 6 weeks



0.038 (0.027, 0.051)



0.036 (0.025, 0.049)



0.032 (0.014, 0.063)



0.011 (0.001, 0.039)



0.014 (0.000, 0.076)



0.041 (0.014, 0.094)



ES (95% CI)



0.042 (0.014, 0.096)



0.012 (0.001, 0.042)



0.043 (0.018, 0.088)



0.067 (0.025, 0.139)



0.074 (0.051, 0.103)



0.065 (0.028, 0.123)
0.092 (0.047, 0.159)



0.076 (0.035, 0.139)



0.053 (0.023, 0.102)



0.030 (0.004, 0.104)
0.056 (0.016, 0.138)



0.090 (0.046, 0.156)



0.013 (0.002, 0.046)



0.006 (0.000, 0.034)



0.016 (0.002, 0.055)
0.024 (0.005, 0.069)



0.040 (0.013, 0.091)



100.00



93.49



5.84



5.38



3.61



4.63



Weight



4.58



5.23



5.15



4.07



6.51



4.68
4.60



4.60



5.02



3.50
3.61



4.65



5.07



5.16



4.75
4.69



4.69



%



0.038 (0.027, 0.051)



0.036 (0.025, 0.049)



0.032 (0.014, 0.063)



0.011 (0.001, 0.039)



0.014 (0.000, 0.076)



0.041 (0.014, 0.094)



ES (95% CI)



0.042 (0.014, 0.096)



0.012 (0.001, 0.042)



0.043 (0.018, 0.088)



0.067 (0.025, 0.139)



0.074 (0.051, 0.103)



0.065 (0.028, 0.123)
0.092 (0.047, 0.159)



0.076 (0.035, 0.139)



0.053 (0.023, 0.102)



0.030 (0.004, 0.104)
0.056 (0.016, 0.138)



0.090 (0.046, 0.156)



0.013 (0.002, 0.046)



0.006 (0.000, 0.034)



0.016 (0.002, 0.055)
0.024 (0.005, 0.069)



0.040 (0.013, 0.091)



100.00



93.49



5.84



5.38



3.61



4.63



Weight



4.58



5.23



5.15



4.07



6.51



4.68
4.60



4.60



5.02



3.50
3.61



4.65



5.07



5.16



4.75
4.69



4.69



%



  -.2 -.1 0 .1 .2 .3



Lurasidone
>7% weight gain
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Heterogeneity between groups: p = 0.000
Overall  (I^2 = 92.841%, p = 0.000);



Chen 2012 Pharmacopsychiatry



Lieberman 2005 N Engl J Med



Kinon 2008 J Clin Psychopharmacol



Mitchell 2006 Clin Ther



Subtotal  (I^2 = 85.962%, p = 0.000)



McQuade 2004 J Clin Psychiatry



Jindal 2013 Int J Psychiatry



Cheng 2019 J Psychopharmacol



Hill 2011 BMC Psychiatry



Zanarini 2011 J Clin Psychiatry



Tohen 2003a Arch Gen Psychiatry



Fleischhacker 2009 Biol Psychiatry
Detke 2014 J Clin Psychopharmacol



Dossenbach 2007 J Clin Psychopharmacol



Newcomer 2008 J Clin Psychiatry



Berwaerts 2012b J Affect Disord



Kinon 2008 J Clin Psychopharmacol



Conley 2001 Am J Psychiatry



Detke 2014 J Clin Psychopharmacol



Hill 2011 BMC Psychiatry



Mortimer 2004 Int Clin Psychopharmacol



McEvoy 2006 Am J Psychiatry



Tohen 2005 Am J Psychiatry



Kane 2007 Schizophr Res



Marder 2007 Biol Psychiatry



Kane 2009 J Clin Psychiatry



Kinon 2011 J Clin Psychopharmacol



Lauriello 2008 J Clin Psychiatry



McIntyre 2009 Bipolar Disord



Fleischhacker 2009 Biol Psychiatry
Durgam 2017 Neuropsychiatr Dis Treat



McIntyre 2010b J Affect Disord



Jeste 2003 Am J Geriatr Psychiatry



Buchanan 2012 J Clin Psychopharmacol



Martin 2002 Curr Med Res Opin



Lauriello 2008 J Clin Psychiatry



Tohen 2008 J Clin Psychiatry



Karagianis 2009 Schizophr Res



Schoemaker 2010 Pharmacopsychiatry



Tohen 2006 Am J Psychiatry



Landbloom 2017 CNS Spectr



Vanelle 2006 Eur Psychiatry



Green 2006 Schizophr Res



Schneider 2006 N Eng J Med



Kinon 2008 J Clin Psychopharmacol



Mitchell 2006 Clin Ther



Lauriello 2008 J Clin Psychiatry



Meltzer 2011 Am J Psychiatry



Karagianis 2009 Schizophr Res



Cheng 2019 J Psychopharmacol



Chan 2010 J Psychopharmacology



Subtotal  (I^2 = 92.348%, p = 0.000)



Schulz 2008 Br J Psychiatry



Buchanan 2012 J Clin Psychopharmacol



McDonnell 2011 Hum Psychopharmacol



Study



Schreiner 2012 J Clin Psychopharmacol



McIntyre 2010a J Affect Disord



Ascher-Svanum 2005 BMC Psychiatry



Kinon 2006 J Clin Psychopharmacol



Lieberman 2003 Am J Psychiatry



Bushe 2010 J Pyschopharmacol



Grootens 2011 Schizophr Bull
Deberdt 2005 Am J Geriatr Psychiatry



Zanarini 2011 J Clin Psychiatry



Naber 2005 Acta Psychiatr Scand



Keks 2007 Br J Psychiatry



6-16 weeks



Krakowski 2009 Schizophr Res



>38 weeks



Alvarez 2012 Eur J Psychiatry



Tohen 2003 Am J Psychiatry
Schreiner 2015 Schizophr Res



Ou 2013 Psychopharmacology



Tohen 2003b Arch Gen Psychiatry



Niufan 2008 J Affect Disord



Subtotal  (I^2 = 90.511%, p = 0.000)



Schmidt 2012 Eur Neuropsychopharmacol



Chrzanowski 2006 Psychopharmacology



Correll 2020 Am J Psychiatry



Mitchell 2006 Clin Ther



16-38 weeks



Davidson 2007 Schizophr Res



Sacchetti 2008 Schizophr Res



Katagiri 2012 J Affect Disord



<= 6 weeks



Katagiri 2012 J Affect Disord



McDonnell 2011 Hum Psychopharmacol



Tohen 2012 Br J Psychiatry



Tohen 2008 J Clin Psychiatry



Hill 2011 BMC Psychiatry



Subtotal  (I^2 = 92.731%, p = 0.000)



Srivastava 2012 J Psychiatr Res
Shen 2014 J Psychiatr Res



0.247 (0.219, 0.276)



0.312 (0.110, 0.587)



0.301 (0.252, 0.353)



0.141 (0.096, 0.197)



0.000 (0.000, 0.232)



0.175 (0.138, 0.215)



0.329 (0.257, 0.408)



0.233 (0.099, 0.423)



0.443 (0.362, 0.527)



0.170 (0.112, 0.243)



0.200 (0.139, 0.273)



0.397 (0.334, 0.463)



0.431 (0.376, 0.488)
0.409 (0.349, 0.471)



0.262 (0.170, 0.373)



0.094 (0.042, 0.177)



0.415 (0.307, 0.529)



0.205 (0.151, 0.268)



0.275 (0.213, 0.345)



0.381 (0.321, 0.443)



0.107 (0.075, 0.146)



0.351 (0.283, 0.424)



0.105 (0.013, 0.331)



0.300 (0.239, 0.365)



0.133 (0.079, 0.204)



0.210 (0.136, 0.300)



0.402 (0.344, 0.462)



0.097 (0.036, 0.199)



0.350 (0.257, 0.452)



0.132 (0.087, 0.188)



0.399 (0.345, 0.456)
0.250 (0.073, 0.524)



0.551 (0.452, 0.648)



0.148 (0.081, 0.239)



0.246 (0.193, 0.305)



0.255 (0.195, 0.324)



0.270 (0.186, 0.368)



0.065 (0.036, 0.107)



0.143 (0.076, 0.236)



0.360 (0.307, 0.416)



0.160 (0.115, 0.215)



0.130 (0.049, 0.263)



0.150 (0.057, 0.298)



0.718 (0.632, 0.793)



0.110 (0.056, 0.188)



0.185 (0.134, 0.246)



0.250 (0.055, 0.572)



0.236 (0.159, 0.328)



0.344 (0.261, 0.436)



0.108 (0.044, 0.209)



0.236 (0.174, 0.309)



0.257 (0.125, 0.433)



0.369 (0.304, 0.436)



0.342 (0.268, 0.422)



0.188 (0.139, 0.245)



0.214 (0.171, 0.263)



ES (95% CI)



0.286 (0.228, 0.351)



0.190 (0.139, 0.251)



0.136 (0.117, 0.156)



0.153 (0.107, 0.211)



0.618 (0.529, 0.702)



0.193 (0.137, 0.260)



0.647 (0.465, 0.803)
0.064 (0.034, 0.107)



0.304 (0.231, 0.385)



0.333 (0.214, 0.471)



0.360 (0.306, 0.417)



0.290 (0.142, 0.480)



0.478 (0.268, 0.694)



0.240 (0.168, 0.325)
0.375 (0.240, 0.526)



0.438 (0.352, 0.528)



0.186 (0.148, 0.230)



0.159 (0.082, 0.267)



0.252 (0.206, 0.301)



0.258 (0.173, 0.359)



0.236 (0.161, 0.327)



0.428 (0.368, 0.488)



0.182 (0.023, 0.518)



0.222 (0.153, 0.305)



0.280 (0.121, 0.494)



0.067 (0.027, 0.134)
0.135 (0.076, 0.216)



0.169 (0.139, 0.201)



0.233 (0.189, 0.282)



0.186 (0.136, 0.245)



0.121 (0.072, 0.187)



0.238 (0.187, 0.292)



0.043 (0.001, 0.219)
0.296 (0.193, 0.416)



100.00



0.76



1.30



1.27



0.72



25.76



1.25



0.95



1.25



1.24



1.25



1.28



1.30
1.29



1.17



1.18



1.17



1.27



1.27



1.29



1.30



1.27



0.82



1.28



1.23



1.21



1.29



1.12



1.20



1.27



1.30
0.76



1.21



1.18



1.28



1.27



1.20



1.28



1.18



1.30



1.28



1.06



1.03



1.23



1.20



1.27



0.67



1.21



1.23



1.13



1.26



1.00



17.46



1.25



1.28



1.30



Weight



1.28



1.27



1.34



1.27



1.23



1.26



0.99
1.27



1.25



1.11



1.30



0.96



0.88



1.23
1.07



1.23



1.31



1.14



33.93



1.19



1.21



1.29



0.64



1.23



0.90



1.21
1.21



1.32



1.30



1.28



1.24



22.85



0.88
1.15



%



0.247 (0.219, 0.276)



0.312 (0.110, 0.587)



0.301 (0.252, 0.353)



0.141 (0.096, 0.197)



0.000 (0.000, 0.232)



0.175 (0.138, 0.215)



0.329 (0.257, 0.408)



0.233 (0.099, 0.423)



0.443 (0.362, 0.527)



0.170 (0.112, 0.243)



0.200 (0.139, 0.273)



0.397 (0.334, 0.463)



0.431 (0.376, 0.488)
0.409 (0.349, 0.471)



0.262 (0.170, 0.373)



0.094 (0.042, 0.177)



0.415 (0.307, 0.529)



0.205 (0.151, 0.268)



0.275 (0.213, 0.345)



0.381 (0.321, 0.443)



0.107 (0.075, 0.146)



0.351 (0.283, 0.424)



0.105 (0.013, 0.331)



0.300 (0.239, 0.365)



0.133 (0.079, 0.204)



0.210 (0.136, 0.300)



0.402 (0.344, 0.462)



0.097 (0.036, 0.199)



0.350 (0.257, 0.452)



0.132 (0.087, 0.188)



0.399 (0.345, 0.456)
0.250 (0.073, 0.524)



0.551 (0.452, 0.648)



0.148 (0.081, 0.239)



0.246 (0.193, 0.305)



0.255 (0.195, 0.324)



0.270 (0.186, 0.368)



0.065 (0.036, 0.107)



0.143 (0.076, 0.236)



0.360 (0.307, 0.416)



0.160 (0.115, 0.215)



0.130 (0.049, 0.263)



0.150 (0.057, 0.298)



0.718 (0.632, 0.793)



0.110 (0.056, 0.188)



0.185 (0.134, 0.246)



0.250 (0.055, 0.572)



0.236 (0.159, 0.328)



0.344 (0.261, 0.436)



0.108 (0.044, 0.209)



0.236 (0.174, 0.309)



0.257 (0.125, 0.433)



0.369 (0.304, 0.436)



0.342 (0.268, 0.422)



0.188 (0.139, 0.245)



0.214 (0.171, 0.263)



ES (95% CI)



0.286 (0.228, 0.351)



0.190 (0.139, 0.251)



0.136 (0.117, 0.156)



0.153 (0.107, 0.211)



0.618 (0.529, 0.702)



0.193 (0.137, 0.260)



0.647 (0.465, 0.803)
0.064 (0.034, 0.107)



0.304 (0.231, 0.385)



0.333 (0.214, 0.471)



0.360 (0.306, 0.417)



0.290 (0.142, 0.480)



0.478 (0.268, 0.694)



0.240 (0.168, 0.325)
0.375 (0.240, 0.526)



0.438 (0.352, 0.528)



0.186 (0.148, 0.230)



0.159 (0.082, 0.267)



0.252 (0.206, 0.301)



0.258 (0.173, 0.359)



0.236 (0.161, 0.327)



0.428 (0.368, 0.488)



0.182 (0.023, 0.518)



0.222 (0.153, 0.305)



0.280 (0.121, 0.494)



0.067 (0.027, 0.134)
0.135 (0.076, 0.216)



0.169 (0.139, 0.201)



0.233 (0.189, 0.282)



0.186 (0.136, 0.245)



0.121 (0.072, 0.187)



0.238 (0.187, 0.292)



0.043 (0.001, 0.219)
0.296 (0.193, 0.416)



100.00



0.76



1.30



1.27



0.72



25.76



1.25



0.95



1.25



1.24



1.25



1.28



1.30
1.29



1.17



1.18



1.17



1.27



1.27



1.29



1.30



1.27



0.82



1.28



1.23



1.21



1.29



1.12



1.20



1.27



1.30
0.76



1.21



1.18



1.28



1.27



1.20



1.28



1.18



1.30



1.28



1.06



1.03



1.23



1.20



1.27



0.67



1.21



1.23



1.13



1.26



1.00



17.46



1.25



1.28



1.30



Weight



1.28



1.27



1.34



1.27



1.23



1.26



0.99
1.27



1.25



1.11



1.30



0.96



0.88



1.23
1.07



1.23



1.31



1.14



33.93



1.19



1.21



1.29



0.64



1.23



0.90



1.21
1.21



1.32



1.30



1.28



1.24



22.85



0.88
1.15



%



  -1 -.5 0 .5 1 1.5



Olanzapine
>7% weight gain
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Heterogeneity between groups: p = 0.000
Overall  (I^2 = 85.924%, p = 0.000);



Fleischhacker 2012 Int J Neuropsychopharmacol



Canuso 2010 J Clin Psychiatry



Hough 2010 Schizophr Res



Subtotal  (I^2 = 88.310%, p = 0.000)



Pandina 2010 J Clin Psychopharmacol



<= 6 weeks



Davidson 2007 Schizophr Res



Schreiner 2015 Schizophr Res



Berwaerts 2012a J Affect Disord
Berwaerts 2012a J Affect Disord



Coppola 2011 Psychopharmacol Bull



Berwaerts 2012b J Affect Disord



Schreiner 2012 J Clin Psychopharmacol
Naber 2015 Schizophr Res
Kramer 2007 J Clin Psychopharmacol



Gopal 2010 Int Clin Psychopharmacol



Savitz 2016 Int J Neuropsychopharmacol



Schreiner 2015 Schizophr Res
Subtotal  (I^2 = 84.337%, p = 0.000)



Canuso 2010 J Clin Psychiatry



Davidson 2007 Schizophr Res



Marder 2007 Biol Psychiatry



Pandina 2010 J Clin Psychopharmacol



Kramer 2010 Int J Neuropsychopharmacol



Coppola 2011 Psychopharmacol Bull



16-38 weeks



Berwaerts 2012a J Affect Disord



Canuso 2010 J Clin Psychopharmacol



Kane 2007 Schizophr Res
Kane 2007 Schizophr Res



Berwaerts 2015 JAMA Psychiatry



Gopal 2010 Int Clin Psychopharmacol



Subtotal  (I^2 = 69.917%, p = 0.000)



Davidson 2007 Schizophr Res



Marder 2007 Biol Psychiatry
Kane 2007 Schizophr Res



Kramer 2010 Int J Neuropsychopharmacol



Kim 2012 Int Clin Psychopharmacol



Fu 2015 J Clin Psychiatry



Subtotal  (I^2 = 0.000%, p = 0.504)
Vieta 2010 Bipolar Disord



6-16 weeks



Alphs 2015 J Clin Psychiatry



Savitz 2016 Int J Neuropsychopharmacol



Gopal 2010 Int Clin Psychopharmacol



Study



>38 weeks



Pandina 2010 J Clin Psychopharmacol



0.104 (0.083, 0.126)



0.140 (0.107, 0.179)



0.029 (0.006, 0.081)



0.059 (0.031, 0.100)



0.155 (0.094, 0.228)



0.129 (0.082, 0.190)



0.114 (0.064, 0.184)



0.207 (0.166, 0.254)



0.056 (0.021, 0.118)
0.054 (0.020, 0.113)



0.031 (0.004, 0.108)



0.288 (0.216, 0.368)



0.184 (0.137, 0.239)
0.146 (0.092, 0.216)
0.202 (0.130, 0.292)



0.117 (0.060, 0.200)



0.164 (0.133, 0.199)



0.197 (0.115, 0.305)
0.183 (0.142, 0.227)



0.071 (0.029, 0.142)



0.073 (0.034, 0.134)



0.180 (0.114, 0.264)



0.062 (0.030, 0.112)



0.060 (0.020, 0.133)



0.069 (0.019, 0.167)



0.009 (0.000, 0.050)



0.056 (0.029, 0.096)



0.049 (0.018, 0.103)
0.031 (0.009, 0.077)



0.100 (0.058, 0.157)



0.033 (0.001, 0.172)



0.066 (0.046, 0.089)



0.177 (0.112, 0.260)



0.072 (0.032, 0.137)
0.074 (0.034, 0.135)



0.076 (0.028, 0.158)



0.125 (0.035, 0.290)



0.128 (0.081, 0.189)



0.084 (0.068, 0.102)
0.079 (0.045, 0.127)



0.323 (0.263, 0.388)



0.151 (0.120, 0.186)



0.103 (0.051, 0.181)



ES (95% CI)



0.079 (0.043, 0.131)



100.00



%



2.92



2.51



2.77



16.08



2.70



2.59



2.91



2.52
2.54



2.24



2.66



2.82
2.63
2.51



2.46



2.97



2.34
19.60



2.48



2.59



2.54



2.69



2.40



2.17



2.53



2.79



2.59
2.61



2.69



1.70



40.35



2.55



2.54
2.58



2.36



1.75



2.70



23.98
2.75



2.80



2.96



2.47



Weight



2.70



0.104 (0.083, 0.126)



0.140 (0.107, 0.179)



0.029 (0.006, 0.081)



0.059 (0.031, 0.100)



0.155 (0.094, 0.228)



0.129 (0.082, 0.190)



0.114 (0.064, 0.184)



0.207 (0.166, 0.254)



0.056 (0.021, 0.118)
0.054 (0.020, 0.113)



0.031 (0.004, 0.108)



0.288 (0.216, 0.368)



0.184 (0.137, 0.239)
0.146 (0.092, 0.216)
0.202 (0.130, 0.292)



0.117 (0.060, 0.200)



0.164 (0.133, 0.199)



0.197 (0.115, 0.305)
0.183 (0.142, 0.227)



0.071 (0.029, 0.142)



0.073 (0.034, 0.134)



0.180 (0.114, 0.264)



0.062 (0.030, 0.112)



0.060 (0.020, 0.133)



0.069 (0.019, 0.167)



0.009 (0.000, 0.050)



0.056 (0.029, 0.096)



0.049 (0.018, 0.103)
0.031 (0.009, 0.077)



0.100 (0.058, 0.157)



0.033 (0.001, 0.172)



0.066 (0.046, 0.089)



0.177 (0.112, 0.260)



0.072 (0.032, 0.137)
0.074 (0.034, 0.135)



0.076 (0.028, 0.158)



0.125 (0.035, 0.290)



0.128 (0.081, 0.189)



0.084 (0.068, 0.102)
0.079 (0.045, 0.127)



0.323 (0.263, 0.388)



0.151 (0.120, 0.186)



0.103 (0.051, 0.181)



ES (95% CI)



0.079 (0.043, 0.131)



100.00



%



2.92



2.51



2.77



16.08



2.70



2.59



2.91



2.52
2.54



2.24



2.66



2.82
2.63
2.51



2.46



2.97



2.34
19.60



2.48



2.59



2.54



2.69



2.40



2.17



2.53



2.79



2.59
2.61



2.69



1.70



40.35



2.55



2.54
2.58



2.36



1.75



2.70



23.98
2.75



2.80



2.96



2.47



Weight



2.70



  -.5 0 .5 1



Paliperidone
>7% weight gain
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Heterogeneity between groups: p = 0.007
Overall  (I^2 = 81.096%, p = 0.000);



Keck 2006 J Clin Psychiatry



Tohen 2003b Arch Gen Psychiatry



Thase 2006 J Clin Psychopharmacol



Casey 2008 Psychopharmacology



Potkin 2015 TPP



Cutler 2011 Psychopharmacol Bull



McIntyre 2009 Bipolar Disord



Weisler 2011 J Clin Psychiatry
Wang 2012 Psychopharmacol Bull



Landbloom 2016 J Affect Disord



Keck 2003 Am J Psychiatry



Subtotal  (I^2 = 94.417%, p = 0.000)



Kane 2011a J Clin Psychiatry



Tohen 2006 Am J Psychiatry



Correll 2020 JAMA Psychiatry



Sachs 2015 J Affect Disord



Kinoshita 2016 Pyschopharmacology



Deberdt 2005 Am J Geriatr Psychiatry



Li 2016 Psychopharmacology



Loebel 2014 Am J Psychiatry



Lauriello 2008 J Clin Psychiatry



Sheehan 2013 J Affect Disord



Pandina 2010 J Clin Psychopharmacol



Subtotal  (I^2 = 74.478%, p = 0.000)



Davidson 2007 Schizophr Res



Suppes 2010 J Affect Disord



Calabrese 2017 J Clin Psychiatry



Kato 2020 Psychiatry Clin Neurosci



Srivastava 2012 J Psychiatr Res



Katagiri 2012 J Affect Disord



Durgam 2016 Am J Psychiatry



MacFadden 2009 Bipolar Disord



Arvanitis 1997 Biol Psychiatry



16-38 weeks



Landbloom 2017 CNS Spectr



Berwaerts 2012b J Affect Disord



Calabrese 2005 Am J Psychiatry



Quiroz 2010 Biol Psychiatry



Potkin 2003 Arch Gen Psychiatry



Schulz 2008 Br J Psychiatry



Thase 2008 J Clin Psychopharmacol



Nasser 2016 J Clin Psychopharmacol



Grossberg 2020 Am J Geriatr Psychiatry



Potkin 2007 J Clin Psychiatry



Correll 2015 Am J Psychiatry



McElroy 2010 J Clin Psychiatry



Hobart 2018 Curr Med Res Opin



Subtotal  (I^2 = 62.288%, p = 0.000)



Kane 2012 J Clin Psychiatry



Katila 2013 Am J Geriatr Psychiatry



6-16 weeks



Iyo 2021 Psychiatry Clin Neurosci



Durgam 2016 Schizophr Res



Streim 2008 Am J Geriatr Psychiatry



Fu 2015 J Clin Psychiatry



Durgam 2015 J Clin Psychiatry



Bortnick 2011 J Affect Disord



Durgam 2015 Bipolar Disord



Ishigooka 2018 Psychiatry Clin Neurosci



Yatham 2020 Int Clin Psychopharmacol



Kane 2010 J Clin Pyschopharmacol



Kane 2014 J Clin Psychiatry



Nasrallah 2016 J Clin Psychiatry



Canuso 2010 J Clin Psychiatry



Weisler 2009 CNS Spectr



Kane 2015 J Clin Psychopharmacol



Tohen 2008 J Clin Psychiatry



Merideth 2012 Int Clin Psychopharmacol



McEvoy 2007 J Psychiatr Res



Nasrallah 2013 Psychiatr Res



Small 1997 Arch Gen Psychiatry



Sachs 2006 J Psychopharmacol



Subtotal  (I^2 = 84.786%, p = 0.000)



Study



Keck 2007 J Clin Psychiatry



Earley 2019 Bipolar Disord



Hough 2010 Schizophr Res



Young 2010 J Clin Psychiatry
Zanarini 2011 J Clin Psychiatry



Garcia 2009 CNS Drugs



Meltzer 2011 Am J Psychiatry



Marder 2007 Biol Psychiatry



McIntyre 2005 Eur Neuropsychopharmacol



Canuso 2010 J Clin Psychopharmacol



Mintzer 2007 Am J Geriatr Psychiatry



Weiden 2016 CNS Drugs



Berwaerts 2015 JAMA Psychiatry



Kanba 2014 World J Biol Psychiatry



McIntyre 2010a J Affect Disord



De Deyn 2005 J Clin Psychopharmacol



Thase 2008 J Clin Psychopharmacol



Kramer 2007 J Clin Psychopharmacol



Chen 2010 BMJ



Sheehan 2009 J Affect Disord



Shen 2014 J Psychiatr Res



Kane 2002 J Clin Psychiatry



>38 weeks



Cutler 2011 Clin Ther



Kane 2007 Schizophr Res



Fleischhacker 2017 Int J Neuropsychopharmacol



Coppola 2011 Psychopharmacol Bull



Kane 2015 Schizophr Res



Schneider 2006 N Eng J Med



Gopal 2010 Int Clin Psychopharmacol



Kramer 2010 Int J Neuropsychopharmacol



Szegedi 2018 Am J Psychiatry



Pigott 2003 J Clin Psychiatry



Cutler 2009 J Clin Psychiatry



Kinon 2011 J Clin Psychopharmacol



Borison 1996 J Clin Psychopharmacol



Kamijima 2013 J Affect Disord



Cutler 2008 J Clin Psychopharmacol



Higuchi 2019b Asia Pac Psychiatry



Nakamura 2009 J Clin Psychiatry



Tohen 2012 Br J Psychiatry



Grossberg 2020 Am J Geriatr Psychiatry



Hobart 2018 J Clin Psychiatry



Young 2009 Br J Psychiatry



Cantillon 2017 Schizophr Res



Higuchi 2019a Asia Pac Psychiatry



Loebel 2013 Schizophr Res



Berwaerts 2012a J Affect Disord



<= 6 weeks



0.030 (0.023, 0.037)



0.000 (0.000, 0.043)



0.003 (0.000, 0.015)



0.031 (0.010, 0.071)



0.053 (0.020, 0.111)



0.028 (0.003, 0.097)



0.056 (0.021, 0.118)



0.000 (0.000, 0.035)



0.027 (0.014, 0.048)
0.006 (0.000, 0.035)



0.000 (0.000, 0.029)



0.000 (0.000, 0.028)



0.074 (0.024, 0.145)



0.005 (0.000, 0.029)



0.022 (0.005, 0.063)



0.040 (0.015, 0.086)



0.019 (0.004, 0.056)



0.000 (0.000, 0.021)



0.011 (0.000, 0.058)



0.027 (0.007, 0.068)



0.006 (0.000, 0.034)



0.122 (0.065, 0.204)



0.039 (0.005, 0.135)



0.049 (0.021, 0.094)



0.028 (0.019, 0.038)



0.058 (0.024, 0.116)



0.007 (0.000, 0.040)



0.128 (0.076, 0.197)



0.000 (0.000, 0.021)



0.000 (0.000, 0.154)



0.010 (0.000, 0.056)



0.034 (0.011, 0.079)



0.305 (0.192, 0.439)



0.059 (0.012, 0.162)



0.040 (0.011, 0.098)



0.208 (0.145, 0.284)



0.018 (0.004, 0.051)



0.027 (0.007, 0.067)



0.019 (0.002, 0.068)



0.025 (0.007, 0.063)



0.037 (0.015, 0.075)



0.179 (0.113, 0.262)



0.007 (0.000, 0.040)



0.016 (0.000, 0.087)



0.043 (0.019, 0.084)



0.040 (0.013, 0.092)



0.024 (0.008, 0.056)



0.020 (0.014, 0.026)



0.052 (0.021, 0.105)



0.006 (0.000, 0.032)



0.009 (0.001, 0.030)



0.323 (0.233, 0.425)



0.080 (0.039, 0.142)



0.059 (0.029, 0.106)



0.033 (0.011, 0.075)



0.013 (0.002, 0.046)



0.000 (0.000, 0.031)



0.009 (0.000, 0.047)



0.000 (0.000, 0.047)



0.016 (0.002, 0.058)



0.087 (0.050, 0.140)



0.058 (0.030, 0.099)
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Heterogeneity between groups: p = 0.016
Overall  (I^2 = 85.953%, p = 0.000);
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Heterogeneity between groups: p = 0.001
Overall  (I^2 = 87.921%, p = 0.000);
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0.368 (0.284, 0.459)



0.141 (0.106, 0.182)



0.139 (0.094, 0.194)



0.046 (0.013, 0.114)



0.117 (0.071, 0.178)



0.122 (0.060, 0.213)



0.230 (0.175, 0.289)



0.268 (0.158, 0.403)



0.080 (0.010, 0.260)



0.141 (0.073, 0.238)



0.118 (0.033, 0.275)
0.129 (0.074, 0.204)



0.005 (0.000, 0.028)



100.00



2.28



2.15
2.15



2.41



Weight



12.05



2.06



1.61



2.27



1.78



1.32



21.55
2.03



39.67



2.36



2.21



2.29



2.30



2.15



2.19



2.13



2.25



2.13



2.45



2.23



2.13



1.54



2.25



%



2.16



2.31



2.07



2.30



2.33



2.29



1.91



2.46



2.32
1.32



1.99



2.28



2.45



2.38



2.17



2.32



2.15



26.73



2.01



1.59



2.13



1.76
2.26



2.37



0.152 (0.124, 0.183)



0.372 (0.289, 0.462)



0.195 (0.116, 0.297)
0.244 (0.156, 0.351)



0.198 (0.151, 0.254)



ES (95% CI)



0.174 (0.131, 0.221)



0.062 (0.017, 0.152)



0.000 (0.000, 0.132)



0.375 (0.288, 0.468)



0.171 (0.066, 0.336)



0.188 (0.040, 0.456)



0.106 (0.076, 0.139)
0.169 (0.084, 0.290)



0.124 (0.076, 0.181)



0.117 (0.075, 0.172)



0.111 (0.057, 0.190)



0.218 (0.151, 0.298)



0.171 (0.113, 0.244)



0.024 (0.003, 0.085)



0.066 (0.025, 0.138)



0.205 (0.122, 0.312)



0.421 (0.329, 0.517)



0.051 (0.014, 0.126)



0.104 (0.074, 0.142)



0.162 (0.097, 0.247)



0.077 (0.029, 0.160)



0.391 (0.197, 0.615)



0.324 (0.239, 0.420)



0.106 (0.050, 0.192)



0.163 (0.107, 0.233)



0.277 (0.173, 0.402)



0.121 (0.072, 0.187)



0.130 (0.083, 0.192)



0.162 (0.103, 0.236)



0.022 (0.001, 0.118)



0.149 (0.115, 0.190)



0.303 (0.231, 0.382)
0.188 (0.040, 0.456)



0.093 (0.031, 0.203)



0.368 (0.284, 0.459)



0.141 (0.106, 0.182)



0.139 (0.094, 0.194)



0.046 (0.013, 0.114)



0.117 (0.071, 0.178)



0.122 (0.060, 0.213)



0.230 (0.175, 0.289)



0.268 (0.158, 0.403)



0.080 (0.010, 0.260)



0.141 (0.073, 0.238)



0.118 (0.033, 0.275)
0.129 (0.074, 0.204)



0.005 (0.000, 0.028)



100.00



2.28



2.15
2.15



2.41



Weight



12.05



2.06



1.61



2.27



1.78



1.32



21.55
2.03



39.67



2.36



2.21



2.29



2.30



2.15



2.19



2.13



2.25



2.13



2.45



2.23



2.13



1.54



2.25



%



2.16



2.31



2.07



2.30



2.33



2.29



1.91



2.46



2.32
1.32



1.99



2.28



2.45



2.38



2.17



2.32



2.15



26.73



2.01



1.59



2.13



1.76
2.26



2.37



  -1 -.5 0 .5 1



Risperidone
>7% weight gain
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Heterogeneity between groups: p = 0.079



Overall  (I^2 = .%, p = .);



De Hert 2011 Eur Arch Psychiatry Clin Neurosci



Study



>38 weeks



Kane 2011b J Clin Psychiatry



6-16 weeks



0.216 (0.173, 0.262)



0.168 (0.108, 0.243)



ES (95% CI)



0.249 (0.191, 0.314)



100.00



%



39.02



Weight



60.98



0.216 (0.173, 0.262)



0.168 (0.108, 0.243)



ES (95% CI)



0.249 (0.191, 0.314)



100.00



%



39.02



Weight



60.98



  -.4 -.2 0 .2 .4 .6



Sertindole
>7% weight gain
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Heterogeneity between groups: p = 0.014
Overall  (I^2 = 87.870%, p = 0.000);



Study



6-16 weeks



>38 weeks



Peluso 2013 Schizophr Res



Subtotal  (I^2 = .%, p = .)



16-38 weeks



Peluso 2013 Schizophr Res



Subtotal  (I^2 = .%, p = .)



Adams 2013 BMC Psychiatry



Chengappa 2010 Act Neuropsychiatr



Kerwin 2007 Eur Psychiatry



Peluso 2013 Schizophr Res



0.309 (0.213, 0.415)



ES (95% CI)



0.202 (0.131, 0.289)



0.295 (0.150, 0.464)
0.486 (0.389, 0.584)



0.371 (0.289, 0.456)



0.214 (0.147, 0.294)



0.520 (0.313, 0.722)



0.211 (0.163, 0.265)



0.339 (0.251, 0.436)



100.00



Weight



17.22



53.46
17.22



29.32



%



17.60



12.09



18.64



17.22



0.309 (0.213, 0.415)



ES (95% CI)



0.202 (0.131, 0.289)



0.295 (0.150, 0.464)
0.486 (0.389, 0.584)



0.371 (0.289, 0.456)



0.214 (0.147, 0.294)



0.520 (0.313, 0.722)



0.211 (0.163, 0.265)



0.339 (0.251, 0.436)



100.00



Weight



17.22



53.46
17.22



29.32



%



17.60



12.09



18.64



17.22



  -1 -.5 0 .5 1 1.5



SGA
>7% weight gain
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Heterogeneity between groups: p = 0.022
Overall  (I^2 = 82.091%, p = 0.000);



Cutler 2008 J Clin Psychopharmacol



Study



Addington 2004 J Clin Psychiatry



Kane 2006 Int Clin Psychopharmacol



Ou 2013 Psychopharmacology



Olie 2006 Int Clin Psychopharmacol



<= 6 weeks



Alvarez 2012 Eur J Psychiatry



6-16 weeks



Subtotal  (I^2 = 75.324%, p = 0.003)
Perez-Iglesias 2014 Schizophr Res



Grootens 2011 Schizophr Bull



Subtotal  (I^2 = .%, p = .)



Lieberman 2005 N Engl J Med



16-38 weeks



Subtotal  (I^2 = .%, p = .)
Kinon 2006 J Clin Psychopharmacol



>38 weeks



0.061 (0.030, 0.102)



0.073 (0.037, 0.127)



ES (95% CI)



0.081 (0.042, 0.136)



0.053 (0.023, 0.101)



0.000 (0.000, 0.028)



0.083 (0.028, 0.184)



0.111 (0.024, 0.292)



0.087 (0.038, 0.151)
0.242 (0.142, 0.367)



0.026 (0.001, 0.135)



0.025 (0.009, 0.048)



0.076 (0.042, 0.124)



0.028 (0.008, 0.057)
0.026 (0.009, 0.060)



100.00



11.07



Weight



11.06



11.09



10.83



9.16



6.81



48.51
9.25



7.95



21.90



%



11.37



18.23
11.41



0.061 (0.030, 0.102)



0.073 (0.037, 0.127)



ES (95% CI)



0.081 (0.042, 0.136)



0.053 (0.023, 0.101)



0.000 (0.000, 0.028)



0.083 (0.028, 0.184)



0.111 (0.024, 0.292)



0.087 (0.038, 0.151)
0.242 (0.142, 0.367)



0.026 (0.001, 0.135)



0.025 (0.009, 0.048)



0.076 (0.042, 0.124)



0.028 (0.008, 0.057)
0.026 (0.009, 0.060)



100.00



11.07



Weight



11.06



11.09



10.83



9.16



6.81



48.51
9.25



7.95



21.90



%



11.37



18.23
11.41



  -.5 0 .5 1



Ziprasidone
>7% weight gain
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Heterogeneity between groups: p = 0.385
Overall  (I^2 = 73.153%, p = 0.000);



Subtotal  (I^2 = 82.901%, p = 0.000)



>38 weeks



Subtotal  (I^2 = .%, p = .)



Keck 2006 J Clin Psychiatry



Adams 2014 Schizophr Res Treatment



Nasrallah 2016 J Clin Psychiatry



Ryckmans 2009 Pharmacopsychiatry



Naber 2015 Schizophr Res



Study



Chen 2012 J Pyschopharmacol



Kanba 2014 World J Biol Psychiatry



Mintzer 2007 Am J Geriatr Psychiatry
Mintzer 2007 Am J Geriatr Psychiatry



16-38 weeks



Mintzer 2007 Am J Geriatr Psychiatry



Casey 2003 Psychopharmacology



Calabrese 2017 J Clin Psychiatry



Fleischhacker 2014 Br J Psychiatry



Ryckmans 2009 Pharmacopsychiatry



Kerwin 2007 Eur Psychiatry



Nasrallah 2016 J Clin Psychiatry



Newcomer 2008 J Clin Psychiatry



Subtotal  (I^2 = 68.516%, p = 0.000)



Casey 2003 Psychopharmacology



Streim 2008 Am J Geriatr Psychiatry



Casey 2003 Psychopharmacology
6-16 weeks



Fleischhacker 2014 Br J Psychiatry
Fleischhacker 2014 Br J Psychiatry



<= 6 weeks



0.090 (0.071, 0.110)



0.097 (0.061, 0.140)



0.091 (0.048, 0.144)



0.026 (0.003, 0.090)



0.031 (0.010, 0.071)



0.029 (0.011, 0.062)



0.100 (0.062, 0.150)



0.097 (0.054, 0.158)



ES (95% CI)



0.083 (0.010, 0.270)



0.049 (0.018, 0.104)



0.111 (0.062, 0.179)
0.102 (0.054, 0.171)



0.131 (0.077, 0.204)



0.068 (0.028, 0.135)



0.098 (0.053, 0.161)



0.152 (0.111, 0.201)



0.110 (0.070, 0.162)



0.160 (0.119, 0.208)



0.034 (0.014, 0.068)



0.114 (0.056, 0.199)



0.088 (0.065, 0.115)



0.078 (0.034, 0.147)



0.099 (0.054, 0.164)



0.154 (0.091, 0.238)



0.137 (0.084, 0.208)
0.102 (0.068, 0.144)



100.00



33.99



6.57



3.80



4.82



5.11



5.07



4.68



Weight



1.99



4.46



4.51
4.42



4.46



4.22



4.58



5.35



5.07



5.41



5.12



3.99



54.98



4.22



4.56



4.24



4.56
5.36



%



0.090 (0.071, 0.110)



0.097 (0.061, 0.140)



0.091 (0.048, 0.144)



0.026 (0.003, 0.090)



0.031 (0.010, 0.071)



0.029 (0.011, 0.062)



0.100 (0.062, 0.150)



0.097 (0.054, 0.158)



ES (95% CI)



0.083 (0.010, 0.270)



0.049 (0.018, 0.104)



0.111 (0.062, 0.179)
0.102 (0.054, 0.171)



0.131 (0.077, 0.204)



0.068 (0.028, 0.135)



0.098 (0.053, 0.161)



0.152 (0.111, 0.201)



0.110 (0.070, 0.162)



0.160 (0.119, 0.208)



0.034 (0.014, 0.068)



0.114 (0.056, 0.199)



0.088 (0.065, 0.115)



0.078 (0.034, 0.147)



0.099 (0.054, 0.164)



0.154 (0.091, 0.238)



0.137 (0.084, 0.208)
0.102 (0.068, 0.144)



100.00



33.99



6.57



3.80



4.82



5.11



5.07



4.68



Weight



1.99



4.46



4.51
4.42



4.46



4.22



4.58



5.35



5.07



5.41



5.12



3.99



54.98



4.22



4.56



4.24



4.56
5.36



%



  -.4 -.2 0 .2 .4 .6



Aripiprazole
>7% weight loss
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Heterogeneity between groups: p = 0.001



Overall  (I^2 = 79.752%, p = 0.000);



Study



McIntyre 2010a J Affect Disord



Buchanan 2012 J Clin Psychopharmacol



Subtotal  (I^2 = 0.000%, p = 0.948)



McIntyre 2009 Bipolar Disord



Kane 2011a J Clin Psychiatry



<= 6 weeks



Schoemaker 2010 Pharmacopsychiatry



Subtotal  (I^2 = .%, p = .)



16-38 weeks



>38 weeks



Buchanan 2012 J Clin Psychopharmacol



Kane 2010 J Clin Pyschopharmacol



Kane 2010 J Clin Pyschopharmacol



0.034 (0.017, 0.056)



ES (95% CI)



0.016 (0.003, 0.047)



0.116 (0.079, 0.164)



0.015 (0.006, 0.027)



0.015 (0.003, 0.045)



0.031 (0.011, 0.066)



0.050 (0.036, 0.066)



0.058 (0.019, 0.116)



0.041 (0.020, 0.074)



0.019 (0.002, 0.066)



0.009 (0.000, 0.048)



100.00



Weight



12.34



13.09



45.91



12.48



12.48



15.39



38.70



13.13



10.41



10.69



%



0.034 (0.017, 0.056)



ES (95% CI)



0.016 (0.003, 0.047)



0.116 (0.079, 0.164)



0.015 (0.006, 0.027)



0.015 (0.003, 0.045)



0.031 (0.011, 0.066)



0.050 (0.036, 0.066)



0.058 (0.019, 0.116)



0.041 (0.020, 0.074)



0.019 (0.002, 0.066)



0.009 (0.000, 0.048)



100.00



Weight



12.34



13.09



45.91



12.48



12.48



15.39



38.70



13.13



10.41



10.69



%



  -.2 -.1 0 .1 .2 .3



Asenapine
>7% weight loss
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Heterogeneity between groups: p = 0.000



Overall  (I^2 = 91.611%, p = 0.000);



>38 weeks



Kato 2020 Psychiatry Clin Neurosci



Kato 2020 Psychiatry Clin Neurosci



Nasrallah 2013 Psychiatr Res



<= 6 weeks



Nasrallah 2013 Psychiatr Res



Citrome 2012 Int Clin Psychopharmacol



Study



Nasrallah 2013 Psychiatr Res



Subtotal  (I^2 = 0.000%, p = 0.625)



0.028 (0.003, 0.075)



0.006 (0.000, 0.033)



0.011 (0.001, 0.039)



0.024 (0.005, 0.069)



0.025 (0.005, 0.070)



0.126 (0.096, 0.162)



ES (95% CI)



0.017 (0.002, 0.059)



0.014 (0.006, 0.025)



100.00



16.77



16.89



%



16.25



16.22



17.69



Weight



16.17



82.31



0.028 (0.003, 0.075)



0.006 (0.000, 0.033)



0.011 (0.001, 0.039)



0.024 (0.005, 0.069)



0.025 (0.005, 0.070)



0.126 (0.096, 0.162)



ES (95% CI)



0.017 (0.002, 0.059)



0.014 (0.006, 0.025)



100.00



16.77



16.89



%



16.25



16.22



17.69



Weight



16.17



82.31



  -.2 -.1 0 .1 .2 .3



Lurasidone
>7% weight loss
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Heterogeneity between groups: p = 0.000
Overall  (I^2 = 92.308%, p = 0.000);



Davidson 2007 Schizophr Res



Study



Subtotal  (I^2 = 94.855%, p = 0.000)



Kane 2007 Schizophr Res



Conley 2001 Am J Psychiatry



Hill 2011 BMC Psychiatry



6-16 weeks



McIntyre 2010a J Affect Disord
McIntyre 2009 Bipolar Disord



Subtotal  (I^2 = 47.655%, p = 0.089)



16-38 weeks



>38 weeks



Bushe 2010 J Pyschopharmacol



Buchanan 2012 J Clin Psychopharmacol



Hill 2011 BMC Psychiatry



Detke 2014 J Clin Psychopharmacol
Detke 2014 J Clin Psychopharmacol



Hill 2011 BMC Psychiatry



Tollefson 1997 Am J Psychiatry



Newcomer 2008 J Clin Psychiatry



Subtotal  (I^2 = 67.839%, p = 0.014)



Keks 2007 Br J Psychiatry



Buchanan 2012 J Clin Psychopharmacol



Subtotal  (I^2 = .%, p = .)



Schoemaker 2010 Pharmacopsychiatry



<= 6 weeks



0.040 (0.021, 0.065)



0.024 (0.005, 0.068)



ES (95% CI)



0.108 (0.041, 0.200)



0.008 (0.000, 0.043)



0.000 (0.000, 0.019)



0.041 (0.022, 0.069)



0.000 (0.000, 0.018)
0.011 (0.001, 0.038)



0.048 (0.033, 0.067)



0.094 (0.054, 0.147)



0.033 (0.014, 0.065)



0.050 (0.020, 0.100)



0.201 (0.154, 0.254)
0.173 (0.129, 0.225)



0.064 (0.030, 0.119)



0.025 (0.017, 0.035)



0.024 (0.003, 0.082)



0.012 (0.002, 0.026)



0.060 (0.036, 0.093)



0.031 (0.013, 0.063)



0.003 (0.000, 0.015)



0.039 (0.020, 0.066)



100.00



5.59



Weight



24.28



5.60



5.87



6.12



5.91
5.87



35.23



5.81



6.00



5.67



6.04
6.03



5.67



6.43



5.23



29.40



6.10



5.96



11.09



6.11



%



0.040 (0.021, 0.065)



0.024 (0.005, 0.068)



ES (95% CI)



0.108 (0.041, 0.200)



0.008 (0.000, 0.043)



0.000 (0.000, 0.019)



0.041 (0.022, 0.069)



0.000 (0.000, 0.018)
0.011 (0.001, 0.038)



0.048 (0.033, 0.067)



0.094 (0.054, 0.147)



0.033 (0.014, 0.065)



0.050 (0.020, 0.100)



0.201 (0.154, 0.254)
0.173 (0.129, 0.225)



0.064 (0.030, 0.119)



0.025 (0.017, 0.035)



0.024 (0.003, 0.082)



0.012 (0.002, 0.026)



0.060 (0.036, 0.093)



0.031 (0.013, 0.063)



0.003 (0.000, 0.015)



0.039 (0.020, 0.066)



100.00



5.59



Weight



24.28



5.60



5.87



6.12



5.91
5.87



35.23



5.81



6.00



5.67



6.04
6.03



5.67



6.43



5.23



29.40



6.10



5.96



11.09



6.11



%



  -.4 -.2 0 .2 .4 .6



Olanzapine
>7% weight loss
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Heterogeneity between groups: p = 0.001
Overall  (I^2 = 52.730%, p = 0.011);



16-38 weeks



6-16 weeks



Savitz 2016 Int J Neuropsychopharmacol



Kramer 2010 Int J Neuropsychopharmacol



Kramer 2007 J Clin Psychopharmacol



Davidson 2007 Schizophr Res



Kramer 2010 Int J Neuropsychopharmacol



>38 weeks



Kane 2007 Schizophr Res



Subtotal  (I^2 = .%, p = .)



Davidson 2007 Schizophr Res



Coppola 2011 Psychopharmacol Bull



Subtotal  (I^2 = 0.000%, p = 0.535)



Study



Coppola 2011 Psychopharmacol Bull



Kane 2007 Schizophr Res



Subtotal  (I^2 = .%, p = .)



Davidson 2007 Schizophr Res



Subtotal  (I^2 = .%, p = .)
Naber 2015 Schizophr Res



Kane 2007 Schizophr Res



Savitz 2016 Int J Neuropsychopharmacol



<= 6 weeks



0.031 (0.020, 0.044)



0.043 (0.027, 0.064)



0.012 (0.000, 0.065)



0.038 (0.011, 0.096)



0.016 (0.002, 0.058)



0.025 (0.003, 0.088)



0.016 (0.002, 0.058)



0.057 (0.044, 0.073)



0.016 (0.002, 0.058)



0.062 (0.017, 0.152)



0.020 (0.011, 0.031)



ES (95% CI)



0.000 (0.000, 0.062)



0.023 (0.005, 0.066)



0.018 (0.001, 0.047)



0.018 (0.002, 0.062)



0.049 (0.025, 0.081)
0.058 (0.026, 0.112)



0.033 (0.009, 0.082)



0.075 (0.053, 0.102)



100.00



%



11.76



5.69



6.46



7.07



5.48



7.07



23.37



7.07



4.78



51.52



Weight



4.47



7.25



11.18



6.76



13.93
7.47



7.04



11.61



0.031 (0.020, 0.044)



0.043 (0.027, 0.064)



0.012 (0.000, 0.065)



0.038 (0.011, 0.096)



0.016 (0.002, 0.058)



0.025 (0.003, 0.088)



0.016 (0.002, 0.058)



0.057 (0.044, 0.073)



0.016 (0.002, 0.058)



0.062 (0.017, 0.152)



0.020 (0.011, 0.031)



ES (95% CI)



0.000 (0.000, 0.062)



0.023 (0.005, 0.066)



0.018 (0.001, 0.047)



0.018 (0.002, 0.062)



0.049 (0.025, 0.081)
0.058 (0.026, 0.112)



0.033 (0.009, 0.082)



0.075 (0.053, 0.102)



100.00



%



11.76



5.69



6.46



7.07



5.48



7.07



23.37



7.07



4.78



51.52



Weight



4.47



7.25



11.18



6.76



13.93
7.47



7.04



11.61



  -.2 -.1 0 .1 .2 .3



Paliperidone
>7% weight loss
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Heterogeneity between groups: p = 0.000
Overall  (I^2 = 83.911%, p = 0.000);



Study



6-16 weeks



>38 weeks



Kanba 2014 World J Biol Psychiatry



Mintzer 2007 Am J Geriatr Psychiatry



Kane 2010 J Clin Pyschopharmacol



Streim 2008 Am J Geriatr Psychiatry
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Heterogeneity between groups: p = 0.006
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Heterogeneity between groups: p = 0.043
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