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Table S1‑1: Checklist of Items to Include When Reporting A Systematic Review Involving a Network Meta-analysis
	Section/Topic
	Item #
	Checklist Item
	Reported on Page #

	TITLE
	
	
	

	Title
	1
	Identify the report as a systematic review incorporating a network meta-analysis (or related form of meta-analysis). 
	1

	
	
	
	

	ABSTRACT
	
	
	

	Structured summary 
	2
	Provide a structured summary including, as applicable: 
Background: main objectives
Methods: data sources; study eligibility criteria, participants, and interventions; study appraisal; and synthesis methods, such as network meta-analysis. 
Results: number of studies and participants identified; summary estimates with corresponding confidence/credible intervals; treatment rankings may also be discussed. Authors may choose to summarize pairwise comparisons against a chosen treatment included in their analyses for brevity.
Discussion/Conclusions: limitations; conclusions and implications of findings.
Other: primary source of funding; systematic review registration number with registry name.
	2

	
	
	
	

	INTRODUCTION
	

	Rationale 
	3
	Describe the rationale for the review in the context of what is already known, including mention of why a network meta-analysis has been conducted. 
	5-6

	Objectives 
	4
	Provide an explicit statement of questions being addressed, with reference to participants, interventions, comparisons, outcomes, and study design (PICOS). 
	6

	
	
	
	

	METHODS
	
	
	

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

	Eligibility criteria 
	6
	Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g., years considered, language, publication status) used as criteria for eligibility, giving rationale. Clearly describe eligible treatments included in the treatment network, and note whether any have been clustered or merged into the same node (with justification). 
	Table 1 (page 9); 10

	Information sources 
	7
	Describe all information sources (e.g., databases with dates of coverage, contact with study authors to identify additional studies) in the search and date last searched. 
	7-8

	Search 
	8
	Present full electronic search strategy for at least one database, including any limits used, such that it could be repeated. 
	Appendix 2

	Study selection 
	9
	State the process for selecting studies (i.e., screening, eligibility, included in systematic review, and, if applicable, included in the meta-analysis). 
	7-13

	Data collection process 
	10
	Describe method of data extraction from reports (e.g., piloted forms, independently, in duplicate) and any processes for obtaining and confirming data from investigators. 
	7-8

	Data items 
	11
	List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and simplifications made. 
	7-9

	Geometry of the network
	S1
	Describe methods used to explore the geometry of the treatment network under study and potential biases related to it. This should include how the evidence base has been graphically summarized for presentation, and what characteristics were compiled and used to describe the evidence base to readers.
	10-11;
Appendix 4; 
Appendix 5, 
Appendix 6

	Risk of bias within individual studies 
	12
	Describe methods used for assessing risk of bias of individual studies (including specification of whether this was done at the study or outcome level), and how this information is to be used in any data synthesis. 
	7-8;
Appendix 7

	Summary measures 
	13
	State the principal summary measures (e.g., risk ratio, difference in means). Also describe the use of additional summary measures assessed, such as treatment rankings and surface under the cumulative ranking curve (SUCRA) values, as well as modified approaches used to present summary findings from meta-analyses.
	10

	Planned methods of analysis
	14
	Describe the methods of handling data and combining results of studies for each network meta-analysis. This should include, but not be limited to:  
· Handling of multi-arm trials;
· Selection of variance structure;
· Selection of prior distributions in Bayesian analyses; and
·  Assessment of model fit. 
	10-11, 
Appendix 12

	Assessment of Inconsistency
	S2
	Describe the statistical methods used to evaluate the agreement of direct and indirect evidence in the treatment network(s) studied. Describe efforts taken to address its presence when found.
	10-11, 
Appendix 12

	Risk of bias across studies 
	15
	Specify any assessment of risk of bias that may affect the cumulative evidence (e.g., publication bias, selective reporting within studies). 
	8

	Additional analyses 
	16
	Describe methods of additional analyses if done, indicating which were pre-specified. This may include, but not be limited to, the following: 
· Sensitivity or subgroup analyses;
· Meta-regression analyses; 
· Alternative formulations of the treatment network; and
· Use of alternative prior distributions for Bayesian analyses (if applicable). 
	10-11;
13;
Appendix 11

	




	
	
	

	RESULTS†
	

	Study selection 
	17
	Give numbers of studies screened, assessed for eligibility, and included in the review, with reasons for exclusions at each stage, ideally with a flow diagram. 
	11-12, Figure 1

	Presentation of network structure
	S3
	Provide a network graph of the included studies to enable visualization of the geometry of the treatment network. 
	15, Figure 2;
Appendix 9

	Summary of network geometry
	S4
	Provide a brief overview of characteristics of the treatment network. This may include commentary on the abundance of trials and randomized patients for the different interventions and pairwise comparisons in the network, gaps of evidence in the treatment network, and potential biases reflected by the network structure.
	14; 
Appendix 11

	Study characteristics 
	18
	For each study, present characteristics for which data were extracted (e.g., study size, PICOS, follow-up period) and provide the citations. 
	Appendix 3, Table S3-1;
Appendix 4

	Risk of bias within studies 
	19
	Present data on risk of bias of each study and, if available, any outcome level assessment. 
	13;
Appendix 7

	Results of individual studies 
	20
	For all outcomes considered (benefits or harms), present, for each study: 1) simple summary data for each intervention group, and 2) effect estimates and confidence intervals. Modified approaches may be needed to deal with information from larger networks.
	Appendix 10

	Synthesis of results 
	21
	Present results of each meta-analysis done, including confidence/credible intervals. In larger networks, authors may focus on comparisons versus a particular comparator (e.g. placebo or standard care), with full findings presented in an appendix. League tables and forest plots may be considered to summarize pairwise comparisons. If additional summary measures were explored (such as treatment rankings), these should also be presented.
	15-19, Figures 3,4,5,6; 7;
Appendix 13

	Exploration for inconsistency
	S5
	Describe results from investigations of inconsistency. This may include such information as measures of model fit to compare consistency and inconsistency models, P values from statistical tests, or summary of inconsistency estimates from different parts of the treatment network.
	16, 19;
Appendix 13


	Risk of bias across studies 
	22
	Present results of any assessment of risk of bias across studies for the evidence base being studied. 
	13-14;
Appendix 7; 
Appendix 13

	Results of additional analyses
	23
	Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression analyses, alternative network geometries studied, alternative choice of prior distributions for Bayesian analyses, and so forth). 
	19;
Appendix 13

	
	
	
	

	DISCUSSION
	
	
	

	Summary of evidence 
	24
	Summarize the main findings, including the strength of evidence for each main outcome; consider their relevance to key groups (e.g., healthcare providers, users, and policy-makers). 
	19-21; 


	Limitations 
	25
	Discuss limitations at study and outcome level (e.g., risk of bias), and at review level (e.g., incomplete retrieval of identified research, reporting bias). Comment on the validity of the assumptions, such as transitivity and consistency. Comment on any concerns regarding network geometry (e.g., avoidance of certain comparisons).
	21-23

	Conclusions 
	26
	Provide a general interpretation of the results in the context of other evidence, and implications for future research. 
	24

	
	
	
	

	FUNDING
	

	Funding 
	27
	Describe sources of funding for the systematic review and other support (e.g., supply of data); role of funders for the systematic review. This should also include information regarding whether funding has been received from manufacturers of treatments in the network and/or whether some of the authors are content experts with professional conflicts of interest that could affect use of treatments in the network.
	Title page 

	PICOS = population, intervention, comparators, outcomes, study design.
* Text in italics indicates wording specific to reporting of network meta-analyses that has been added to guidance from the PRISMA statement.
† Authors may wish to plan for use of appendices to present all relevant information in full detail for items in this section.



Appendix 2. 
Appendix 3. SLR search strategies
Table S2‑1: EMBASE and MEDLINE search strategy (March 20, 2024)
	No.
	Search
	Results

	1
	Amisulpride/exp OR Aripiprazole/exp OR Asenapine/exp OR Benperidol/exp OR Brexpiprazole/exp OR Cariprazine/exp OR ChlORpromazine/exp OR Clopenthixol/exp OR Clozapine/exp OR Flupenthixol/exp OR Fluphenazine/exp OR Fluspirilene/exp OR Haloperidol/exp OR Iloperidone/exp OR Levomepromazine/exp OR Loxapine/exp OR Lurasidone/exp OR Molindone/exp OR Olanzapine/exp OR Paliperidone/exp OR Quetiapine/exp OR Penfluridol/exp OR Perazine/exp OR Perphenazine/exp OR Pimozide/exp OR Risperidone/exp OR Sertindole/exp OR Sulpiride/exp OR ThiORidazine/exp OR Tiotixene/exp OR Trifluoperazine/exp OR Ziprasidone/exp OR Zotepine/exp OR Zuclopenthixol/exp
	204250

	2
	(Amisulpride OR Aripiprazole OR Asenapine OR Benperidol OR Brexpiprazole OR Cariprazine OR ChlORpromazine OR Clopenthixol OR Clozapine OR Flupenthixol OR Fluphenazine OR Fluspirilene OR Haloperidol OR Iloperidone OR Levomepromazine OR Loxapine OR Lurasidone OR Molindone OR Olanzapine OR Paliperidone OR Quetiapine OR Penfluridol OR Perazine OR Perphenazine OR Pimozide OR Risperidone OR Sertindole OR Sulpiride OR ThiORidazine OR Thiothixene OR Trifluoperazine OR Ziprasidone OR Zotepine OR Zuclopenthixol):ti,ab,tt
	102100


	3
	#1 OR #2
	212036

	4
	'schizophrenia'/exp
	223.524

	5
	'psychosis'/exp
	358615

	6
	schizo*:ti,ab,tt
	219595

	7
	hebephreni*:ti,ab,tt
	428

	8
	oligophreni*:ti,ab,tt
	1178

	9
	psychotic*:ti,ab,tt
	66367

	10
	psychosis:ti,ab,tt
	69922

	11
	psychoses:ti,ab,tt
	13073

	12
	#4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11
	419313

	13
	(clin* NEAR/2 trial):ti,ab,tt
	322614

	14
	((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt
	280632

	15
	(random* NEAR/5 (assign* OR allocat*)):ti,ab,tt
	246159

	16
	random*:ti,ab,tt
	2026642

	17
	crossover:ti,ab,tt OR 'cross over':ti,ab,tt
	126881

	18
	'randomized controlled trial'/exp
	808743

	19
	'crossover procedure'/exp
	76731

	20
	'randomization'/de
	98830

	21
	#13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20
	2418460

	22
	#3 AND #12 AND #21
	9733

	23
	#3 AND #12 AND #21 AND [2019-2024]/py
	1685

	24
	'lumateperone'/exp OR lumateperone:ti,ab,tt
	260

	25
	#24 AND #12 AND #21
	58

	26
	#23 OR #25
	1737



Table S2‑2: MEDLINE-In Process search strategy (March 20, 2024)
	No.
	Search
	Results

	1
	"Brexpiprazole" [Supplementary Concept] or "sultopride" [Supplementary Concept] or "aripiprazole" [Supplementary Concept] or "Asenapine" [Supplementary Concept] or "Benperidol"[Mesh] or "cariprazine" [Supplementary Concept] or "Chlorpromazine"[Mesh] or "Clopenthixol"[Mesh] or "Clozapine"[Mesh] or "Flupenthixol"[Mesh] or "Fluphenazine"[Mesh] or "Fluspirilene"[Mesh] or "Haloperidol"[Mesh] or "iloperidone" [Supplementary Concept] or "Methotrimeprazine"[Mesh] or "Loxapine"[Mesh] or "lurasidone" [Supplementary Concept] or "Molindone"[Mesh] or "olanzapine" [Supplementary Concept] or "paliperidone" [Supplementary Concept] or "quetiapine" [Supplementary Concept] or "Penfluridol"[Mesh] or "Perazine"[Mesh] or "Perphenazine"[Mesh] or "Pimozide"[Mesh] or "Risperidone"[Mesh] or "sertindole" [Supplementary Concept] or "Sulpiride"[Mesh] or "Thioridazine"[Mesh] or "Thiothixene"[Mesh] or "Trifluoperazine"[Mesh] or "ziprasidone" [Supplementary Concept] or "zotepine" [Supplementary Concept] or "Clopenthixol"[Mesh]
	67.449

	2
	Amisulpride[Title/Abstract] OR Aripiprazole[Title/Abstract] OR Asenapine[Title/Abstract] OR Benperidol[Title/Abstract] OR Brexpiprazole[Title/Abstract] OR Cariprazine[Title/Abstract] OR Chlorpromazine[Title/Abstract] OR Clopenthixol[Title/Abstract] OR Clozapine[Title/Abstract] OR Flupenthixol[Title/Abstract] OR Fluphenazine[Title/Abstract] OR Fluspirilene[Title/Abstract] OR Haloperidol[Title/Abstract] OR Iloperidone[Title/Abstract] OR Levomepromazine[Title/Abstract] OR Loxapine[Title/Abstract] OR Lurasidone[Title/Abstract] OR Molindone[Title/Abstract] OR Olanzapine[Title/Abstract] OR Paliperidone[Title/Abstract] OR Quetiapine[Title/Abstract] OR Penfluridol[Title/Abstract] OR Perazine[Title/Abstract] OR Perphenazine[Title/Abstract] OR Pimozide[Title/Abstract] OR Risperidone[Title/Abstract] OR Sertindole[Title/Abstract] OR Sulpiride[Title/Abstract] OR Thioridazine[Title/Abstract] OR Thiothixene[Title/Abstract] OR Trifluoperazine[Title/Abstract] OR Ziprasidone[Title/Abstract] OR Zotepine[Title/Abstract] OR Zuclopenthixol[Title/Abstract]
	77.457

	3
	#1 or #2
	93.876

	4
	schizo*[Title/Abstract] OR hebephrenic*[Title/Abstract] OR oligophreni*[Title/Abstract] OR psychotic*[Title/Abstract] OR psychosis[Title/Abstract] OR psychoses[Title/Abstract]
	222.72

	5
	"Schizophrenia"[Mesh] OR "Psychotic Disorders"[Mesh]
	161.571

	6
	#4 or #5
	253.345

	7
	randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized[tiab] OR placebo[tiab] OR clinical trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti] NOT (animals[mh] NOT humans [mh])
	1,475,397

	8
	#3 and #6 and #7
	6.198

	9
	("2019/01/01"[Date - Entrez] : "2024/12/31"[Date - Entrez])
	7,599,714

	10
	#8 and #9
	636

	11
	"lumateperone" [Supplementary Concept] OR lumateperone[Title/Abstract]
	78

	12
	#11 and #6 and #7
	19

	13
	#10 or #12
	646



Table S2‑3: PsycINFO search strategy (March 20, 2024)
	No.
	Search
	Results

	1
	MA (Amisulpride or Aripiprazole or Asenapine or Benperidol or Cariprazine or Chlorpromazine or Clopenthixol or Clozapine or Flupenthixol or Fluphenazine or Fluspirilene or Haloperidol or Iloperidone or Levomepromazine or Loxapine or Lurasidone or Molindone or Olanzapine or Paliperidone or Quetiapine or Penfluridol or Perazine or Perphenazine or Pimozide or Risperidone or Sertindole or Sulpiride or Thioridazine or Thiothixene or Trifluoperazine or Ziprasidone or Zotepine or Zuclopenthixol) 
	18.645

	2
	TX (Amisulpride or Aripiprazole or Asenapine or Benperidol or Cariprazine or Chlorpromazine or Clopenthixol or Clozapine or Flupenthixol or Fluphenazine or Fluspirilene or Haloperidol or Iloperidone or Levomepromazine or Loxapine or Lurasidone or Molindone or Olanzapine or Paliperidone or Quetiapine or Penfluridol or Perazine or Perphenazine or Pimozide or Risperidone or Sertindole or Sulpiride or Thioridazine or Thiothixene or Trifluoperazine or Ziprasidone or Zotepine or Zuclopenthixol) 
	38.126

	3
	S1 OR S2
	38.126

	4
	MJ schizophrenia 
	90.577

	5
	MJ schizoaffective disorder 
	2.326

	6
	MJ schizophreniform disorder 
	217

	7
	TX schizo* 
	175.024

	8
	TX psychosis 
	73830

	9
	TX hebephreni* 
	552

	10
	TX oligophreni* 
	526

	11
	TX psychotic* 
	115.677

	12
	TX psychosis
	73830

	13
	TX psychoses 
	18623

	14
	(S4 OR S5 OR S6 OR S7 OR S8 OR S9 OR S10 OR S11 OR S12 OR S13) 
	228120

	15
	TX (((singl* OR doubl* OR trebl* OR tripl*) N3 (blind* OR mask*))) 
	38.006

	16
	TX (((random*) N3 (assign* or allocat*))) 
	61300

	17
	TX (((randomi*) or (crossover))) 
	123.787

	18
	(S15 OR S16 OR S17)
	183.587

	19
	TX lumateperone 
	25

	20
	(S3 and S14 and S18) limited 2019 to 2024
	396

	21
	(S14 and S18 and S19)
	8

	22
	S20 or S21 
	400



Table S2‑4: CENTRAL search strategy (March 20, 2024)
	No.
	Search
	Results

	1
	aripiprazole
	1931

	2
	cariprazine
	229

	3
	olanzapine
	4069

	4
	risperidone
	3999

	5
	brexpiprazole
	211

	6
	quetiapine
	2235

	7
	clozapine
	1772

	8
	(aripiprazole or cariprazine or olanzapine or risperidone or brexpiprazole or quetiapine or clozapine): ti,ab,kw
	10035

	9
	#1 or #2 or #3 or #4 or #5 or #6 or #7 #8
	10262

	10
	Schizophrenia
	20660

	11
	Paranoid disorders
	474

	12
	(Schizo* or hebephrenic* or oligophreni* or psychosis or psychoses):ti,ab,kw
	27579

	13
	#10 or #11 or #12
	28187

	14
	#9 and #13
	850

	15
	lumateperone
	71

	16
	Lumateperone: ti,ab,kw
	70

	17
	#16 or #15
	71

	18
	#17 and #13
	51

	19
	#14 or #18
	882


Appendix 4. 
Appendix 5. [bookmark: _Ref214017657]Studies included in review and procedures for assessing network meta-analysis feasibility
Table S3‑1 outlines the trial design characteristics of the 111 studies identified by the systematic literature review (SLR) and included in the feasibility assessment for network meta-analysis (NMA). Table S3‑2 details the dosing regimen for intervention and control arms of each study.
46 studies were excluded based on the information in Table S3‑1 and Table S3‑2. Appendix 4 provides a comparison of the patient populations of the remaining 65 studies, which resulted in the exclusion of 7 further studies due to population heterogeneities. Finally, 9 studies detailed in Appendix 5 did not report suitable endpoint data to facilitate inclusion in NMA of any of the endpoints of interest. In total, 62 studies were excluded from NMA, as illustrated in the PRISMA diagram (Figure 1 of manuscript). Appendix 6 summarizes the reasons for each exclusion.
Trial design differences (summarized in Table S3‑1) that led to study exclusion included: 
Six studies known to enroll patients experiencing a first acute episode (Robinson 20151, Bernardo 20012, Kang 20213, Grootens 20114, Zhang 20215, and Wang 20236) were excluded from the NMA as this is considered a major source of population heterogeneity compared with EMERGENT-1, -2 and -37-9, which enrolled only patients with a history of schizophrenic episodes. 
One study (Canive 200610) only randomized nine patients and, was excluded due to insufficiently large sample size. 
Most studies either did not report details regarding the inpatient/outpatient setting or initially required inpatient treatment for a minimum period (i.e. 3 or 4 weeks) after which patients could be discharged if sufficiently controlled. These cases were considered sufficiently similar to studies that only permitted inpatient treatment, like EMERGENT-1, -2 and -3.7-9 Ten studies, however, permitted patients to be treated in an outpatient setting throughout the acute treatment study. As outpatient/inpatient treatment setting is considered a likely treatment effect modifier, all ten studies were excluded from the NMA.11-20 
One study (Wang 202021) only enrolled substantially older patients aged 65+ and was therefore excluded from the NMA.
The rightmost column in Table S3‑2 summarizes the exclusion of specific study arms or entire studies for treatment and dosage related assessments, including: they could not be connected to a network via any comparator arm; 2) they could only form ‘spider arms’ in a network, adding only redundant comparative effectiveness information for comparator treatments not captured by the NMA decision problem; 3) their inclusion in the network would have added no relevant comparative effectiveness information beyond what was already provided via a more direct and robust link (i.e., via placebo), or 4) they investigated unapproved Food and Drug Administration (FDA) or European Medicines Agency (EMA) doses.

[bookmark: _Ref14529614][bookmark: _Ref14496963][bookmark: _Ref14120738][bookmark: _Ref14789877][bookmark: _Ref14691236][bookmark: _Ref14784761][bookmark: _Ref14453348]Table S3‑1: Summary of trial design of studies included for assessing network meta-analysis feasibility 
	Study Name
	Study Year
	Study Design
	Blinding
	Crossover
	Study Setting
	Study Region
	Inpatient/ Outpatient
	Population Subtype
	Comparator
	Patients Enrolled
	Patients Randomized
	Follow-up (Weeks)
	Patient Age
	Study Phase

	EMERGENT-1
	2020
	RCT
	Double blind
	No
	Multi-center
	US
	Inpatient
	Not first episode
	Placebo/BSC controlled
	250
	182
	5
	18-60
	II

	EMERGENT-222
	2023
	RCT
	Double blind
	No
	Multi-center
	US
	Inpatient
	Not first episode
	Placebo/BSC controlled
	407
	252
	5
	18-65
	III

	EMERGENT-3
	2023
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Inpatient
	Not first episode
	Placebo/BSC controlled
	431
	256
	5
	18-65
	III

	Gupta 201823
	2017
	RCT
	NR
	No
	Single-center
	Asia
	Inpatient
	NR
	Active controlled
	-
	40
	8
	NR
	NR

	Hatta 200924
	2009
	RCT
	Single blind
	No
	Multi-center
	Asia
	Inpatient
	NR
	Active controlled
	813
	80
	8
	18-64
	NR

	Cantillon 201725
	2017
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Inpatient
	Not first episode
	Placebo/BSC controlled
	270
	234
	4
	18-65
	II

	Chan 200726
	2007
	RCT
	Double blind
	No
	Multi-center
	Asia
	Inpatient
	Not first episode
	Active controlled
	95
	83
	4
	18-65
	III

	Cutler 200627
	2006
	RCT
	Double blind
	No
	Multi-center
	US
	Inpatient
	Not first episode
	Dose-ranging only
	NR
	367
	6
	18+
	NR

	Durgam 201528
	2015
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Both
	Not first episode
	Dose-ranging and active-controlled
	NR
	617
	6
	18-60
	III

	Fleischhacker 200929
	2009
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Both
	Not first episode
	Active controlled
	750
	703
	52
	18-65
	III

	Jindal 201330
	2013
	RCT
	Double blind
	No
	Single-center
	Asia
	Inpatient
	Not first episode
	Active controlled
	60
	60
	6
	18-65
	NR

	Kane 200911
	2009
	RCT
	Double blind
	No
	Multi-center
	Worldwide
	Both
	Not first episode
	Active controlled
	726
	566
	28
	18-65
	IV

	Li 201412
	2014
	RCT
	Double blind
	No
	Multi-center
	Asia
	Both
	Not first episode
	Active controlled
	279
	279
	6
	18-65
	NR

	McEvoy 200731
	2007
	RCT
	Double blind
	No
	Multi-center
	US
	Inpatient
	Not first episode
	Dose-ranging and placebo-controlled
	508
	420
	6
	18+
	NR

	McQuade 200432
	2004
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Both
	Not first episode
	Active controlled
	378
	317
	26
	18+
	NR

	Shafti 201633
	2016
	RCT
	Double blind
	No
	Single-center
	Asia
	Inpatient
	Not first episode
	Active controlled
	50
	50
	12
	NR
	NR

	Kane 200234
	2002
	RCT
	Double blind
	No
	Multi-center
	US
	Inpatient
	Not first episode
	Dose-ranging and active-controlled
	502
	414
	4
	18-65
	NR

	Marder 200335
	2003
	RCT
	Double blind
	No
	Multi-center
	US
	Inpatient
	Not first episode
	Active and placebo/BSC controlled
	NR
	1,549
	6
	18+
	II/III

	Potkin 200336
	2003
	RCT
	Double blind
	No
	Multi-center
	US
	Inpatient
	Not first episode
	Dose-ranging and active-controlled
	487
	404
	4
	18-65
	NR

	Robinson 20151
	2015
	RCT
	Double blind
	No
	Multi-center
	North America
	NR
	First episode
	Active controlled
	1,408
	209
	12
	15-40
	NR

	Correll 2016 (NCT00905307)37
	2016
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Inpatient
	Not first episode
	Active and placebo/BSC controlled
	459
	459
	6
	18-65
	II

	Zimbroff 200738
	2007
	RCT
	Double blind
	No
	Multi-center
	US
	Both
	Not first episode
	Active controlled
	371
	256
	4
	18-70
	NR

	Xiao 202239
	2022
	RCT
	Double blind
	No
	Multi-center
	Asia
	Both
	Not first episode
	Dose-ranging only
	510
	436
	10
	18-65
	III

	Ishigooka 201840
	2018
	RCT
	Double blind
	No
	Multi-center
	Asia
	Inpatient
	Not first episode
	Dose-ranging and placebo-controlled
	662
	459
	6
	18-65
	II/III

	Correll 201541
	2015
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Inpatient
	Not first episode
	Dose-ranging and placebo-controlled
	NR
	636
	6
	18-65
	III

	Kane 2015 (BEACON42)
	2015
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Inpatient
	Not first episode
	Dose-ranging and placebo-controlled
	1,005
	674
	6
	18-65
	III

	Marder 201643
	2016
	RCT
	Double blind
	No
	Single-center
	US
	Inpatient
	Not first episode
	Active and placebo/BSC controlled
	679
	464
	6
	18-56
	III

	NCT0162500044
	2021
	RCT
	Double blind
	No
	Multi-center international
	Asia
	NR
	NR
	Active and placebo/BSC controlled
	512
	508
	6
	20-64
	II/III

	Durgam 201645
	2016
	RCT
	Double blind
	No
	Multi-center
	US
	Both
	Not first episode
	Dose-ranging and placebo-controlled
	392
	392
	6
	18-65
	II

	Durgam 201446
	2014
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Both
	Not first episode
	Dose-ranging and active-controlled
	1,011
	732
	6
	18-60
	II

	Kane 201547
	2015
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Both
	Not first episode
	Dose-ranging and placebo-controlled
	446
	446
	6
	18-60
	III

	Kluge 200748
	2007
	RCT
	Double blind
	No
	Single-center
	Europe
	Inpatient
	Not first episode
	Active controlled
	37
	30
	6
	18-65
	NR

	Naber D 200549
	2005
	RCT
	Double blind
	No
	Multi-center
	Europe
	Inpatient
	Not first episode
	Active controlled
	122
	114
	26
	18-59
	NR

	Heinrich 199450
	1994
	RCT
	Double blind
	No
	Single-center
	Europe
	NR
	NR
	Active controlled
	NR
	59
	4
	18+
	NR

	Lieberman 201651
	2016
	RCT
	Double blind
	No
	Multi-center
	US
	Inpatient
	Not first episode
	Dose-ranging and active-controlled
	467
	335
	4
	18-55
	II

	Correll 202052
	2020
	RCT
	Double blind
	No
	Multi-center
	US
	Inpatient
	Not first episode
	Dose-ranging and placebo-controlled
	630
	450
	4
	18-60
	III

	Bernardo 20012
	2001
	RCT
	Double blind
	No
	NR
	Europe
	Inpatient
	First episode
	Active controlled
	NR
	27
	4
	18-44
	NR

	Alvarez 201253
	2012
	RCT
	Double blind
	No
	Multi-center
	Europe
	NR
	Not first episode
	Active controlled
	58
	50
	24
	19-70
	NR

	Svestka 200354
	2003
	RCT
	Double blind
	No
	NR
	NR
	Inpatient
	NR
	Active controlled
	NR
	42
	6
	NR
	NR

	Loza 199955
	1999
	RCT
	NR
	No
	Multi-center
	Africa
	NR
	NR
	Active controlled
	41
	41
	6
	NR
	NR

	Wang 202021
	2020
	RCT
	NR
	No
	Single-center
	Asia
	Inpatient
	Not first episode
	Active controlled
	NR
	84
	8
	65+
	NR

	Sacchetti 200856
	2008
	RCT
	Single blind
	No
	Multi-center
	Europe
	Inpatient
	NR
	Active controlled
	75
	75
	8
	18-65
	NR

	Shan 202057
	2021
	RCT
	Single blind
	No
	Single-center
	Asia
	Inpatient
	Not first episode
	Active controlled
	41
	41
	8
	18-50
	NR

	Harvey200313
	2003
	RCT
	Double blind
	No
	Multi-center
	US
	Both
	Not first episode
	Active controlled
	NR
	377
	8
	18-64
	NR

	Tollefson 199714
	1997
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Both
	Not first episode
	Active controlled
	2,223
	1,996
	6
	18+
	NR

	Kang 20213
	2021
	RCT
	Single blind
	No
	Single-center
	Asia
	NR
	First episode
	Active controlled
	126
	90
	12
	18-50
	NR

	Gattaz 200458
	2004
	RCT
	Double blind
	No
	Single-center
	Europe
	Inpatient
	Not first episode
	Active controlled
	NR
	28
	4
	18+
	III

	Loza 200659
	2006
	RCT
	Double blind
	No
	Multi-center
	Europe
	Both
	Not first episode
	Active controlled
	NR
	79
	8
	18-65
	NR

	Shah 201160
	2011
	RCT
	Double blind
	No
	Multi-center
	Asia
	NR
	Not first episode
	Active controlled
	NR
	214
	6
	18-59
	III

	Ozguven 201161
	2011
	RCT
	Single blind
	No
	Single-center
	Europe
	Inpatient
	NR
	Active controlled
	96
	34
	6
	18-65
	NR

	Corrigan 200462
	2004
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Inpatient
	Not first episode
	Active and placebo/BSC controlled
	NR
	467
	6
	18-65
	NR

	Canive 200610
	2006
	RCT
	Double blind
	Yes
	NR
	US
	Inpatient
	NR
	Active controlled
	15
	9
	18
	18-65
	NR

	Tybura 201463
	2014
	RCT
	NR
	No
	Multi-center
	Europe
	Inpatient
	Not first episode
	Active controlled
	NR
	191
	12
	NR
	NR

	Rosenheck 200364
	2003
	RCT
	Double blind
	No
	Multi-center
	US
	Both
	Not first episode
	Active controlled
	4,386
	309
	52
	NR
	NR

	Landbloom 201665
	2016
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Both
	Not first episode
	Active and placebo/BSC controlled
	550
	354
	6
	18+
	III

	Wagner 200566
	2005
	RCT
	Double blind
	No
	Single-center
	Europe
	Inpatient
	Not first episode
	Active controlled
	NR
	52
	8
	18-65
	NR

	Meltzer 201167
	2011
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Inpatient
	Not first episode
	Active controlled
	781
	478
	6
	18-75
	NR

	Kane 200768
	2007
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Both
	Not first episode
	Active and placebo/BSC controlled
	680
	630
	6
	18+
	NR

	Davidson 200769
	2007
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Both
	Not first episode
	Active and placebo/BSC controlled
	732
	618
	6
	18+
	NR

	Bugarski-Kirola 201470
	2014
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Inpatient
	Not first episode
	Active and placebo/BSC controlled
	NR
	301
	4
	18-65
	II/III

	Riedel 200771
	2007
	RCT
	Double blind
	No
	NR
	NR
	Inpatient
	NR
	Active controlled
	NR
	52
	8
	18-65
	NR

	McDonnell 201872
	2020
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Both
	Not first episode
	Active and placebo/BSC controlled
	619
	401
	4
	18-70
	III

	Schmidt-Kraepelin 202273
	2022
	RCT
	Double blind
	No
	Multi-center
	Europe
	Inpatient
	Not first episode
	Active and placebo/BSC controlled
	13,692
	328
	16
	18-65
	IV

	Schmidt 201274
	2012
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Both
	Not first episode
	Active and placebo/BSC controlled
	570
	498,498
	12
	18-65
	NR

	Shen 201475
	2014
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Inpatient
	NR
	Active and placebo/BSC controlled
	NR
	314
	6
	20-63
	II

	Marder 200776
	2007
	RCT
	Double blind
	No
	Multi-center
	US
	Both
	Not first episode
	Active and placebo/BSC controlled
	444
	432
	6
	18+
	III

	Hatta 201377
	2013
	RCT
	Single blind
	No
	Multi-center
	Asia
	Inpatient
	NR
	Active controlled
	1,746
	42
	8
	18-64
	NR

	NCT0039656515
	2014
	RCT
	Double blind
	No
	Multi-center
	Asia
	Both
	NR
	Active and placebo/BSC controlled
	394
	321
	6
	20+
	III

	Egan 201378
	2013
	RCT
	Double blind
	No
	Multi-center international
	Europe
	Inpatient
	Not first episode
	Active and placebo/BSC controlled
	268
	216
	4
	18-55
	II

	Kinon 201179
	2011
	RCT
	Double blind
	No
	Multi-center
	NR
	Inpatient
	NR
	Dose-ranging and active-controlled
	853
	669
	4
	18-65
	II

	Litman 201416
	2014
	RCT
	Double blind
	No
	Multi-center
	US
	Both
	Not first episode
	Active and placebo/BSC controlled
	NR
	106
	4
	18-65
	NR

	Casey 200980
	2009
	RCT
	Double blind
	No
	Multi-center
	NR
	Inpatient
	Not first episode
	Active controlled
	NR
	402
	12
	18-65
	NR

	Simpson 200481
	2004
	RCT
	Double blind
	No
	Multi-center
	NR
	Inpatient
	Not first episode
	Active controlled
	367
	NR
	6
	18-55
	NR

	Grootens 20114
	2011
	RCT
	Double blind
	No
	Multi-center international
	Europe
	Inpatient
	First episode
	Active controlled
	100
	74
	8
	-
	III

	Martin 200217
	2002
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Both
	NR
	Active controlled
	377
	377
	24
	18-65
	NR

	Cutler 201020
	2010
	RCT
	Double blind
	No
	Multi-center
	US
	Both
	NR
	Dose-ranging and placebo-controlled
	764
	565
	6
	18-65
	III

	Loebel 201382
	2013
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Inpatient
	Not first episode
	Active and placebo/BSC controlled
	668
	488
	6
	18-75
	III

	Lindenmayer 200883
	2008
	RCT
	Double blind
	No
	Multi-center international
	North America
	Inpatient
	NR
	Dose-ranging and placebo-controlled
	736
	532
	6
	18-65
	NR

	Kahn 200784
	2007
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Both
	NR
	Dose-ranging and placebo-controlled
	665
	588
	6
	18-65
	III

	Nair 199885
	1998
	RCT
	Double blind
	No
	Multi-center international
	Europe
	Both
	Not first episode
	Dose-ranging only
	NR
	211
	6
	18-65
	NR

	Yang 201018
	2010
	RCT
	Double blind
	No
	Multi-center
	Asia
	Both
	Not first episode
	Active controlled
	212
	206
	8
	18-65
	NR

	Hwang 200386
	2003
	RCT
	Double blind
	No
	Multi-center
	Asia
	NR
	Not first episode
	Active controlled
	48
	48
	6
	18-65
	NR

	Yang 202187
	2021
	RCT
	NR
	No
	Single-center
	Asia
	Inpatient
	Not first episode
	Active controlled
	NR
	98
	8
	NR
	NR

	Zhang 20215
	2021
	RCT
	Double blind
	No
	Single-center
	Asia
	Inpatient
	First episode
	Active controlled
	113
	100
	6
	16-55
	NR

	Addington 200488
	2004
	RCT
	Double blind
	No
	Multi-center
	NR
	NR
	Not first episode
	Active controlled
	NR
	296
	8
	18-64
	NR

	Potkin 200689
	2006
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Inpatient
	NR
	Active and placebo/BSC controlled
	400
	382
	2
	18-64
	NR

	Li 2015 90
	2015
	RCT
	Double blind
	No
	Multi-center
	Asia
	Inpatient
	Not first episode
	Active controlled
	318
	267
	8
	18-64
	III

	Huttunen 199591
	1995
	RCT
	Double blind
	No
	Multi-center
	Europe
	NR
	Not first episode
	Active controlled
	98
	98
	6
	18-65
	NR

	Parvizi 201992
	2019
	RCT
	Triple blind
	No
	Single-center
	Asia
	Inpatient
	Not first episode
	Placebo/BSC controlled
	46
	30
	8
	NR
	III

	Harvey 201993
	2019
	RCT
	Double blind
	No
	Multi-center
	Asia
	NR
	Not first episode
	Active controlled
	NR
	302
	8
	15+
	III

	Yen 200494
	2004
	RCT
	Single blind
	No
	NR
	Asia
	NR
	NR
	Active controlled
	NR
	41
	12
	18-65
	NR

	NCT00711269 95
	2022
	RCT
	Double blind
	No
	Multi-center international
	Asia
	NR
	NR
	Active and placebo/BSC controlled
	460
	460
	6
	18-74
	III

	Zhang 201196
	2011
	RCT
	Double blind
	No
	Multi-center
	Asia
	Inpatient
	NR
	Active controlled
	253
	242
	6
	18-65
	NR

	NCT03055338 97
	2018
	RCT
	Double blind
	No
	Multi-center
	US
	Inpatient
	Not first episode
	Active and placebo/BSC controlled
	NR
	224
	4
	18-50
	II

	Liu 200019
	2000
	RCT
	Double blind
	No
	Single-center
	Asia
	Both
	NR
	Active controlled
	NR
	56
	12
	18+
	NR

	NCT00563706 98
	2014
	RCT
	Double blind
	No
	Multi-center international
	North America
	Inpatient
	Not first episode
	Active and placebo/BSC controlled
	NR
	204
	4
	18-65
	II

	Peuskens 199999
	1999
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Both
	Not first episode
	Active controlled
	NR
	228
	8
	18-65
	NR

	Casey 2008100
	2008
	RCT
	Double blind
	No
	Multi-center international
	North America
	Both
	NR
	Active and placebo/BSC controlled
	836
	589
	6
	18-65
	NR

	Blin 1996101
	1996
	RCT
	Double blind
	No
	Multi-center
	Europe
	Inpatient
	Not first episode
	Active controlled
	NR
	62
	4
	18-50
	NR

	Li 2012102
	2012
	RCT
	Single blind
	No
	Multi-center
	Asia
	Inpatient
	Not first episode
	Active controlled
	120
	120
	6
	18-65
	IV

	NCT01175135 103
	2018
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Inpatient
	Not first episode
	Active and placebo/BSC controlled
	368
	259
	4
	18-65
	II

	Wang 20236
	2023
	RCT
	Double blind
	No
	Single-center
	Asia
	Inpatient
	First episode
	Active controlled
	353
	90
	12
	18-45
	NR

	Feng 2020104
	2020
	RCT
	Double blind
	No
	Multi-center
	Asia
	Inpatient
	NR
	Active controlled
	444
	388
	6
	18-65
	III

	Downing 2014105
	2014
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Both
	Not first episode
	Active and placebo/BSC controlled
	1,571
	1,013
	6
	18-65
	II

	Ceskova 1994106
	1994
	RCT
	Double blind
	Yes
	NR
	NR
	Inpatient
	Not first episode
	Active controlled
	63
	46
	3
	18+
	NR

	Marder 1994107
	1994
	RCT
	Double blind
	No
	Multi-center
	US
	Inpatient
	Not first episode
	Dose-ranging and active-controlled
	388
	388
	8
	18+
	NR

	Potkin 2007108
	2007
	RCT
	Double blind
	No
	Multi-center
	US
	Both
	Not first episode
	Active and placebo/BSC controlled
	NR
	182
	6
	18+
	NR

	Lee 2007109
	2007
	RCT
	Double blind
	No
	Multi-center
	Asia
	Inpatient
	Not first episode
	Active controlled
	68
	20
	8
	18+
	NR

	NCT04512066 110
	2023
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Inpatient
	NR
	Active and placebo/BSC controlled
	287
	287
	4
	18-45
	II

	Zhang 2010 111
	2010
	RCT
	Single blind
	No
	Single-center
	Asia
	Inpatient
	NR
	Active controlled
	80
	60
	4
	18-65
	NR

	Canuso 2009112
	2009
	RCT
	Double blind
	No
	Multi-center international
	Worldwide
	Inpatient
	NR
	Active controlled
	NR
	399
	6
	18-65
	III

	Key: BSC, best supportive care; N, no; NR, not reported; RCT, randomized controlled trial; US, United States; Y, yes.
Notes: There are 111 studies in this table.
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	Study Name
	Interventions of interest
	Comparator
	Exclusion (reason)*

	EMERGENT-1
	KarXT 50/20 mg BD; 100/20 mg BD; 125/30 mg BD (N = 90)
	Placebo (N = 92)
	-

	EMERGENT-222
	KarXT 50/20 mg BD; 100/20 mg BD; 125/30 mg BD (N = 126)
	Placebo (N = 126)
	-

	EMERGENT-3
	KarXT 50/20 mg BD; 100/20 mg BD; 125/30 mg BD (N = 125)
	Placebo (N = 131)
	-

	Gupta 201823
	Olanzapine (N = 10), 
Risperidone (N = 10), 
Quetiapine  (N = 10), 
Aripiprazole (N = 10)
	-
	-

	Hatta 200924
	Risperidone 3–12mg OD (N = 21), 
Olanzapine 10–20mg OD (N = 17), 
Quetiapine 300–750mg OD (N = 20), 
Aripiprazole 12–30mg OD (N = 22)
	-
	-

	Cantillon 201725
	Aripiprazole 15 mg OD (N = 20)
	Placebo (N = 39)
	-

	Chan 200726
	Aripiprazole 15 mg OD (N = 49), 
Risperidone 2–6 mg BD (N = 34)
	
	-

	Cutler 200627
	Aripiprazole 10 mg OD (N = 94), 
Aripiprazole 2 mg OD (N = 93), 
Aripiprazole 5 mg OD (N = 92)
	Placebo (N = 88)
	Exclude aripiprazole 2 mg and 5 mg OD arms as they lie outside the FDA/EMA licensed dose ranges

	Durgam 201528
	Aripiprazole 10 mg OD (N = 152), 
Cariprazine 3 mg OD (N = 155), 
Cariprazine 6 mg OD (N = 157)
	Placebo (N = 153)
	-

	Fleischhacker 200929
	Aripiprazole 15–30mg OD (N = 355), 
Olanzapine 10–20mg OD (N = 348)
	-
	-

	Jindal 201330
	Aripiprazole 10–20mg OD (N = 30), 
Olanzapine 10–20mg OD (N = 30)
	-
	-

	Kane 200911
	Aripiprazole 10–30mg OD (N = 285), 
Olanzapine 10–20mg OD (N = 281)
	-
	-

	Li 201412
	Aripiprazole 10–30 mg OD (N = 139), 
Risperidone 1–6 mg OD (N = 140)
	-
	-

	McEvoy 200731
	Aripiprazole 10 mg OD (N = 106), 
Aripiprazole 15 mg OD (N = 106), 
Aripiprazole 20 mg OD (N = 100)
	Placebo (N = 108)
	-

	McQuade 200432
	Aripiprazole 15–30 mg OD (N = 156), 
Olanzapine 10–20 mg OD (N = 161)
	-
	-

	Shafti 201633
	Aripiprazole 5–25 mg OD (N = 25), 
Quetiapine 25 mg BD; 150–600 mg OD (N = 25)
	-
	-

	Kane 200234
	Aripiprazole 15 mg OD (N = 102), 
Aripiprazole 30 mg OD (N = 102)
	Placebo (N = 106)
	-

	Marder 200335
	Aripiprazole 2–30 mg OD (N = 932)
	Placebo (N = 416), 
Haloperidol 5–20 mg OD (N = 201)
	Exclude haloperidol arm (haloperidol not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Potkin 200336
	Aripiprazole 20 mg OD (N = 101), 
Aripiprazole 30 mg OD (N = 101), 
Risperidone 6 mg OD (N = 99)
	Placebo (N = 103)
	-

	Robinson 20151
	Aripiprazole 5–30mg OD (N = 102), 
Risperidone 1–6mg OD (N = 96)
	-
	-

	Correll 2016 (NCT00905307)37
	Aripiprazole 15 ± 5 mg OD (N = 50), 
Brexpiprazole 0.25 mg OD (N = 42), 
Brexpiprazole 1 ± 0.5 mg OD (N = 89), 
Brexpiprazole 2.5 ± 0.5 mg OD (N = 90), 
Brexpiprazole 5 ± 1 mg OD (N = 93)
	Placebo (N = 95)
	Exclude brexpiprazole 0.25 mg OD, 1 ± 0.5 mg OD, and 5 ± 0.5 mg OD arms as they lie outside FDA/EMA licensed dose ranges

	Zimbroff 200738
	Aripiprazole 10–30 mg OD (N = 128)
	Ziprasidone 40–80 mg BD (N = 125)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Xiao 202239
	Aripiprazole 10–20 mg OD + aripiprazole once-monthly placebo (N = 218)
	Aripiprazole 400 mg once-monthly + oral aripiprazole placebo (N = 218)
	Exclude whole study (LAI aripiprazole not in scope of research question, per PICOS table and cannot act as a common comparator link in the network. Inclusion in network would add no relevant comparative effectiveness info versus relevant comparators)

	Ishigooka 201840
	Brexpiprazole 1 mg OD (N = 115), 
Brexpiprazole 2 mg OD (N = 115), 
Brexpiprazole 4 mg OD (N = 113)
	Placebo (N = 116)
	Exclude brexpiprazole 1 mg OD arm as it lies outside FDA/EMA licensed dose ranges

	Correll 201541
	Brexpiprazole 0.25 mg OD (N = 90), 
Brexpiprazole 2 mg OD (N = 182), 
Brexpiprazole 4 mg OD (N = 180)
	Placebo (N = 184)
	Exclude brexpiprazole 0.25 mg OD arm as it lies outside FDA/EMA licensed dose ranges

	Kane 2015 (BEACON42)
	Brexpiprazole 1 mg OD (N = 186), 
Brexpiprazole 2 mg OD (N = 186), 
Brexpiprazole 4 mg OD (N = 184)
	Placebo (N = 184)
	Exclude brexpiprazole 1 mg OD arm as it lies outside FDA/EMA licensed dose ranges

	Marder 201643
	Brexpiprazole 2–4 mg OD (N = 150), 
Quetiapine XR 400–800mg OD (N = 153)
	Placebo (N = 161)
	-

	NCT0162500044
	Cariprazine 3 mg OD (N = 126), 
Cariprazine 6 mg OD (N = 133), 
Cariprazine 9 mg OD (N = 67), 
Risperidone 4 mg OD (N = 56)
	Placebo (N = 126)
	Exclude cariprazine 9 mg OD arm as it lies outside FDA/EMA licensed dose ranges

	Durgam 201645
	Cariprazine 1.5–4.5 mg OD (N = 128), 
Cariprazine 6–12 mg OD (N = 134)
	Placebo (N = 130)
	Exclude cariprazine 6–12 mg OD arm as it lies outside FDA/EMA licensed dose ranges

	Durgam 201446
	Cariprazine 1.5 mg OD (N = 145), 
Cariprazine 1.5–3 mg OD (N = 146), 
Cariprazine 1.5–4.5 mg OD (N = 147), 
Risperidone 2–4 mg OD (N = 140)
	Placebo (N = 151)
	-

	Kane 201547
	Cariprazine 3–6 mg OD (N = 151), 
Cariprazine 6–9 mg OD (N = 148)
	Placebo (N = 147)
	Exclude cariprazine 6–9 mg OD arm as it lies outside FDA/EMA licensed dose ranges

	Kluge 200748
	Clozapine 100–400 mg OD (N = 15), 
Olanzapine 5–25 mg OD (N = 15)
	-
	-

	Naber D 200549
	Olanzapine 5–25 mg OD (N = 57), 
Clozapine 100–400 mg OD (N = 57)
	-
	-

	Heinrich 199450
	Risperidone 4 mg OD (N = 20), 
Risperidone 8 mg OD (N = 19), 
Clozapine 400 mg OD (N = 20)
	-
	-

	Lieberman 201651
	Lumateperone 60 mg OD (N = 84), 
Lumateperone 120 mg OD (N = 84), 
Risperidone 4 mg OD (N = 82)
	Placebo (N = 85)
	Exclude lumateperone 60 mg and 120 mg OD arms as both are above the FDA licensed dose (42 mg OD) 

	Correll 202052
	Lumateperone 28 mg OD (N = 150), 
Lumateperone 42 mg OD (N = 150)
	Placebo (N = 150)
	Exclude lumateperone 28 mg OD arm as below the FDA licensed dose (42 mg OD)

	Bernardo 20012
	Olanzapine 10 mg OD (N = 14)
	Haloperidol 10 mg OD (N = 13)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Alvarez 201253
	Olanzapine 5–10 mg BD (N = 23)
	Ziprasidone 40–80mg BD (N = 27)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Svestka 200354
	Olanzapine 10–20 mg OD (N = 20)
Quetiapine 50–700 mg OD (N = 22)
	-
	- 

	Loza 199955
	Olanzapine (N = 27)

	Chlorpromazine (N = 14)
	Exclude whole study (chlorpromazine not in scope of research question, per PICOS table and cannot act as a common comparator link in the network. Inclusion in network would add no relevant comparative effectiveness info versus relevant comparators)

	Wang 202021
	Olanzapine 10 mg OD (N = 42)
	Paroxetine + olanzapine 20 mg OD (N = 42)
	Exclude whole study (paroxetine + olanzapine not in scope of research question, per PICOS table and cannot act as a common comparator link in the network. Inclusion in network would add no relevant comparative effectiveness info versus relevant comparators)

	Sacchetti 200856
	Risperidone 5.1 mg OD (mean) (N = 25), 
Olanzapine 15.1 mg OD (mean) (N = 25)
Quetiapine 590 mg OD (mean) (N = 25)
	-
	-

	Shan 202057
	Olanzapine 20.5 mg OD (mean) (N = 20)
	Olanzapine + metacognitive training 21.58 mg OD (mean) (N = 21)
	Exclude whole study (olanzapine + metacognitive training not in scope of research question, per PICOS table and cannot act as a common comparator link in the network. Inclusion in network would add no relevant comparative effectiveness info versus relevant comparators)

	Harvey200313
	Risperidone 2–6 mg OD (N = 188), 
Olanzapine 5–20 mg OD (N = 189)
	
	-

	Tollefson 199714
	Olanzapine 5–20 mg OD (N = 1336)
	Haloperidol 5–20 mg OD (N = 660)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Kang 20213
	Olanzapine 15–20 mg OD (N = 45)
	Olanzapine 15–20 mg OD + probiotics + 840 mg BD (N = 45)
	Exclude whole study (olanzapine + probiotics not in scope of research question, per PICOS table and cannot act as a common comparator link in the network. Inclusion in network would add no relevant comparative effectiveness info versus relevant comparators)

	Gattaz 200458
	Olanzapine 5–20 mg OD (N = 15)
	Flupentixol 5–20 mg BD (N = 13)
	Exclude whole study (flupentixol not in scope of research question, per PICOS table and cannot act as a common comparator link in the network. Inclusion in network would add no relevant comparative effectiveness info versus relevant comparators)

	Loza 200659
	Olanzapine 5–20 mg OD (N = 39), 
Risperidone 2–8 mg OD (N = 40)
	-
	-

	Shah 201160
	Olanzapine 5–20 mg OD (N = 105)
	Paliperidone ER 3–12 mg OD (N = 109)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Ozguven 201161
	Olanzapine 23 mg OD (mean) (N = 15)
Quetiapine 826 mg OD (mean) (N = 19)
	
	Exclude whole study, both olanzapine 23 mg OD and quetiapine 826 mg OD are above the FDA/EMA maximum doses

	Corrigan 200462
	Olanzapine 15 mg OD (N = 93)
	Sonepiprazole 1.5 mg OD (N = 96), 
Sonepiprazole 10 mg OD (N = 99), 
Sonepiprazole 60 mg OD (N = 91), 
Placebo (N = 87)
	Exclude sonepiprazole arms (sonepiprazole not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Canive 200610
	Olanzapine 15 mg OD (N = 5), 
Risperidone 6 mg OD (N = 4)
	-
	-

	Tybura 201463
	Olanzapine 10–20 mg OD (N = 72)
	Ziprasidone 120–160 mg OD (N = 59), 
Perazine 300–600 mg OD (N = 60)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Rosenheck 200364
	Olanzapine 5–20 mg OD (N = 159)
	Haloperidol 5–20 mg OD (N = 150)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Landbloom 201665
	Olanzapine 15 mg OD (N = 46)
	Placebo (N = 101), 
Asenapine 2.5 mg BD (N = 97), 
Asenapine 5 mg BD (N = 113)
	Exclude asenapine arms (asenapine not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Wagner 200566
	Olanzapine 10–20 mg OD (N = 18)
	Amisulpride 400–800 mg OD (N = 18)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Meltzer 201167
	Olanzapine 10–15 mg OD (N = 123)
	Placebo (N = 116), 
Lurasidone 40 mg OD (N = 119), 
Lurasidone 120 mg OD (N = 118)
	Exclude lurasidone arms (lurasidone not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Kane 200768
	Olanzapine 10 mg OD (N = 128)
	Placebo (N = 127), 
Paliperidone ER 6 mg OD (N = 123), 
Paliperidone ER 9 mg OD (N = 122), 
Paliperidone ER 12 mg OD (N = 130)
	Exclude paliperidone arms (paliperidone not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Davidson 200769
	Olanzapine 10 mg OD (N = 128)
	Placebo (N = 123), 
Paliperidone ER 3 mg OD (N = 127), 
Paliperidone ER 9 mg OD (N = 125), 
Paliperidone ER 15 mg OD (N = 115)
	Exclude paliperidone arms (paliperidone not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Bugarski-Kirola 201470
	Olanzapine 15 mg OD (N = 63)
	Bitopertin 10 mg OD (N = 80), 
Bitopertin 30 mg OD (N = 77), 
Placebo (N = 79)
	Exclude bitopertin arms (bitopertin not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Riedel 200771
	Olanzapine 10–20 mg OD (N = 17)
Quetiapine 400–800 mg OD (N = 16)
	-
	-

	McDonnell 201872
	Olanzapine 20 mg OD (N = 133)
	Placebo (N = 134), 
Olanzapine + samidorphan 20 mg OD + 10 mg OD (N = 134)
	Exclude olanzapine + samidorphan arms (olanzapine + samidorphan not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Schmidt-Kraepelin 202273
	Olanzapine 10–20 mg OD (N = 107)
	Amisulpride + olanzapine 400–800 mg OD + 10–20 mg OD (N = 112), 
Amisulpride 400–800 mg OD (N = 109)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Schmidt 201274
	Olanzapine 15 mg OD (N = 93)
	Placebo (N = 101), 
JNJ-37822681 10 mg BD (N = 100), 
JNJ-37822681 20 mg BD (N = 104), 
JNJ-37822681 30 mg BD (N = 100)
	Exclude JNJ-37822681 arms (JNJ-37822681 not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Shen 201475
	Olanzapine 15 mg OD (N = 77)
	Placebo (N = 77), 
Vabicaserin 200 mg OD (N = 82), 
Vabicaserin 400 mg OD (N = 77)
	Exclude vabicaserin arms (vabicaserin not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Marder 200776
	Olanzapine 10 mg OD (N = 110)
	Placebo (N = 110), 
Paliperidone ER 6 mg OD (N = 112), 
Paliperidone ER 12 mg OD (N = 112)
	Exclude paliperidone arms (paliperidone not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Hatta 201377
	Risperidone 3–6 mg OD (N = 12), 
Olanzapine 10–20 mg OD (N = 15), 
Risperidone > 6–12 mg OD (N = 8), 
Olanzapine > 20–40 mg OD (N = 7)
	
	Exclude risperidone > 6–12 mg OD and olanzapine 20–40 mg OD arms as they lie above FDA/EMA licensed dose ranges

	NCT0039656515
	Olanzapine 10 mg OD (N = 47)
	Paliperidone ER 6 mg OD (N = 136), 
Placebo (N = 138)
	Exclude paliperidone arm (paliperidone not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Egan 201378
	Olanzapine 10–15 mg OD (N = 47)
	Suvecaltamide 12–16 mg OD (N = 86), 
Placebo (N = 83)
	Exclude suvecaltamide arm (suvecaltamide not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Kinon 201179
	Olanzapine 15 mg OD (N = 62)
	Pomaglumetad methionil 5 mg BD (N = 121), 
Pomaglumetad methionil 20 mg BD (N = 122), 
Pomaglumetad methionil 40 mg BD (N = 120), 
Pomaglumetad methionil 80 mg BD (N = 122), 
Placebo (N = 122)
	Exclude pomaglumetad methionil arms (pomaglumetad methionil not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Litman 201416
	Olanzapine 15 mg OD (N = 22)
	Pavinetant 40 mg OD (N = 43), 
Placebo (N = 41)
	Exclude pavinetant arm (pavinetant not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Casey 200980
	Olanzapine 5–15 mg OD (N = 103), 
Risperidone 2–6 mg OD (N = 101)
	Olanzapine + divalproex ER 20–35 mg OD (N = 99), 
Risperidone + divalproex 20–35 mg OD (N = 99)
	Exclude olanzapine + divalproex ER arms (olanzapine + divalproex ER not in scope of research question, per PICOS table)

	Simpson 200481
	Olanzapine 5–15 mg OD (N = 133)
	Ziprasidone 40–60 mg BD (N = 136)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Grootens 20114
	Olanzapine 10–20 mg OD (N = 35)
	Ziprasidone 40–80 mg BD (N = 39)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Martin 200217
	Olanzapine 5–20 mg OD (N = 188)
	Amisulpride 200–800 mg OD (N = 189)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Cutler 201020
	Quetiapine XR 400 mg OD (N = 114), 
Quetiapine XR 600 mg OD (N = 105), 
Quetiapine XR 800 mg OD (N = 113), 
Quetiapine IR 400 mg BD (N = 116)
	Placebo (N = 117)
	-

	Loebel 201382
	Quetiapine XR 600 mg OD (N = 120)
	Lurasidone 80 mg OD (N = 125), 
Lurasidone 160 mg OD (N = 121), 
Placebo (N = 122)
	Exclude lurasidone arm (lurasidone not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Lindenmayer 200883
	Quetiapine XR 300 mg OD (N = 91), 
Quetiapine XR 600 mg OD (N = 92), 
Quetiapine XR 800 mg OD (N = 89), 
Quetiapine IR 300 mg BD (N = 90), 
Quetiapine IR 600 mg BD (N = 86)
	Placebo (N = 84)
	-

	Kahn 200784
	Quetiapine XR 400 mg OD (N = 113), 
Quetiapine XR 600 mg OD (N = 113), 
Quetiapine XR 800 mg OD (N = 121), 
Quetiapine IR 400mg BD (N=123)
	Placebo (N = 118)
	-

	Nair 199885
	Risperidone 8 mg OD (N = 103), 
Risperidone 4 mg BD (N = 108)
	-
	-

	Yang 201018
	Risperidone 2–6 mg OD (N = 103)
	Blonanserin 8–24 mg OD (N = 103)
	Exclude whole study (blonanserin not in scope of research question, per PICOS table and cannot act as a common comparator link in the network. Inclusion in network would add no relevant comparative effectiveness info versus relevant comparators)

	Hwang 200386
	Risperidone 4–8 mg OD (N = 25)
	Amisulpride 400–800 mg OD (N = 22)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Yang 202187
	Risperidone 6 mg OD (N = 49)
	Olanzapine + risperidone 5–20 mg OD + 6 mg OD (N = 49)
	Exclude whole study (olanzapine + risperidone not in scope of research question, per PICOS table and cannot act as a common comparator link in the network. Inclusion in network would add no relevant comparative effectiveness info versus relevant comparators)

	Zhang 20215
	Risperidone 4–6 mg OD (N = 50)
	Celecoxib + risperidone 200 mg OD + 4–6 mg OD (N = 50)
	Exclude whole study (celecoxib + risperidone not in scope of research question, per PICOS table and cannot act as a common comparator link in the network. Inclusion in network would add no relevant comparative effectiveness info versus relevant comparators)

	Addington 200488
	Risperidone 1–5 mg BD (N = 147)
	Ziprasidone 40–80 mg BD (N = 149)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Potkin 200689
	Risperidone 1–6 mg OD (N = 153),
Quetiapine 400–600 mg OD (N = 156)
	
Placebo (N = 73)
	-

	Li 2015 90
	Risperidone 2–6 mg OD (N = 136)
	Blonanserin 8–24 mg OD (N = 131)
	Exclude whole study (blonanserin not in scope of research question, per PICOS table and cannot act as a common comparator link in the network. Inclusion in network would add no relevant comparative effectiveness info versus relevant comparators)

	Huttunen 199591
	Risperidone 8 mg OD (N = 48)
	Zuclopenthixol 38 mg OD (N = 50)
	Exclude whole study (zuclopenthixol not in scope of research question, per PICOS table and cannot act as a common comparator link in the network. Inclusion in network would add no relevant comparative effectiveness info versus relevant comparators)

	Parvizi 201992
	Risperidone (N = 15)
	Risperidone + Cuscuta epithymum (N = 15)
	Exclude whole study (risperidone + Cuscuta epithymum not in scope of research question, per PICOS table and cannot act as a common comparator link in the network. Inclusion in network would add no relevant comparative effectiveness info versus relevant comparators)

	Harvey 201993
	Risperidone 2–6 mg BD (N = 146)
	Blonanserin 8–24 mg BD (N = 156)
	Exclude whole study (blonanserin not in scope of research question, per PICOS table and cannot act as a common comparator link in the network. Inclusion in network would add no relevant comparative effectiveness info versus relevant comparators)

	Yen 200494
	Risperidone 1–12 mg OD (N = 21)
	Haloperidol 2–20 mg OD (N = 20)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	NCT00711269 95
	Risperidone (N = 65)
	Lurasidone 40 mg OD (N = 131), 
Lurasidone 80 mg OD (N = 131), 
Placebo (N = 133)
	Exclude lurasidone arms (lurasidone not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Zhang 201196
	Risperidone 1–6 mg OD (N = 121)
	Ziprasidone 40–80 mg BD (N = 118)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	NCT03055338 97
	Risperidone 2–6 mg OD (N = 45)
	MK-8189 4 mg OD (N = 90), 
Placebo (N = 89)
	Exclude MK-8189 arm (MK-8189 not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Liu 200019
	Risperidone (N = 28)
	Haloperidol (N = 28)
	Exclude whole study (Inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	NCT00563706 98
	Risperidone 4 mg OD (N = 43)
	Placebo (N = 37), 
Vabicaserin  50 mg OD (N = 18), 
Vabicaserin  100 mg OD (N = 8), 
Vabicaserin  150 mg OD (N = 19), 
Vabicaserin  200 mg OD (N = 16), 
Vabicaserin  300 mg OD (N = 19), 
Vabicaserin  400 mg OD (N = 12), 
Vabicaserin  600 mg OD (N = 30)
	Exclude vabicaserin arms (vabicaserin not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Peuskens 199999
	Risperidone 4 mg BD (N = 113)
	Amisulpride 400 mg BD (N = 115)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Casey 2008100
	Risperidone 6 mg OD (N = 120)
	Bifeprunox 5 mg OD (N = 115), 
Bifeprunox 10 mg OD (N = 120), 
Bifeprunox 20 mg OD (N = 115), 
Placebo (N = 119)
	Exclude bifeprunox arms (bifeprunox not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Blin 1996101
	Risperidone 4 mg OD (N = 21)
	Haloperidol 4 mg OD (N = 20), 
Methotrimeprazine 50 mg OD (N = 21)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Li 2012102
	Risperidone 4 mg OD (N = 59), 
Quetiapine 750 mg OD (N = 60)
	-
	-

	NCT01175135 103
	Risperidone 3 mg BD (N = 37)
	Placebo (N = 74), 
Mardepodect 5 mg BD (N = 74), 
Mardepodect 15 mg BD (N = 74)
	Exclude mardepodect arms (mardepodect not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Wang 20236
	Risperidone 4–6 mg OD (N = 44)
	Celecoxib + risperidone 400 mg OD (N = 46)
	Exclude whole study (celecoxib + risperidone not in scope of research question, per PICOS table and cannot act as a common comparator link in the network. Inclusion in network would add no relevant comparative effectiveness info versus relevant comparators)

	Feng 2020104
	Risperidone 2–6 mg OD (N = 194)
	Lurasidone 40–80 mg OD (N = 194)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Downing 2014105
	Risperidone 2 mg BD (N = 142)
	Pomaglumetad methionil 40 mg BD (N = 292), 
Pomaglumetad methionil 80 mg BD (N = 280), 
Placebo (N = 295)
	Exclude pomaglumetad methionil arms (pomaglumetad methionil not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Ceskova 1994106
	Risperidone 2.5–16 mg OD (N = 17)
	Perphenazine 8–40 mg OD (N = 29)
	Exclude whole study (perphenazine not in scope of research question, per PICOS table and cannot act as a common comparator link in the network. Inclusion in network would add no relevant comparative effectiveness info versus relevant comparators)

	Marder 1994107
	Risperidone 2 mg OD (N = 63), 
Risperidone 6 mg OD (N = 64), 
Risperidone 10 mg OD (N = 65), 
Risperidone 16 mg OD (N = 64)
	Haloperidol 20 mg OD (N = 66), 
Placebo (N = 66)
	Exclude haloperidol arm (haloperidol not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Potkin 2007108
	Risperidone 3 mg BD (N = 60)
	Asenapine 5 mg BD (N = 60), 
Placebo (N = 62)
	Exclude asenapine arm (asenapine not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Lee 2007109
	Risperidone 4.1 ± 0.8 mg OD (mean) (N = 10)
	Haloperidol 7.6 ± 2.6 mg OD (mean) (N = 10)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	NCT04512066 110
	Risperidone 4 mg QD (N = 71)
	Placebo (N = 72), 
Ralmitaront 45 mg QD (N  =65), 
Ralmitaront 150 mg QD (N = 68)
	Exclude ralmitaront arms (ralmitaront not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Zhang 2010 111
	Quetiapine 600–750 mg OD (N = 30)
	Haloperidol 6–40 mg OD (N = 30)
	Exclude whole study (inclusion in network would add no relevant comparative effectiveness info versus relevant comparators which is not already provided via a more robust link, i.e. via placebo)

	Canuso 2009112
	Quetiapine 600–800 mg OD (N = 159)
	Placebo (N = 80), 
Paliperidone ER 6–12 mg OD (N = 160)
	Exclude paliperidone arm (paliperidone not in scope of research question, per PICOS table and placebo arm offers more robust common comparator link to network)

	Key:  BD, twice daily; FDA, Food and Drug Administration; EMA: European Medicines Agency; OD, once daily; N, number of patients in treatment arm.
Notes: Yellow cells indicate KarXT clinical trials. Red cells indicate whole studies marked for exclusion. Blue cells indicate studies containing one or more treatment arms marked for exclusion without excluding the whole study. Green text indicates treatment arms of interest with dose regimen falling within the recommended dose range specified by both the respective FDA labels and EMA labels. Blue text indicates treatment arms of interest with dose regimen partially overlapping the recommended dose range specified by both the respective FDA labels and EMA labels. There are 111 studies in this table. 
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The remaining 65 studies (those remaining following initial assessment of trial design characteristics detailed in Appendix 1) were assessed for population heterogeneity through examination of their inclusion and exclusion criteria (Table S4‑1), and reported baseline characteristics data (Figure S1 to Figure S11). This led to the exclusion of an additional 7 studies.
A similarity assessment of inclusion and exclusion criteria considered schizophrenia diagnostic criteria, age, disease history, schizophrenia status at entry, treatment history, concomitant medication, schizophrenia-specific assessment score requirements, and comorbidities (Table S4‑1). 
Most of the 65 remaining studies used the Diagnostic and Statistical Manual of Mental Disorders (DSM) as a diagnostic inclusion criterion for schizophrenia, with variations in which version was used (i.e. DSM-3, -4, or -5).113-115 The EMERGENT-1/-2/-37-9, among others, used DSM-5115, while many studies used older versions of the DSM, with or without additional diagnoses confirmed by the Mini International Neuropsychiatric Interview (MINI). For the studies that did not use the DSM, ICD-10 diagnosis was the next most common, with three studies utilizing this approach (Hatta 200924, Jindal 201330, Svestka 200354). Two studies (Heinrich 199450, Loza 200659) did not report any diagnostic inclusion criteria. 
All studies included an adult population, though the inclusion age ranges varied. The NCT04512066110 study reported the lowest range of 18-45 years. 11 studies included patients aged 18+, with no upper age limit.27, 31, 32, 35, 50, 65, 68, 69, 76, 107, 108 Three studies did not report any inclusion or exclusion criteria related to age.23, 33, 54 Of note, one study, Wang 202021, previously excluded based on trial design dissimilarities in Appendix 1, was additionally excluded on the basis of patient age given it’s restriction to participants aged 65+, which did not overlap with EMERGENT-1/-2/-3.7-9
Many studies included only patients who had been diagnosed with schizophrenia for at least one year before entry. While most studies did not explicitly state this as an inclusion criterion, it is generally understood to have been the case. One study, NCT04512066110, specifically excluded patients with a disease duration exceeding 10 years. 
Most of the studies specified inclusion of patients who were experiencing an acute episode/relapse of schizophrenia at entry, with some studies further specifying that the episode required hospitalization or was judged to require hospitalization (including EMERGENT-1/-2/-37-9). 
In terms of treatment history, most of the studies specified including only patients who had previously responded to pharmacological antipsychotic treatment/no history of treatment resistance to schizophrenia antipsychotic treatments (i.e. excluding those less likely to respond), including EMERGENT-1/-2/-3.7-9 Several studies further defined resistance to schizophrenia antipsychotic treatments as the failure to respond to two or more pharmacotherapy agents, including five comparator studies and EMERGENT-1/-2/-3.7-9, 27 46, 78, 84, 100
Most studies did not report limitations on the use of concomitant medications at/prior to randomization. However, eight explicitly allowed the use of certain benzodiazepines (BZDs) and/or Z-drug agents under specific conditions, while six explicitly prohibited the use of BZDs or high-dose BZDs prior to or at randomization. Additionally, one study (Corrigan 200462) excluded the use of concomitant drugs that could affect the metabolism of the study agents.
Several studies explicitly reported the inclusion and exclusion of patients based on schizophrenia-specific assessment scores. Most studies used three main tools to evaluate patients: the PANSS total score, Clinical Global Impressions-Severity (CGIS-S) score ≥ 4, and the Brief Psychiatric Rating Scale (BPRS). These assessment tools were either used as a standalone criterion or in combination. A PANSS total score of > 80 or ≥ 80 was commonly used (n = 16, including EMERGENT-1/-2/-37-9), with some studies setting the threshold lower at > 60 or ≥ 60 (n = 13) or > 70 or ≥ 70 (n = 11). Two studies had slightly unconventional criteria for PANSS scores: Kinon 201179 (≥ 45) and Canuso 2009112 (≥ 17). Most of these studies did not have an upper limit for the PANSS score, but when present, it was usually < 120, including in EMERGENT-1/-2/-3 and eight other studies. The CGIS-S score ≥ 4 is a common criterion seen in EMERGENT-1/-2/-3 and another 20 studies, with two exceptions: Canuso 2009112 used a threshold of CGIS-S ≥ 5, and Casey 200980 used CGIS-S ≥ 6. Lastly, four studies set the BPRS score at > 40 or ≥ 40, while Kluge 200748 used ≥ 24, Cantillon 201725 used > 36, and Kinon 201179 used > 45. The remaining studies did not report specific criteria for including or excluding patients based on a schizophrenia-specific assessment score.
Patients with psychiatric disorders other than schizophrenia were generally excluded from almost all studies. Although this was not specifically mentioned for EMERGENT-1/-2/-37-9 and was not reported for some other studies, it was typically expected.
Summary statistics of patient characteristics were also compared to assess heterogeneity between the enrolled populations. These considered: baseline age, participant sex, participant race, baseline body mass index (BMI), age at first documented schizophrenia (disease onset), duration of schizophrenia at baseline, baseline Positive and Negative Syndrome Scale (PANSS) total, positive, and negative scores, baseline Clinical Global Impressions – Severity (CGI-S) score, and baseline prolactin level (Figure S1 to Figure S11). 
Ishigooka 201840 and NCT0071126995 enrolled patients notably older than the mean; however, they were not excluded on this basis given that EMERGENT-1/-2/-37-9 also had a higher mean age. 
Patient sex is a potential prognostic factor; as such, since Shafti 201633 and Svestka 200354 differ substantially from other studies in the evidence base in this regard (no male patients included), they were excluded from NMA (Figure S2). 
Nine studies reported only Asian participants (Gupta 201823, Chan 200726, Jindal 201330, Shafti 201633, Ishigooka 201840, NCT0162500044, Hatta 201377, NCT0071126995, Li 2012102, Hatta 200924), and one study reported only White participants (Egan 201378) (Figure S3). Although race has not been identified as a key treatment effect modifier, it is linked to factors known to impact mental health outcomes, such as socioeconomic status.116 Hence, sensitivity analyses were performed to investigate exclusion of studies that enrolled an entirely or near entirely Asian population, and hence differ substantially from the mixed (though majority Black) EMERGENT-1, -2, and -3 studies.7-9 No apparent differences in BMI or age at first schizophrenia presentation across studies warranted the exclusion of any studies (Figure S4 and Figure S5). 
The short duration of schizophrenia diagnosis in Li 2012102 is substantially lower than the average for all other studies (> 6 years); thus, Li 2012102 was excluded from the NMA (Figure S6). 
Bugarski-Kirola 201470 had clinically meaningfully lower PANSS score at baseline than the average of trials included in the evidence base and was therefore excluded from the NMA (Figure S7). Chan 200726 had lower mean baseline PANSS positive symptoms score than other studies (Figure S8), but this was not deemed to be a sufficiently less severe population than EMERGENT-1, -2, and -37-9 to warrant exclusion from the NMA. Nair 199885 and Jindal 201330 were excluded from the NMA on the basis of including a more severe population with respect to PANSS negative symptoms score than EMERGENT-1, -2, and -37-9 (Figure S9). Marder 1994107 and Shafti 201633 had much lower mean baseline CGI-S scores than the average of the evidence base and the EMERGENT-2 and -3 trials and therefore similarly excluded from the NMA (Figure S10). Li 2012102 and Riedel 200771 populations had the highest mean baseline CGI-S score, but were not excluded as EMERGENT-2 and -3 also had higher mean CGI-S scores at baseline.
One study, Kahn 200784, reported baseline prolactin of around 37 ng/mL. This is a mild elevation of prolactin, but is considered unlikely to have significant impacts on patient outcomes, so the study was not excluded (Figure S11)
[bookmark: _Ref14659369][bookmark: _Ref14703063]Table S4‑1: Summary of inclusion/exclusion criteria of trials
	Study name
	Diagnostic criteria
	Age
	Disease history
	Disease status at entry
	Treatment history
	Concomitant medicine
	Schizophrenia-specific assessment score
	Comorbidity

	EMERGENT-1
	DSM-5 diagnosis of schizophrenia, confirmed by Mini International Neuropsychiatric Interview for Schizophrenia and Psychotic Disorder Studies version 7.0.2.
	18-60
	NR
	Acute relapse of symptoms less than 2 months before screening

Relapse causing hospitalization or currently short-term inpatient

	No history of treatment resistance to schizophrenia medications defined as failure to respond to two adequate courses of pharmacotherapy (a minimum of 4 weeks at an adequate dose per the label) or required clozapine within the last 12 months.
	NR
	PANSS total score between 80 and 120

CGI-S score of ≥ 4 at screening and baseline visits
	No moderate/ severe substance abuse or suicide risk

	EMERGENT-222
	
	18-65
	Patients were not newly diagnosed or experiencing first treated episode
	
	
	NR
	
	

	EMERGENT-3
	
	
	
	
	
	NR
	
	

	Gupta 201823
	DSM-V diagnosis of schizophrenia
	NR
	Not reported
	Not reported
	Not reported
	Not reported
	Not reported
	Patients with disease of the central nervous system such as stroke, tumor, Parkinson's, organic brain disease, chronic infection, or neurosyphilis; or patients who have suffered a traumatic brain injury resulting in significant impairment

	Hatta 200924
	ICD-10 diagnosis of schizophrenia
	18-64
	Not reported
	Newly admitted acute schizophrenic patients
	Not reported
	Not reported
	Not reported
	Excluded for diagnoses of schizoaffective, schizophreniform, bipolar I or II disorders, substance abuse/dependence (past 3 months); suicide attempt (past 2 years); suicide risk, body mass index of less than 18 or greater than 40 kg/m2

	Cantillon 201725
	DSM-IV diagnosis of schizophrenia or schizoaffective disorder, confirmed by MINI international neuropsychiatric interview 6.0 for schizophrenia and Psychotic disorders studies
	18-65
	Diagnosis at least one year prior to screening
	Current exacerbation episode no longer than 4 weeks
	Minimum of 6 weeks exposure and positive response to antipsychotic therapy in the last 3 years
	Not reported
	Psychiatric rating scale (BPRS): score >36, BPRS Psychosis cluster = 4
	No patients with other primary psychiatric disorders (delirium or bipolar)

	Chan 200726
	DSM-IV diagnosis of schizophrenia or schizoaffective disorder
	18-65
	Outpatient for at least one 3- months period during the past years
	Acute relapse of symptoms leasing to hospitalization
	Evidence of response to antipsychotic medications

Patients taking a long acting neuroleptic could be included if a time period of at least 1 treatment cycle plus 1 week had elapsed since their last Injection could be included.
	Not reported
	PANSS total score of at least 60 and a minimum score of 4 (moderate) on at least two of the four items of the PANSS positive subscale
	No patients with psychiatric disorder other than schizophrenia or schizoaffective disorder requiring pharmacotherapy or serious suicidal ideation, other neurological abnormality, drug/alcohol dependency or use of other investigational drug

	Cutler 200627
	DSM-IV diagnosis of schizophrenia
	18+
	Not reported
	Acute relapse with worsening of schizophrenia within previous 3 months which required inpatient hospitalization
	Evidence of responsiveness to antipsychotic medication (other than clozapine) in the past 2 years
	Not reported
	PANSS total score of >60 and a minimum score of 4 (moderate) on at least two of the four items of the PANSS positive subscale
	Excluded if current DSM-IV-TR Axis I diagnosis of: Schizoaffective disorder; MDD; Bipolar disorder; Delirium, dementia, amnestic or other cognitive disorder; Borderline, paranoid, histrionic, schizotypal, schizoid or antisocial personality disorder

	Durgam 201528
	DSM-IV-TR diagnosis of schizophrenia
	18-60
	Participants had to have been diagnosed for = 1 year and have had = 1 psychotic episode that required hospitalization or change in antipsychotic medication during the past year
	Current psychotic episode (schizophrenia exacerbation) < 2 weeks duration at Visit 1, but not if this was the first psychotic episode
	No treatment resistance (poor response to = 2 antipsychotics at adequate dose/duration during the past 2 years)
	Not reported
	PANSS Total score of = 80 or more and a minimum score of 4 (moderate) on at least two of the four items of the PANSS positive subscale. CGI-S score of at least 4
	No patients with history of delirium, dementia, amnesic or other cognitive disorder, or bipolar disorder; substance abuse within the previous 3 months; history of neuroleptic malignant syndrome; history of epilepsy or seizures or a history of an abnormal electroencephalogram, severe head trauma or stroke

	Fleischhacker 200929
	DSM-IV diagnosis of schizophrenia
	18-65
	Patients had to be treated as outpatients for at least one continuous 3-month period during the past 12 months
	Patients experiencing an acute relapse of symptoms
	Demonstrated previous response to antipsychotic drugs (other than clozapine). No patients with prior failure to respond to olanzapine therapy
	Concomitant administration of psychotropic agents, with the exception of benzodiazepines, was prohibited. Patients could receive 4 mg/day lorazepam (or 20 mg/day diazepam) for anxiety plus 1–2 mg lorazepam (5–10 mg diazepam) if needed for sleep. No dose of lorazepam could be administered within 4 hours (12 hours for diazepam) before the administration of efficacy or safety rating scales. Weight-control therapies were also prohibited. Anticholinergic drugs for extrapyramidal symptoms (EPS) were permitted but could not exceed the equivalent of 6 mg/day benztropine or be administered within 12 hours of rating scales.
	PANSS total score =60
	No patients with psychiatric disorder other than schizophrenia or schizoaffective disorder requiring pharmacotherapy or serious suicidal ideation, other neurological abnormality, any other acute unstable medical condition

	Jindal 201330
	ICD-10 diagnosis of schizophrenia
	18-65
	Not reported
	Not reported
	Excluded if patients had received any pharmacological treatment or ECT within 1 month prior to the study
	Not reported
	Not reported
	No comorbid medical/psychiatric disorder, history of seizure disorder, substance abuse/ dependence, mental retardation

	McEvoy 200731
	DSM-IV diagnosis of schizophrenia
	18+
	Outpatient for at least three continuous months within the last 12 months
	Acute exacerbation of symptoms that required inpatient hospitalization
	Prior responsiveness to antipsychotic medication required
	Not reported
	PANSS Total score of 60 or more and a minimum score of 4 (moderate) on at least two of the four items of the PANSS positive subscale
	No patients with psychiatric disorder other than schizophrenia or schizoaffective disorder requiring pharmacotherapy or serious suicidal ideation, other neurological abnormality, drug/alcohol dependency, tardive dyskinesia, or severe akathisia or any other acute unstable medical condition

	McQuade 200432
	DSM-IV diagnosis of schizophrenia
	18+
	Treated as an outpatient for at least one continuous 3-month period during the past 12 months
	Acute relapse and required inpatient hospitalization. Patients could not have been hospitalized for 14 days immediately prior to screening
	Had a previous response to a neuroleptic medication other than clozapine. Use of an investigational drug within 4 weeks of randomization not allowed
	Not reported
	Not reported
	Other significant medical illness

	Shafti 201633
	DSM-5 diagnosis of schizophrenia
	NR
	Not reported
	Not reported
	Not reported
	Not reported
	Not reported
	No patients with psychiatric disorder other than schizophrenia or schizoaffective disorder requiring pharmacotherapy or serious suicidal ideation, other neurological abnormality, drug/alcohol dependency, tardive dyskinesia, or severe akathisia

	Kane 200234
	DSM-IV diagnosis of schizophrenia or schizoaffective disorder
	18-65
	Not reported
	Acute relapse of symptoms leading to hospitalization
	Use of long-acting neuroleptic ok if time period of at least one treatment cycle plus 1 week had elapsed since their last Injection
	Not reported
	PANSS Total score of 60 or more and a minimum score of 4 (moderate) on at least two of the four items of the PANSS positive subscale (1–7 scale). CGI scale scores (thresholds NR)
	No diagnosis of Parkinson’s disease, dementia or related disorder or uncorrected narrow-angle glaucoma

	Marder 200335
	DSM-IV diagnosis of schizophrenia (4 studies). DSM-III-R criteria (1 study)
	18+
	Acute relapse of schizophrenia; Outpatient for at least one 3 month period during last 12 months (all studies)
	Acute exacerbation of symptoms that required inpatient hospitalization
	Prior responsiveness to antipsychotic medication required (all studies)
	Not reported
	PANSS Total score of 60 or more and a minimum score of 4 (moderate) on at least two of the four items of the PANSS positive subscale
	No psychiatric diagnosis other than schizophrenia; significant risk of suicidal or violent behavior; history of mental retardation, major depressive episodes, neuroleptic malignant syndrome, tardive dyskinesia, any neurologic disorder, severe head trauma, or any unstable medical condition; history of substance dependence or participation in a drug clinical trial within 3 months before screening

	Potkin 200336
	DSM-IV diagnosis of schizophrenia or schizoaffective disorder
	18-65
	Had been an outpatient for at least one 3-month period during the past year
	Acute relapse of symptoms leading to hospitalization
	Not refractory to antipsychotics, had previously shown an improvement with an antipsychotic drug other than clozapine. Use of long-acting neuroleptic ok if time period of at least one treatment cycle plus 1 week had elapsed since their last Injection. No treatment with an investigational drug within 4 weeks before randomization
	Not reported
	PANSS Total score of 60 or more and a minimum score of 4 (moderate) on at least two of the four items of the PANSS positive subscale
	2 studies allowed inclusion of patients with schizoaffective disorder
No patients psychiatric disorder other than schizophrenia, a history of recent suicidal attempts/intentions, a history of substance abuse disorder

	Correll 2016 (NCT00905307)37
	DSM-IV-TR diagnosis of schizophrenia
	18-65
	Excluded if this was a patients first acute episode of schizophrenia
	Subjects experiencing an acute exacerbation of psychotic symptoms leading to hospitalization
	Not reported
	Not reported
	Not reported
	No patients psychiatric disorder other than schizophrenia, a history of recent suicidal attempts/intentions, a history of substance abuse disorder (previous 3 months), history of neuroleptic malignant syndrome

	Ishigooka 201840
	DSM-IV-TR diagnosis of schizophrenia
	18-65
	Included if experiencing acute exacerbation of psychotic symptoms, psychotic disorders and a history of exacerbation or relapse of symptoms when not receiving antipsychotic treatments.
	Eligibility criteria also included patients who were hospitalized or judged to require hospitalization for acute relapse of SCZ at the time of informed consent, and those with a history of exacerbation or relapse of symptoms when not receiving antipsychotic treatments.
	Patients receiving electroconvulsive therapy 60 days prior to informed consent were excluded
	Prohibited concomitant medications prior to randomization included benzodiazepines, mood stabilizers, antidepressants, depot/long-acting injectable antipsychotics, and oral/immediate-release intramuscular antipsychotics
	Participants having clinical Global Impression–Severity (CGI-S) score of = 4, total Brief Psychiatric Rating Scale (BPRS) score of = 40, and score of = 4 for two or more of the BPRS items (conceptual disorganization, hallucinatory behavior, suspiciousness, and unusual thought content).
	Excluded if DSM-IV diagnosis of schizoaffective disorder or substance use disorder, a positive screen for cocaine or alcohol or a clinical history of delirium, dementia, amnesia, or bipolar disorder, suicidal ideation or suicide attempts

	Correll 201541
	DSM-IV-TR diagnosis of schizophrenia
	18-65
	Patients were excluded if they had a first episode of schizophrenia, a DSMIV- TR axis I diagnosis other than schizophrenia, clinically significant tardive dyskinesia, substance abuse or dependence in the previous 180 days, or a clinically significant medical condition
	Eligible patients had experienced an acute exacerbation
	Not reported
	Concomitant medication disallowed during the study included all psychotropic agents (including antipsychotics, antidepressants and mood stabilizers), benzodiazepines (apart from specific use as rescue therapy), non-benzodiazepine sleep medications (apart from limited use for treatment of insomnia), antihistamines (except for loratadine and cetirizine), varenicline, vitamins, nutritional supplements, non-prescription herbal preparations, CYP2D6 inhibitors, and CYP3A4 inhibitors and inducers.
	Not reported
	Excluded if diagnosed with psychiatric disorder other than schizophrenia; had a history of or presented with delirium, dementia, amnesia, or a cognitive disorder

	Kane 2015 (BEACON)42
	DSM-IV-TR diagnosis of schizophrenia
	18-65
	Not reported
	Included patients with acute relapse at trial entry, and had a history of relapse and/or symptom exacerbation when they were not receiving antipsychotic treatments.
	Patients who had received electroconvulsive therapy 60 days prior to screening or study drug in any other previous trial. All psychotropic agents, ramelteon, non-benzodiazepine sleep aids (except for limited treatment of insomnia), antihistamines (excluding cetirizine and loratadine), varenicline, vitamins/nutritional supplements/herbal preparations (unless approved in advance by medical monitor), CYP2D6 inhibitors, CYP3A4 inhibitors/inducers and investigational agents were prohibited during the trial were excluded
	Prohibited concomitant medications used prior to randomization included oral/immediate release intramuscular antipsychotics, depot/ long-acting injectable antipsychotics, antidepressants, mood stabilizers and benzodiazepines.
	Total Brief Psychiatric Rating Scale (BPRS) score >=40; score of =>4 on two or more BPRS items (hallucinatory behavior, unusual thought content, conceptual disorganization or suspiciousness); and CGI-S score >=4 for inclusion
	No patients with psychiatric disorder other than schizophrenia or schizoaffective disorder requiring pharmacotherapy or serious suicidal ideation, other neurological abnormality, drug/alcohol dependency, tardive dyskinesia, or severe akathisia or any other acute unstable medical condition

	Marder 201643
	DSM-IV-TR diagnosis of schizophrenia and confirmed by the Mini International Neuropsychiatric Interview (MINI)
	18-56
	The patient has a history of relapse and/or exacerbation of symptoms when not receiving antipsychotic treatment, excluding the current episode were included
	The patient has an acute exacerbation of psychotic symptoms and marked deterioration of usual function for inclusion

Patients with current acute relapse of schizophrenia were included
	Not reported
	Not reported
	Not reported
	Diagnosis of
diabetes or metabolic syndromes and depression requiring antidepressant or
mood stabilizer treatment

	NCT0162500044
	DSM-IV-TR criteria for schizophrenia
	20-64
	Not reported
	Not reported
	Not reported
	Not reported
	Not reported
	Excluded patients with current suicidality, a neurological disorder, an acute or unstable medical condition, a clinically significant laboratory test value and alcohol or substance dependence within the previous three months

	Durgam 201645
	DSM-IV diagnosis of schizophrenia
	18-65
	Patients had a schizophrenia diagnosis for 1 year or longer
	Current psychotic episode less than 4 weeks in duration and at least one other psychotic episode in the past year that required hospitalization or change in antipsychotic medication
	Could not be refractory to =2 marketed antipsychotics
	Not reported
	PANSS Total score of = 80 and a minimum score of 4 (moderate) on at least two of the four items of the PANSS positive subscale. CGI-S score of at least 4
	NR

	Durgam 201446
	DSM-IV diagnosis of schizophrenia
	18-60
	Patients had the diagnosis for at least 1 year and at least one psychotic episode requiring hospitalization/antipsychotic medication change/intervention during the preceding year
	Current exacerbation less than 2 weeks' duration
	Excluded if poor response to =2 antipsychotics of adequate dose and duration
	Not reported
	PANSS Total score of = 80 and a minimum score of 4 (moderate) on at least two of the four items of the PANSS positive subscale. CGI-S score of at least 4
	NR

	Kane 201547
	DSM-IV diagnosis of schizophrenia
	18-60
	Participants had been diagnosed for 1 year or more
	Current psychotic episode of less than 2 weeks' duration with at least one psychotic episode that required hospitalization or change in antipsychotic therapy during the previous year, not first psychotic episode
	No Electroconvulsive therapy in the past 3 months; prior depot neuroleptic treatment; or clozapine in the past 10 years,
	Medications with psychotropic activity were not allowed except for lorazepam zolpidem, zaleplon, chloral hydrate, or eszopiclone and diphenhydramine, benztropine, or propranolol
	PANSS Total score of = 80 and a minimum score of 4 (moderate) on at least two of the four items of the PANSS positive subscale. CGI-S score of at least 4
	No serious medical condition that might confound evaluation of the study drug or alcohol in preceding 90 day period

	Kluge 200748
	DSM-IV diagnosis of schizophrenia, schizophreniform, or schizoaffective disorder
	18-65
	Not reported
	Not reported
	Not reported
	Not reported
	Brief Psychiatric Rating Scale (BPRS0–6) score of 24 or higher were screened
	Not reported

	Naber D 200549
	DSM-IV criteria for schizophrenia
	18-59
	Not reported
	Not reported
	Included participants had a documented history that they had either failed to respond to at least one antipsychotic other than clozapine and olanzapine or had experienced intolerable side effects during these prior antipsychotic treatments. Patients were excluded if they had received prior olanzapine treatment at any time or prior clozapine treatment within the last 3 months
	Not reported
	Patients with a minimum Brief Psychiatric Rating Scale (BPRS) score of 24, were included
	Patients with serious somatic illnesses, including alcohol and/or drug dependency, were not allowed to participate

	Heinrich 199450
	Not reported
	18+
	Not reported
	Not reported
	Acute schizophrenic patients were included
	Not reported
	Not reported
	Not reported

	Lieberman 201651
	DSM-IV axis I disorders (DSM Disorders–Clinical Trials Version)
	18-55
	The current acute episode was required to have started within 4 weeks of screening with an independent informant verifying that symptom severity represented an acute exacerbation for a given individual.
	Patients were eligible for participation if experiencing an acute exacerbation of psychosis
	Individuals were required to have shown previous treatment response to APD therapy and thus be neither treatment-naïve nor treatment-resistant

Patients were excluded if ever used depot antipsychotic within one treatment cycle before base line; use of any APD within screening period; use of specific agents with known interaction with 5-HT2A receptors; clinically significant abnormal laboratory values or clinical findings
	Not reported
	Participants were included if score of =40 on the 18-item Brief Psychiatric Rating Scale (item range 1–7) with a score of 4 or more on 2 or more of the positive symptom items: suspiciousness, conceptual disorganization, hallucinatory behavior, or unusual thought content
	Participants with Uncontrolled angina/recent history of myocardial infarction/clinically significant cardiac arrhythmia; hematological/ renal/hepatic/endocrinological/neurological/cardiovascular disease; history of neuroleptic malignant syndrome; human immunodeficiency virus; hepatitis B or C with evidence of active liver disease; substance abuse/dependence; positive drug/alcohol screen; likely drug allergy/sensitivity, Dementia/delirium/mental retardation/ epilepsy/drug-induced psychosis/brain trauma; schizoaffective disorder/bipolar disorder/acute mania/major depression with psychotic features; imminent danger to self or others; suicidal ideation/behavior; unstable living environment were excluded

	Correll 202052
	DSM-V/DSM-IV-TR diagnosis of schizophrenia
	18-60
	Not reported
	Patients were included if they were experiencing an acute exacerbation of psychosis

Onset of the acute episode within 4 weeks of screening
	Patients had to have a previous response to antipsychotic therapy
	Not reported
	Participants were required Brief Psychiatric Rating Scale of 40 or higher, with a score of 4 or higher on 2 or more positive symptoms (with a 7-point Likert scale with 1 indicating not present and 7 indicating extremely severe)
	Participants with Cardiac arrhythmia; hematological, renal, hepatic, endocrinological, neurological, cardiovascular disease; history of neuroleptic malignant syndrome; HIV; hepatitis B or C with evidence of active liver disease; substance abuse or dependence; positive drug or alcohol screen; likely drug allergy/hypersensitivity were excluded.

	Svestka 200354
	ICD-10 diagnostic criteria for acute schizophrenic or schizoaffective disorders
	NR
	Not reported
	Not reported
	Not reported
	Not reported
	Not reported
	Not reported

	Sacchetti 200856
	DSM-IV-TR diagnosis of schizophrenia
	18-65
	Not reported
	Patients with schizophrenia, were included.
	Patients with no exposure to depot antipsychotics in the previous 6 weeks, were included.

Patients with contraindications to treatment with risperidone, olanzapine or quetiapine were excluded.
	Not reported
	Patients with a total score of = 70 on the Positive and Negative Syndrome Scale (PANSS), were included.
	Patients with current DSM-IV-TR axis I comorbid disorders; a history of substance-abuse related disorders in the preceding 6 months; concomitant severe, unstable physical illnesses, were excluded.

	Loza 200659
	Not reported
	18-65
	Not reported
	Not reported
	Patients with history of antipsychotic treatment-resistance were not included
	Not reported
	Not reported
	Not reported

	Corrigan 200462
	DSM-IV diagnosis of schizophrenia
	18-65
	Not reported
	Patients who were relapsing after chronic treatment were also eligible.
	Both patients who had never received antipsychotic therapy and those who were relapsing after chronic treatment were eligible for inclusion

A history of failure to respond to standard antipsychotic treatments at therapeutic doses were excluded
	Those who required concomitant treatment with any drug that might interact adversely with or obscure the action of the study medication (including antiarrhythmic agents and medications that are potent inhibitors or inducers of CYP3A4 or CYP1A2) were also excluded.
	Patients were required to have a score of at least 60 on the Positive and Negative Syndrome Scale (PANSS).
	Patients who had clinically significant disease were excluded

	Landbloom 201665
	DSM-IV-TR diagnosis of schizophrenia
	18+
	Not reported
	Participants with confirmed experience of an acute exacerbation of schizophrenia (as evidenced by a duration of =8 weeks) were included
	Patients must have previously responded positively to an antipsychotic medication other than clozapine and tapered off all prohibited psychotropic medication (antipsychotics, antidepressants, and mood stabilizers).
	Not reported
	Participants with Positive and Negative Syndrome Scale (PANSS) total score =>70 at screening and baseline were included. Patients were required to have a score >=4 on at least 2 items in the PANSS positive subscale. A Clinical Global Impression–Severity (CGI-S) score >=4 (moderately ill)
	Participants with Jaundice, worsening fatigue, nausea, vomiting, right upper quadrant pain or tenderness, fever, rash, or eosinophilia); clinically significant laboratory, vital sign, physical examination, or electrocardiogram findings at screening that precluded trial participation; narrow-angle glaucoma history; epilepsy or any seizure disorder beyond childhood febrile seizure diagnosis; human immunodeficiency virus antibody serological evidence; neuroleptic malignant syndrome history; or tardive dyskinesia history were excluded. Additional exclusion criteria included diagnosis of schizoaffective disorder or schizophrenia of catatonic or residual subtype, or schizophrenia of residual subtype; primary Axis I diagnosis other than schizophrenia; comorbid Axis I disorder responsible for current symptoms and functional impairment; borderline personality disorder diagnosis; mental retardation diagnosis, history of traumatic brain injury causing ongoing cognitive difficulties, Alzheimer’s disease or another form of dementia, or any central nervous system chronic organ disease were excluded

	Meltzer 201167
	DSM-IV determined by the Mini International Neuropsychiatric Interview diagnosis of schizophrenia
	18-75
	Patients were required to have an illness duration of at least 1 year and to have been hospitalized for ≤2 weeks for an acute exacerbation of psychotic symptoms for inclusion
	Participants have been hospitalized for ≤2 weeks for an acute exacerbation of psychotic symptoms for inclusion
	Not reported
	Limited use of benzodiazepines was permitted for severe anxiety, agitation, or insomnia was permitted
	Participants having CGI-S score ≥4 (moderate or greater) and a Positive and Negative Syndrome Scale (PANSS) total score ≥80, including a score ≥4 (moderate) on two or more of the following PANSS items: delusions, conceptual dis organization, hallucinations, unusual thought content, and suspiciousness were included
	Not reported

	Kane 200768
	DSM-IV Criteria diagnosis of schizophrenia
	18+
	Patients must have been diagnosed with schizophrenia for at least 1 year prior to screening for inclusion
	Patients experiencing an acute episode of schizophrenia were included
	Patients receiving a depot antipsychotic within 120 days or paliperidone palmitate as part of a clinical trial within 10 months before screening, and the use of antidepressants (unless on a stable dose for 3 months prior to the study) or mood stabilizers within the 2 weeks prior to screening
	Benzodiazepine use was also permitted provided the patient had been receiving a stable dose for at least 3 months.
	Patients were included if PANSS total score between 70 and 120
	A history of tardive dyskinesia or neuroleptic malignant syndrome, being at significant risk for suicide or violent behavior were excluded

	Davidson 200769
	DSM-IV Criteria diagnosis of schizophrenia
	18+
	Patients must have been diagnosed with schizophrenia for at least 1 year prior to screening for inclusion
	Patients experiencing an acute episode of schizophrenia were included
	Patients receiving a depot antipsychotic within 120 days or paliperidone palmitate as part of a clinical trial within 10 months before screening, and the use of antidepressants (unless on a stable dose for 3 months prior to the study) or mood stabilizers within the 2 weeks prior to screening
	Benzodiazepine use was also permitted provided the patient had been receiving a stable dose for at least 3 months.
	Patients were included if PANSS total score between 70 and 120
	A history of tardive dyskinesia or neuroleptic malignant syndrome, being at significant risk for suicide or violent behavior were excluded

	Bugarski-Kirola 201470
	DSM-IV diagnosis of schizophrenia
	18-65
	Patients with treatment-resistant SCZ; and a primary movement disorder that could affect ratings on the extrapyramidal symptoms (EPS) scales (e.g. Parkinson's disease) were excluded
	Acute exacerbation of SCZ that began within the previous 8 weeks as evidenced by increased hostility, tension, suspiciousness or aggressive behavior were included
	Patients who had previous treatment with a GlyT1 inhibitor or any other investigational drug or; electroconvulsive therapy within 6 months of the trial; current or previous treatment with clozapine; previously experienced a lack of response or adverse event (AE) to olanzapine were excluded
	Not reported
	Positive and Negative Syndrome Scale (PANSS) total score of between 80 and 120, including a score of = 4 (moderate or worse) on = 2 of the following PANSS items - delusions, conceptual disorganization, unusual thought content, hallucinatory behavior, suspiciousness/ persecution; a Clinical Global Impressions – Severity (CGI-S) score of =4 (moderate or worse) were included
	Patients with a blood hemoglobin (Hb) level of < 13.0 g/dL (males) or < 12.0 g/dL (females) or a history of haemoglobinopathy were excluded;

Patients experiencing their first psychotic break were excluded

	Riedel 200771
	DSM-IV diagnosis of schizophrenia
	18-65
	Not reported
	Acute episode of schizophrenia for inclusion
	Patients receiving previous, non-depot antipsychotic treatment underwent a 2–7 days washout period before randomization to reach baseline dopamine receptor occupancy levels and reduce the possibility of illness deterioration and were included.

Patients treated with clozapine within 4 weeks of enrollment were excluded
	Lorazepam, Zopiclone
	CGI score >4 and a PANSS total score >60
	Substance abuse, dependence or intoxication, suicidal tendencies, significant medical history (head trauma, epilepsy, meningo-encephalitis were excluded

	McDonnell 201872
	DSM-V diagnosis of schizophrenia
	18-70
	Not reported
	Participants with acute exacerbation or relapse of schizophrenia symptoms
	Patients were excluded if they initiated first antipsychotic treatment within the past 12 months, < 1 year had elapsed since the initial onset of active-phase of schizophrenia symptoms, or if they received clozapine within 6 months prior to screening.

Patients with a history of clozapine use for treatment-resistant schizophrenia or an inadequate response to treatment with olanzapine were excluded
	Not reported
	PANSS score = 80 with a score = 4 on at least 3 of the following items from the PANSS: Item 1, delusions; Item 2, conceptual disorganization; Item 3, hallucinatory behavior; and Item 6, suspiciousness/ persecution, and a CGI-S score = 4 at baseline and screening, for inclusion
	Presence of a clinically significant or unstable medical illness, condition, or disorder, History of diabetes; moderate or severe alcohol or drug use disorder were excluded

	Schmidt 201274
	DSM-IV diagnosis of schizophrenia
	18-65
	Patients included if had schizophrenia 1 year before screening, Unstable disease, Neuroleptic malignant syndrome
	Acute exacerbation of disease for less than 6 months duration for inclusion
	Patients who have never been treated with an anti psychotic; had history of lack of response to antipsychotic therapy when acutely psychotic or had used clozapine for the indications of treatment resistance or reduction of suicidal risk, were excluded from the study. Patients who used monoamine oxidase inhibitors within 4 weeks before screening, fluoxetine within 5 weeks before screening, any other marketed antidepressants within 2 weeks before screening, or mood stabilizers within 2 weeks before baseline were also excluded from the study. Injection of a depot antipsychotic could not have occurred within 120 days before screening or use of paliperidone palmitate within 10 months before screening were also excluded.
	Oral benzodiazepines were allowed for the treatment of agitation, anxiety, or sleep difficulties; however, the daily dose of the benzodiazepine was not to exceed an equivalent of 6 mg daily of oral lorazepam at screening and during the first 2 weeks; and an equivalent dose of 3 mg daily of lorazepam thereafter.
	Positive and Negative Syndrome Scale (PANSS) total score between 70 and 120 (inclusive) at screening and 60 and 120 (inclusive) at baseline were included
	Substance dependence, history of any significant or unstable disease; history of neuroleptic malignant syndrome, significant risk of suicidal or violent behavior and treatment with electroconvulsive therapy within 3 months before screening were excluded.

	Shen 201475
	DSM-IV-TR diagnosis of schizophrenia
	20-63
	Subjects with current Axis I primary psychiatric diagnosis other than schizophrenia were excluded
	Adult subjects with acute exacerbation of schizophrenia were included
	Subjects who had used olanzapine within the past 30 days or had a known history of resistance to antipsychotic treatment were excluded
	Lorazepam, clorazepate dipotassium, benztropine, biperiden, trihexyphenidyl HCl, zaleplon, and zolpidem were allowed; Other anxiolytics, antiparkinsonian agents, or sedative-hypnotics, antidepressants, MAOIs, analgesics (opioid), anticonvulsants, electroconvulsive therapy, psychostimulants or sympathomimetics, psychotropic drugs or substances, psychotherapy, lithium, barbiturates, drugs known to influence dopamine or serotonin neurotransmission, and drugs known to prolong the QT/QTc interval. were prohibited
	PANSS total score >=70 and <=120, a PANSS Positive Symptoms Subscale score >=20, and scores of >=4 on at least two of the following PANSS items: delusions, conceptual disorganization, hallucinatory behavior, suspiciousness, and unusual thought content. Subjects must have had CGI-S scores >=4 at both screening and baseline for inclusion
	Current Axis I primary psychiatric diagnosis other than schizophrenia, substance dependence, significant suicide risk or having a CDSS score of 3 on the suicide item were excluded

	Marder 200776
	DSM-IV diagnosis of schizophrenia
	18+
	Not reported
	Patients experiencing an acute episode of schizophrenia were included
	Patients were excluded if receiving a depot antipsychotic within 120 days or paliperidone palmitate as part of a clinical trial within 10 months before screening. A history of drug sensitivity or allergy, including hypersensitivity to risperidone, paliperidone, or olanzapine, or a history of unresponsiveness to antipsychotic agents also resulted in exclusion from the study.
	Benzodiazepine, Antidepressants, Paracetamol, Ibuprofen and Benzatropine mesylate
	Positive and Negative Syndrome Scale (PANSS) total score of 70 –120 for inclusion
	Tardive dyskinesia, Neuroleptic malignant syndrome

Diagnosis of substance dependence within the previous 6 months; medical conditions affecting absorption, metabolism, or excretion of the study drug were excluded

	Hatta 201377
	DSM-IV-TR diagnosis of schizophrenia, schizophreniform, schizoaffective disorder.
	18-64
	Not reported
	Patients with acute phase schizophrenia were included
	Not reported
	Not reported
	Not reported
	Patients with liver dysfunction, renal dysfunction, heart failure, respiratory failure, or diabetes mellitus were excluded

	Egan 201378
	DSM-IV-TR diagnosis of schizophrenia
	18-55
	Schizophrenia, with a diagnosis duration greater than 1 year were included
	Acute exacerbation of psychotic symptoms of at least 3 days but no longer than 6 weeks and marked deterioration of function were included
	Participants with history of poor tolerability or poor response to olanzapine, refractory to antipsychotic treatment, define as failure to respond (with substantial symptom reduction) to =>2 marketed antipsychotic agents from two different classes, given at an adequate dose for =>8 weeks over the last year were excluded
	Not reported
	Positive and Negative Syndrome Scale (PANSS) total score =>70 and a score =>4 on two or more of the following PANSS items: delusions, conceptual disorganization, hallucinatory behavior, suspiciousness, and unusual thought content.  Patients also had to have a score => 4 on the Clinical Global Impression—Severity (CGI-S) at screening and baseline visits.
	Patients were excluded if had imminent risk of suicide or injury to self or others or history of significant suicide attempt within the last 12 months, episode of major depression in the past 6months, other significant disorders that might pose a risk to the patient or confound the results of the study.

Patients were also excluded if they had history of alcohol/ drug dependence within 3 months or alcohol/drug abuse within 1month of screening based on DSM-IV-TR criteria.

	Kinon 201178
	DSM-IV diagnosis of schizophrenia
	18-65
	Not reported
	Not reported
	Patients were excluded if using Olanzapine within 6 weeks before screening, or having relative or absolutely clinical contraindication for treatment with OL, LY2140023, or placebo

Patients were excluded if taking any depot antipsychotic within 4 weeks before screening
	Not reported
	Brief Psychiatric Rating Scale (BPRS) total score, extracted from the Positive and Negative Syndrome Scale (PANSS) of at least 45 (18-item version, in which 1 indicates ‘‘absent’’ and 7 indicates ‘‘severe’’); item scores of at least 4 (moderate) were required on 2 of the following BPRS items: conceptual disorganization, suspiciousness, hallucinatory behavior, and/or unusual thought content; and (2) a minimum score of 4 (moderately ill) on the Clinical Global Impressions – Severity (CGI-S) scale.
	Not reported

	Casey 200980
	DSM-IV-TR diagnosis of schizophrenia, confirmed by a Structured Clinical Interview for DSM-IV-TR
	18-65
	Not reported
	Patients with an acute exacerbation of schizophrenia
	For inclusion, a patient must have had, in the investigator’s opinion, a positive response to treatment with antipsychotics within the previous 2 years
	Not reported
	Positive and Negative Syndrome Scale (PANSS) total score >70 (based on a 1–7-point scale for each measure), (2) a score totaling >8 on any two of the four items from the psychosis cluster of the Brief Psychiatric Rating Scale-derived (BPRSd), and (3) a total score >6 on either hostility and uncooperativeness or excitement and tension items from the BPRSd.
	Patients were excluded from the study if they had a current diagnosis of schizoaffective disorder, drug-induced psychosis, manic episode, or major depressive episode, as were those who had serious violent, homicidal, or suicidal ideation, or had more than three psychiatric hospitalizations in the previous 6 months or more than 8 weeks of psychiatric hospitalization in the previous 12 months.

	Loebel 201382
	DSM-IV-TR diagnosis of schizophrenia
	18-75
	Subjects were required to have an illness duration greater than 1 year for inclusion
	Current acute exacerbation of psychotic symptoms no longer than 2 months for inclusion
	Patients excluded if used investigational compound within 30 days
	Not reported
	Clinical Global Impression, Severity (CGI-S) score >=4 (moderate or greater) and a Positive and Negative Syndrome Scale (PANSS) total score >=80, including a score =>4 (moderate) on two or more of the following PANSS items: delusions, conceptual disorganization, hallucinations, unusual thought content, and suspiciousness, at the Screening and Baseline visits were included
	Patients with a risk of suicide or injury to self, others, or property, any chronic organic disease of the CNS (other than schizophrenia) along with, clinically significant or history of alcohol abuse/alcoholism or drug abuse/dependence within the last 6 months were excluded.

	Lindenmayer 200883
	DSM-IV diagnosis of schizophrenia-catatonic (DSM-IV diagnostic code 295.20); disorganized (295.10); paranoid (295.30); or undifferentiated (295.90)
	18-65
	Not reported
	A worsening of the patient’s condition in the previous 3 weeks for inclusion.
	Patients who may have been treatment resistant were also excluded, including those with known lack of response to previous treatment with quetiapine; known lack of response to clozapine, use of clozapine for symptom control, or treated with clozapine within 1 month of randomization; or a lack of response to antipsychotic medications in the opinion of the investigator
	Use of any antipsychotic medication other than study therapy was not allowed; all previously administered antipsychotic or psychoactive medication was discontinued =48 hours before randomization. Depot antipsychotics were discontinued at least one dosing interval before randomization. During Days 1-6 only, lorazepam (= 4 mg/day, Days 1-3 =2 mg/day, Days 4-6) could be used to treat agitation. Patients could continue medication for sleep if it was taken at bedtime. Anticholinergics were discontinued = 48 hours before randomization and thereafter were only permitted as treatment for emergent extrapyramidal symptoms (EPS), if required. No other psychoactive medication was permitted.
	Positive and Negative Syndrome Scale (PANSS) total score >= 60; a score of >=4 for at least one of the PANSS items of delusions, conceptual disorganization, hallucinatory behavior, and suspiciousness/persecution; a Clinical Global Impressions-Severity of Illness (CGI-S) score >=4 (at least moderately ill) were included
	Patients satisfying criteria for an Axis I DSM-IV diagnosis such as mental retardation, or alcohol or substance abuse or dependence not in full remission, treatment resistant patients and any clinically relevant other diseases (such as renal or hepatic impairment, significant coronary artery disease) were excluded.

	Kahn 200784
	DSM-IV diagnosis of acute schizophrenia
	18-65
	Not reported
	Not reported
	Patients with administration of a depot antipsychotic within 1 dosing interval before the start of the study were excluded

Patients who were  treatment-resistant were excluded which also included: Lack of response to adequate doses of 2 or more antipsychotics given for at least 4 weeks; patients with known lack of response to previous treatment with quetiapine; patients who required clozapine treatment for symptom control; and patients treated with clozapine within 1 month of randomization
	Not reported
	Subjects with Positive and Negative Syndrome Scale (PANSS) ) total score of 70 or above; a Clinical Global Impressions-Severity of Illness scale (CGI-S) score of 4 or above (moderate to severe) and, in the opinion of the investigator, a worsening of the patient’s condition in the previous 3 weeks; and a PANSS score of 4 or above for at least 1 of the following items: delusions, conceptual disorganization, hallucinatory behavior, or suspiciousness/persecution were included
	Participants with clinically relevant other diseases (e.g. renal or hepatic impairment, significant coronary artery disease) and diabetes mellitus were excluded

	Nair 199885
	DSM-III-R criteria for subchronic or chronic schizophrenia.
	18-65
	Not reported
	Patients with subchronic or chronic schizophrenia, according to DSM-III-R criteria, and an acute exacerbation requiring treatment with an antipsychotic
	Patients excluded if they were acutely agitated, refused treatment with an oral antipsychotic, had received an injection of a depot neuroleptic within one treatment cycle at the time of selection, had participated in a trial of an investigational drug during the 4 weeks preceding the trial,
	Not reported
	Patients were also required to have a total score of at least 80 on the Positive and Negative Syndrome Scale (PANSS).
	Patients were excluded if clinically relevant organic or neurologic disease, abnormal laboratory test results, or abnormal electrocardiographic findings at selection.

	Potkin 200689
	DSM-IV diagnosis of schizophrenia
	18-64
	Not reported
	Patients were experiencing an acute exacerbation of illness of recent onset (within 4 weeks)
	Patients having received a depot antipsychotic within one dosing cycle prior to baseline; having received risperidone or quetiapine within 7 days prior to baseline were excluded.
	Not reported
	PANSS Total score of = 80 or more and a minimum score of 4 (moderate) on at least two of the four items of the PANSS positive subscale. Patients excluded if total PANSS score improved by =30% between screening and baseline
	Patients including a thyroid disorder not stabilized for at least 3 months were excluded.

	NCT0071126995
	DSM-IV diagnosis of schizophrenia
	18-74
	Not reported
	Not reported
	Not reported
	Not reported
	Not reported
	Not reported

	NCT0305533897
	DSM-V diagnosis of schizophrenia
	18-50
	Participants were included if had onset of the first episode being >=1 year prior to study entry, and has illness duration of <=20 years.
	Experiencing an acute episode of schizophrenia
	Participants has responded positively to an antipsychotic medication other than clozapine in a prior psychotic episode
	Not reported
	Participants having PANSS score = 80 at Screening. Has a score of >=4 in 3 or more of the following items (delusions, conceptual disorganization, hallucinatory behavior, grandiosity, suspiciousness/persecution) in the positive subscale of the PANSS at Screening. Has a CGI-S score >= 4 at Screening were included
	Participants with Hepatic, cardiovascular, or renal disease, or of untreated narrow-angle glaucoma, epilepsy, or any seizure disorder beyond one childhood febrile seizure will be excluded

 Patients with history of malignancy <= 5 years except for adequately treated basal cell or squamous cell skin cancer or in situ cervical cancer,  neuroleptic malignant syndrome, borderline personality disorder, antisocial personality disorder, or bipolar disorder, traumatic brain injury, or Alzheimer's disease or another form of dementia were excluded

	NCT0056370698
	DSM-IV-TR diagnosis of schizophrenia
	18-65
	Diagnosis of schizophrenia established greater than 1 year for inclusion
	Patients were included Hospitalization because of an acute exacerbation of schizophrenia with a diagnosis of schizophrenia established greater than 1 year
	Not reported
	Subjects taking high or chronic doses of benzodiazepine at the screening evaluation who, in the investigator's judgment, would be likely to have severe withdrawal symptoms upon discontinuation were excluded
	Not reported
	Current Axis I primary psychiatric diagnosis other than schizophrenia were excluded.

Current diagnosis or history of substance abuse or dependence (DSM-IV-TR criteria), including alcohol (except for nicotine), within 3 months before baseline (day -1) were excluded

	Casey 2008100
	DSM-IV-TR diagnosis of schizophrenia
	18-65
	Not reported
	Patients with an acute exacerbation of schizophrenia were included
	Patients who had failed to respond to adequate courses of treatment (with reference to dose and duration) with two or more antipsychotic compounds belonging to different classes, were hospitalized with the current psychotic episode for >4 weeks were excluded
	Not reported
	Patients with PANSS score between 70 and 120; a baseline (day 1) ≥4 score on at least two of the following PANSS items: conceptual disorganization, hallucinatory behavior, suspiciousness, or unusual thought content; and a Clinical Global Impressions – Severity (CGI-S) score ≥4, indicating at least moderate illness were included
	Patients having current psychiatric diagnosis other than schizophrenia that was expected to interfere with the study, had a current diagnosis or history of substance abuse (except for cannabinoid, nicotine, and caffeine) or alcohol abuse within 6 months before baseline (day 1), were at significant risk of suicide or violent behavior, uncontrolled major medical illnesses, ischemic heart disease, history of myocardial infarction, coronary bypass surgery, coronary angioplasty, or clinically relevant electrocardiographic (ECG) abnormalities, were excluded

	Li 2012102
	DSM-IV criteria for schizophrenia: 295.20 (Schizophrenia, Catatonic Type), 295.10 (Schizophrenia, Disorganized Type), 295.30 (Schizophrenia, Paranoid Type), 295.60 (Schizophrenia, Residual Type), and 296.90 (Mood Disorder NOS)
	18-65
	Not reported
	Moderately to severely ill, with patients in the two groups having mean total PANSS scores >80, CGI-S scores >5.0 and CDSS scores >1.9 at baseline for inclusion
	Patients who were undergoing combination treatment with quetiapine and risperidone during the 28 days before the study were excluded
	Not reported
	PANSS baseline score of 70 or more for inclusion
	Patients who had a diagnosis other than schizophrenia, and patients who had apparent suicidal intentions/self-injury risks were excluded

	NCT01175135103
	DSM-IV-TR diagnosis of schizophrenia
	18-65
	Not reported
	Participants experiencing an acute exacerbation of schizophrenia that altered their ability to function for inclusion
	Patients who received clozapine 6 months prior to randomization, depot antipsychotic medication 3 months prior to randomization, or electroconvulsive therapy within 6 months prior to randomization were excluded
	Not reported
	A total Positive and Negative Syndrome Scale (PANSS-derived) Brief Psychiatric Rating Scale (BPRS) score of >=45 at screening and >=4 (moderate) on at least 2 of the 4 core psychosis items (items 4 [conceptual disorganization], 11 [hallucinatory behavior], 12 [suspiciousness], and 15 [unusual thought content]) at screening and baseline, a total score of >= 12 on the 4 BPRS core psychosis items at screening and baseline, and a Clinical Global Impressions – Severity (CGI-S) score of >=4 (moderately ill) at screening and baseline were included.
	Participants having  history of clinically significant hematological, renal, endocrine, pulmonary, gastrointestinal, oncologic, dermatologic, cardiovascular disease, or immunologic disease; significant neurological disorder or hepatic disorder; acquired immune deficiency syndrome (AIDS), human immunodeficiency virus (HIV) positive test; and history of either treatment-resistant schizophrenia, myeloproliferative disorder or clozapine-induced agranulocytosis or granulocytopenia, Neuroleptic Malignant Syndrome, clinically significant tardive dyskinesia, non-nicotine psychoactive substance dependence within 12 months of screening or substance abuse within 3 months prior to screening were excluded

	Downing 2014
	DSM-IV diagnosis of schizophrenia
	18-65
	1 year history of Schizophrenia prior to entering the study for inclusion
	Patients included if experienced an exacerbation of their illness 2 weeks prior to study entry (Visit 1)
	Patients could be antipsychotic treatment naive or have had prior exposure to antipsychotic medications and were not treatment refractory in the opinion of the investigator for inclusion  

Patients were excluded if they received a study related medication in the 6 months prior to Visit 1, were treatment refractory, or had demonstrated an inadequate response to treatment with risperidone, or for whom treatment with risperidone, LY2140023, or placebo was contraindicated
	Not reported
	Not reported
	Patients were excluded from study participation if they had any other current Axis I psychiatric diagnoses in addition to schizophrenia, a diagnosis of substance dependence or substance abuse, a history of one or more seizures, answered yes to any suicide related behaviors within 1 month of Visit 1

	Marder 1994105
	DSM-III-R diagnosis of schizophrenia
	18+
	Not reported
	Patients whose symptoms were acutely exacerbated after 3 days of placebo were randomly assigned.
	Not reported
	Not reported
	Total score on the Positive and Negative Syndrome Scale of no less than 60 and no greater than 120 for inclusion
	Patients with schizoaffective disorder were excluded.

	Potkin 2007108
	DSM-IV diagnosis of schizophrenia
	18+
	Not reported
	Acute exacerbation of schizophrenia at inclusion
	Patients were excluded if they had taken any experimental medication within 30 days before baseline
	Not reported
	Clinical Global Impressions-Severity of Illness (CGI-S) score 4 (at least moderately ill) and a Positive and Negative Syndrome Scale (PANSS) total score >=60. In addition, baseline scores>= 4 were re quired on >=2 items of the PANSS positive subscale (delusions, conceptual disorganization, hallucinatory behavior, grandiosity, and suspiciousness/persecution), and the baseline PANSS total score had to be =>80% of that at prior visits
	Residual-type schizophrenia (295.60), schizophreniform disorder (295.40), or schizoaffective disorder (295.70); or a primary psychiatric diagnosis other than schizophrenia were excluded.

Patients with a history of neurologic illness (including seizures, previous use of anticonvulsants, > 1 childhood febrile convulsion) or previous exposure to asenapine were also excluded

Patients with  untreated or clinically significant renal, endocrine, hepatic, respiratory, cardiovascular, hematologic, immunologic, malignant, or cerebrovascular disease were excluded

	NCT04512066110
	DSM-V diagnosis of schizophrenia or schizoaffective disorder as confirmed by the Mini International Neuropsychiatric Interview (MINI)
	18-45
	Patient needed to have disease duration </=10 years for inclusion, patients needed to be medically stable over a period of 3 months (non-psychiatric conditions)
	Patient needs to have a current acute exacerbation of schizophrenia of no more than 8 weeks before screening.
	In previous exacerbations and hospitalizations, the subject has shown a pattern of response to appropriate antipsychotic treatment were allowed to participate.

Participant were excluded for whom risperidone is contraindicated or who have a documented history of lack of response or intolerance to risperidone or paliperidone or participants with known hypersensitivity to risperidone, paliperidone, or to any excipients in Risperdal.

Participant also excluded if treated with a long acting injectable antipsychotic or other antipsychotics that cannot be washed-out within the allotted screening period

History of electro-convulsive therapy (ECT) for any reason.

Participant were excluded if treated with clozapine at any dose within 12 months of screening visit or participants treated with clozapine at 200 mg/day or above at any time; low dose (< 200mg/day) use for insomnia or dyskinesia longer than 12 months prior to screening visit is permitted

Participant has previously received RO6889450 or received an investigational drug within 28 days or five times the half-life of the investigational drug prior to the first study drug administration were excluded.
	Participant treated with clozapine at any dose within 12 months of screening visit or participants treated with clozapine at 200 mg/day or above at any time; low dose (< 200mg/day) use for insomnia or dyskinesia longer than 12 months prior to screening visit is permitted

Participants currently receiving a psychotropic or other medication used as a psychotropic, which cannot be discontinued during the screening period

Positive urine drug screen for amphetamines, methamphetamines, opiates, buprenorphine, methadone, cocaine and barbiturates. In case of positive urine drug screen for cannabinoids, the participant may be allowed to enter the study if approved by Medical Monitor.
	Participants included if, screening and baseline CGI-S >/=4 (moderate or worse), screening and baseline PANSS total score >= 80, based on screening and baseline PANSS, scores of >/= 4 (moderate or worse) on 2 or more of the following items: delusions, conceptual disorganization, unusual thought content, hallucinatory behavior, or suspiciousness/persecution
	Participants were excluded if had: 

1. Suicidal behavior, Lifetime history of homicidal behavior

2. Moderate to severe substance use disorder within six months (excluding nicotine) as defined by DSM-5

3. Other current DSM-5 diagnosis (e.g. bipolar disorder, major depressive disorder)

4. A prior or current general medical condition that might be impairing cognition or other psychiatric functioning (e.g. migraine headaches requiring prophylaxis treatment, head trauma, dementia, seizure disorder, stroke; or neurodegenerative, inflammatory, infectious, neoplastic, toxic, metabolic, or endocrine conditions)

5. Clinically significant abnormalities in laboratory safety test results (including hepatic and renal panels, complete blood count, chemistry panel and urinalysis), including a) Aspartate aminotransferase (AST), OR alanine aminotransferase (ALT) 2 x upper limit of normal (ULN), OR total bilirubin > 1.5 ULN with the exception of known Gilbert syndrome. b) Serum creatinine > 1.5 ULN

6. Positive result at screening for hepatitis B surface antigen (HBsAg), hepatitis C virus (HCV, untreated), or human immunodeficiency virus (HIV)-1 and -2. HCV participants who have been successfully treated and who test negative for HCV RNA are eligible for entry into the study

7. Tardive dyskinesia that is moderate to severe or requires treatment

8. History of neuroleptic malignant syndrome

9. Average triplicate QTcF interval greater than 450 msec for males and 470 msec for females or other clinically significant abnormality on screening ECG based on centralized reading

	Canuso 2009112
	DSM-IV criteria diagnosis of schizophrenia (paranoid, disorganized, or undifferentiated types) and confirmed by the Mini-International Neuropsychiatric Interview–Plus Version.
	18-65
	Not reported
	Patients with acute exacerbation for less than 4 weeks but more than 4 days were included
	Treatment with quetiapine, paliperidone extended-release, or risperidone for 7 or more days prior to assessment for study entry; sensitivity to paliperidone extended-release, risperidone, or quetiapine; depot antipsychotic treatment within one cycle before baseline were excluded
	Not reported
	Patients with symptom scores =>4 (at least moderate) on at least two of the Positive and Negative Syndrome Scale (PANSS) items of hostility, excitement, tension, uncooperativeness, and poor impulse control, and a total combined score >=17 for these items. Patients had a score =>5 (at least markedly ill) on the severity scale of the Clinical Global Impressions scale were included
	Patients with DSM-IV axis I diagnosis (except for schizophrenia and substance abuse); an axis II diagnosis of mental retardation or borderline personality disorder; acute psychotic symptoms explained by substance use or medical illness; evidence for imminent risk of self-harm; a history of treatment resistance were excluded

	Key: BPRS, Brief Psychiatric Rating Scale; CGI-I, Clinical Global Impressions – Improvement; CGI-S, Clinical Global Impressions – Severity; DSM, Diagnostic and Statistical Manual of Mental Disorders; ECT, Electroconvulsive therapy; ICD, International Classification of Diseases; MDD, Major Depressive Disorder; NR, not reported; PANSS, Positive and Negative Syndrome Scale; TR, text revision.
Note: This table contains data for studies not excluded in Appendix 1 (i.e., 65 studies).
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Key: SE, standard error.
Note: This figure contains summary for studies not excluded in Appendix 1 (i.e., 65 studies).
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[bookmark: _Ref14428369]Figure S3: Participant race
[image: ]
Note: This figure contains summary for studies not excluded in Appendix 1 (i.e., 65 studies).
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Key: BMI, body mass index; SE, standard error.
Note: This figure contains summary for studies not excluded in Appendix 1 (i.e., 65 studies).
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Key: SE, standard error.
Note: This figure contains summary for studies not excluded in Appendix 1 (i.e., 65 studies).
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Key: SE, standard error.
Note: This figure contains summary for studies not excluded in Appendix 1 (i.e., 65 studies).
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[image: ]Key: PANSS, Positive and Negative Syndrome Scale; SE, standard error.
Note: This figure contains summary for studies not excluded in Appendix 1 (i.e., 65 studies).

[bookmark: _Ref14587888]Figure S8: Baseline PANSS positive symptoms scale score
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Key: PANSS, Positive and Negative Syndrome Scale; SE, standard error.
Note: This figure contains summary for studies not excluded in Appendix 1 (i.e., 65 studies).
[bookmark: _Ref14443722]Figure S9: Baseline PANSS negative symptoms scale score 
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Key: PANSS, Positive and Negative Syndrome Scale; SE, standard error.
Note: This figure contains summary for studies not excluded in Appendix 1 (i.e., 65 studies).
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Key: CGI-S, Clinical Global Impressions – Severity; SE, standard error.
Note: This figure contains summary for studies not excluded in Appendix 1 (i.e., 65 studies).
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Appendix 8. [bookmark: _Ref14219266][bookmark: _Ref14660533][bookmark: _Ref214012735]Endpoint availability summary
Table S5‑1 summarizes the data availability for each endpoint of interest across the remaining 58 studies considered suitable for network meta-analysis. The 12 endpoints of interest include change in Positive and Negative Syndrome Scale (PANSS) scores (total, positive, negative), change in Clinical Global Impressions-Severity (CGI-S) score, ≥ 30% reduction in PANSS total score, CGI-S score response, change in weight (kg), clinically significant weight gain, discontinuation rates (all-cause, adverse event-related), and incidence of sedation and somnolence. Data were relatively well reported for a majority of the endpoints considered, with the exception of CGI-S response (defined as achieving a CGI-S score of 1 or 2). Only one comparator study (McQuade 200432) reported CGI-S response data within the 4–6 week timepoint range. However, it did not share a common comparator arm with the EMERGENT trials7-9 and could not form a connected network. Given these limitations, NMA was not possible for CGI-S response (defined as achieving a CGI-S score of 1 or 2). 
Two of the 58 studies remaining in the evidence base (Gupta 201823, Loza 200659) did not report data for any of the endpoints of interest. Seven studies (Hatta 200924, Naber D 200549, Riedel 200771, Casey 200980, Potkin 200689, and Canuso 2009112, Hatta 201377) reported data for at least one endpoint at timepoints either before Week 4 or after Week 6 only. 49 studies therefore are considered suitable for and report appropriate endpoint data to  facilitate NMA of at least one of the 11 endpoints of interest for which NMA is possible. These 49 studies form the master network shown in Figure 2 of the manuscript, from which endpoint-specific networks (see Appendix 9) are produced based on whether each study reported the required data for each endpoint.
[bookmark: _Ref14198427]Table S5‑1: Endpoint availability summary 
	Study
	Change baseline
	Response
	Discontinuation
	Side effects

	
	PANSS total score
	PANSS positive score
	PANSS negative score
	CGI-S score
	Weight (kg)
	≥ 30% reduction in PANSS total score
	Achieving CSI-S score of 1 or 2
	All-cause
	Due to AEs
	Weight gain (≥ 7% CFB)
	Sedation 
	Somnolence

	EMERGENT-1
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y

	EMERGENT-222
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y

	EMERGENT-3
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y

	Gupta 201823
	N
	N
	N
	N
	N
	N
	N
	N
	N
	N
	N
	N

	Hatta 200924
	Y
	Y
	Y
	N
	Y
	N
	N
	N
	N
	N
	N
	N

	Cantillon 201725
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	N
	N

	Chan 200726
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	N
	N

	Cutler 200627
	Y
	Y
	Y
	Y
	N
	Y
	N
	Y
	Y
	N
	Y
	N

	Durgam 201528
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	N
	N

	Fleischhacker 200929
	Y
	N
	N
	Y
	N
	N
	N
	N
	N
	Y
	N
	N

	McEvoy 200731
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	N
	Y

	McQuade 200432
	Y
	N
	N
	Y
	Y
	N
	Y
	N
	N
	N
	N
	Y

	Kane 200232
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	N
	Y

	Marder 200335
	N
	N
	N
	N
	Y
	N
	N
	Y
	Y
	Y
	N
	N

	Potkin 200336
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	N
	Y

	Correll 2016 (NCT00905307)37
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	Y
	Y

	Ishigooka 201840
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	N
	N

	Correll 201541
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	Y
	Y

	Kane 2015 (BEACON)42
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	Y
	Y

	Marder 201643
	Y
	Y
	Y
	Y
	N
	Y
	N
	Y
	Y
	Y
	Y
	Y

	NCT0162500044
	Y
	N
	N
	Y
	N
	N
	N
	Y
	Y
	N
	N
	Y

	Durgam 201645
	Y
	Y
	Y
	Y
	Y
	N
	N
	Y
	Y
	N
	Y
	N

	Durgam 201446
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	Y
	N

	Kane 201547
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	N
	N

	Kluge 200747
	N
	N
	N
	Y
	Y
	N
	N
	Y
	Y
	N
	N
	N

	Naber D 200549
	Y
	N
	Y
	Y
	Y
	N
	N
	N
	N
	N
	N
	N

	Heinrich 199450
	N
	N
	N
	N
	N
	N
	N
	Y
	Y
	N
	N
	N

	Lieberman 201651
	Y
	Y
	Y
	N
	Y
	Y
	N
	Y
	Y
	Y
	N
	N

	Correll 202052
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	Y
	Y

	Sacchetti 200852
	Y
	Y
	Y
	N
	N
	N
	N
	N
	N
	N
	N
	N

	Loza 200659
	N
	N
	N
	N
	N
	N
	N
	N
	N
	N
	N
	N

	Corrigan 200462
	Y
	Y
	Y
	Y
	N
	N
	N
	Y
	Y
	N
	N
	N

	Landbloom 201662
	Y
	N
	N
	Y
	N
	N
	N
	Y
	Y
	Y
	N
	Y

	Meltzer 201167
	Y
	Y
	Y
	Y
	Y
	N
	N
	Y
	Y
	Y
	Y
	Y

	Kane 200768
	Y
	Y
	Y
	N
	Y
	Y
	N
	Y
	Y
	Y
	N
	Y

	Davidson 200769
	Y
	Y
	Y
	N
	Y
	Y
	N
	Y
	Y
	Y
	N
	Y

	Riedel 200771
	Y
	Y
	Y
	Y
	Y
	N
	N
	N
	N
	N
	Y
	N

	McDonnell 201872
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	N
	Y

	Schmidt 201274
	Y
	Y
	Y
	N
	Y
	Y
	N
	N
	N
	N
	Y
	Y

	Shen 201475
	Y
	Y
	Y
	Y
	Y
	N
	N
	Y
	N
	Y
	Y
	Y

	Marder 200776
	Y
	N
	N
	N
	Y
	Y
	N
	Y
	Y
	Y
	N
	Y

	Hatta 201377
	N
	N
	N
	N
	N
	N
	N
	N
	N
	N
	Y
	N

	Egan 201378
	Y
	Y
	Y
	Y
	N
	N
	N
	Y
	Y
	N
	N
	Y

	Kinon 201179
	Y
	Y
	Y
	Y
	Y
	N
	N
	Y
	Y
	Y
	N
	Y

	Casey 200980
	N
	N
	N
	N
	Y
	N
	N
	N
	N
	N
	N
	N

	Loebel 201382
	Y
	Y
	Y
	Y
	Y
	N
	N
	Y
	Y
	Y
	N
	Y

	Lindenmayer 200883
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	Y
	Y

	Kahn 200783
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	N
	N
	Y

	Potkin 200689
	Y
	N
	N
	Y
	Y
	Y
	Y
	Y
	N
	N
	Y
	Y

	NCT0071126995
	Y
	Y
	Y
	N
	N
	N
	N
	Y
	Y
	N
	Y
	Y

	NCT0305533897
	Y
	N
	N
	Y
	Y†
	N
	N
	Y
	Y
	Y
	Y
	Y

	NCT0056370697
	Y
	N
	N
	N
	N
	N
	N
	Y
	Y
	Y
	Y
	Y

	Casey 2008100
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	N
	N

	NCT01175135103
	Y
	Y
	Y
	Y
	Y
	N
	N
	Y
	Y
	N
	Y
	Y

	Downing 2014105
	Y
	N
	N
	N
	N
	N
	N
	Y
	Y
	Y
	N
	N

	Potkin 2007108
	Y
	Y
	Y
	Y
	Y
	N
	N
	Y
	Y
	Y
	N
	Y

	NCT04512066110
	Y
	Y
	Y
	Y
	N
	N
	N
	Y
	Y
	Y
	N
	N

	Canuso 2009112
	Y
	N
	N
	N
	Y
	Y
	N
	N
	N
	N
	Y
	Y

	Key:  AE, adverse event; CFB, change from baseline; CGI-S, the Clinical Global Impressions Scale; PANSS, Positive and Negative Syndrome Scale
Notes: Y data reported; N no data reported; Red highlighted cells indicate where data is only reported for timepoints outside weeks 4 to 6.  
This table contains data for studies not excluded in Appendix 3 and Appendix 4.
Lieberman 2016 did not report separate results for sedation or somnolence incidence, but only the composite somnolence/sedation incidence at week 4.



Appendix 9. [bookmark: _Ref14637597][bookmark: _Ref14542752]Reasons for study exclusion during network meta-analysis feasibility assessment
Table S6‑1 summarizes the reasons for excluding each of the 62 of the 111 studies included in the NMA feasibility assessment. These exclusions were based on the NMA feasibility assessment detailed in Appendix 3, Appendix 4, and Appendix 5. Some studies appear multiple times in Table S6‑1 because they were excluded for more than one reason during the feasibility assessment, the primary reason for exclusion is listed in Figure 1 of the manuscript. 
[bookmark: _Ref14890034][bookmark: _Ref14406485]Table S6‑1: Reasons for study exclusion during feasibility assessment
	Reason for study exclusion 
	Studies
	Further details

	The study did not provide additional information on comparisons between any two of the eight active comparators of interest or KarXT (i.e. contained only redundant treatment comparisons)
	Addington 200488, Alvarez 201253, Bernardo 20012, Blin 1996101, Ceskova 1994106, Feng 2020104, Gattaz 200458, Grootens 20114, Harvey 201993, Huttunen 199591, Hwang 200386, Kang 20213, Lee 2007109, Li 201590, Liu 200019, Loza 199955, Martin 200217, Parvizi 201992, Peuskens 199999, Rosenheck 200364, Schmidt-Kraepelin 202273, Shah 201160, Shan 202057, Simpson 200481, Tollefson 199714, Tybura 201463, Wagner 200566, Wang 202021, Wang 20236, Xiao 202239, Yang 201018, Yang 202187, Yen 200494, Zhang 2010111, Zhang 201196, Zhang 20215, Zimbroff 200738
	See Table S3‑2 in  Appendix 1

	Treatment protocols were deemed sufficiently different enough to warrant exclusion due to differences in inpatient/outpatient settings compared with those in the EMERGENT-1, -2, and -3 trials7-9
	Cutler 201020, Harvey 200313, Kane 200911, Li 201412, Litman 201416, Liu 200019, Martin 200217, NCT0039656515, Tollefson 199714, Yang 201018
	See Table S3‑1 in  Appendix 1

	All trial arms involve unapproved FDA/EMA doses, despite being active comparators of interest (KarXT or one of the eight comparators of interest)
	Ozguven 201161
	See Table S3‑2 in  Appendix 1

	This trial involved patients who experienced their first schizophrenic episode and were therefore excluded, as the EMERGENT-1, -2, and -3 trials7-9 only enrolled patients with a history of schizophrenic episodes
	Bernardo 20012, Grootens 20114, Kang 20213, Robinson 20151, Wang 20236, Zhang 20215
	See Table S3‑1 in  Appendix 1

	The study population had different baseline severity than patients in EMERGENT-1, -2, -37-9 as determined by substantially higher or lower baseline PANSS (total, positive, or negative) or CGI-S score
	Bugarski-Kirola 201470, Jindal 201330, Marder 1994107, Nair 199885, Shafti 201633
	See Figure S7 to Figure S10 in Appendix 4

	The study included only female patients, which is substantially different from the majority male EMERGENT-1, -2, and -3 trials7-9
	Shafti 201633, Svestka 200354
	See Figure S2 in Appendix 4

	The short duration of schizophrenia diagnosis in this trial is substantially different from the average of greater than 5 years in all other studies
	Li 2012102
	See Figure S6 in Appendix 4

	This trial only randomized nine patients and was excluded due to its small sample size
	Canive 200610
	See Table S3‑1 in  Appendix 1

	This trial enrolled substantially older patients aged 65+
	Wang 202021
	See Table S3‑1 in  Appendix 1

	Did not report appropriate endpoint data (for timepoints between weeks 4 and 6) to facilitate inclusion in NMA of any of the endpoints of interest
	Gupta 201823, Loza 200659, Hatta 200924, Naber D 200549, Riedel 200771, Casey 200980, Potkin 200689, Canuso 2009112, Hatta 201377
	See Table S5‑1 in Appendix 5

	Note: Several studies appear more than once in this table as they were excluded for multiple reasons during the feasibility assessment



· 
Appendix 10. Risk of bias assessment
[bookmark: _Ref213842854]Table S7‑1: Risk of Bias (RoB 2) Assessment of Randomized Controlled Trials Included in the NMA
	Study name
	Domain 1: Risk of bias arising from the randomization process
	Domain 2: Risk of bias due to deviations from the intended interventions
	Domain 3: Missing outcome data
	Domain 4: Risk of bias in measurement of the outcome
	Domain 5: Risk of bias in selection of the reported result
	Overall bias Judgement

	
	1.1
	1.2
	1.3
	2.1
	2.2
	2.3
	2.4
	2.5
	2.6
	2.7
	3.1
	3.2
	3.3
	3.4
	4.1
	4.2
	4.3
	4.4
	4.5
	5.1
	5.2
	5.3
	

	EMERGENT-1
	Y
	Y
	N
	N
	N
	NA
	NA
	NA
	Y
	NA
	N
	N
	PY
	PY
	N
	N
	N
	NA
	NA
	Y
	PN
	PN
	Some concerns

	EMERGENT-222
	Y
	Y
	N
	N
	N
	NA
	NA
	NA
	Y
	NA
	N
	N
	PY
	PY
	N
	N
	N
	NA
	NA
	Y
	PN
	PN
	Some concerns

	EMERGENT-3
	Y
	Y
	N
	N
	N
	NA
	NA
	NA
	Y
	NA
	N
	N
	PY
	PY
	N
	N
	N
	NA
	NA
	Y
	PN
	PN
	Some concerns

	Cantillon 201725
	Y
	PY
	N
	N
	PN
	NA
	NA
	NA
	Y
	NA
	N
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Chan 200726
	Y
	PY
	N
	N
	PN
	NA
	NA
	NA
	Y
	NA
	N
	NI
	PY
	NA
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Cutler 200627
	Y
	PY
	N
	N
	PN
	NA
	NA
	NA
	PY
	NA
	N
	NI
	NA
	NA
	N
	N
	N
	NA
	NA
	Y
	N
	N
	Some concerns

	Durgam 201528
	Y
	PY
	N
	N
	PN
	NA
	NA
	NA
	Y
	NA
	N
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Fleischhacker 200929
	Y
	Y
	N
	N
	PN
	NA
	NA
	NA
	PY
	NA
	N
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	McEvoy 200731
	Y
	PY
	N
	N
	PN
	NA
	NA
	NA
	Y
	NA
	N
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	High

	McQuade 200432
	Y
	PY
	N
	N
	PN
	NA
	NA
	NA
	PY
	NA
	N
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	High

	Kane 200234
	Y
	PY
	N
	N
	PN
	NA
	NA
	NA
	PY
	NA
	N
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Marder 200335
	Y
	PY
	N
	N
	PN
	NA
	NA
	NA
	Y
	NA
	N
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Potkin 200336
	Y
	PY
	N
	N
	PN
	NA
	NA
	NA
	PY
	NA
	N
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Correll 2016 (NCT00905307)37
	Y
	Y
	N
	N
	PN
	N
	NA
	NA
	PY
	NA
	N
	NI
	NI
	NI
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Ishigooka 201840
	Y
	PY
	N
	N
	N
	NA
	NA
	NA
	Y
	NA
	N
	NI
	PY
	PY
	N
	N
	PN
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Correll 201541
	Y
	Y
	N
	N
	N
	NA
	NA
	NA
	Y
	NA
	N
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Kane 2015 (BEACON42)
	Y
	Y
	N
	N
	PN
	N
	NA
	NA
	Y
	NA
	N
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Marder 201643
	Y
	Y
	N
	N
	PN
	NI
	NI
	NI
	PY
	NA
	NI
	NI
	PY
	NI
	PN
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	NCT0162500044**
	PY
	NI
	N
	NI
	NI
	NA
	NA
	NA
	NI
	NI
	NI
	NI
	PY
	NI
	N
	N
	N
	NA
	NA
	NI
	PN
	PN
	High

	Durgam 201645
	Y
	PY
	N
	N
	PN
	N
	NA
	NA
	Y
	NA
	N
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Durgam 201446
	Y
	Y
	N
	N
	PN
	N
	NA
	NA
	Y
	NA
	N
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Kane 201547
	Y
	Y
	N
	N
	PN
	N
	NA
	NA
	Y
	NA
	N
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Kluge 200748
	Y
	PY
	N
	N
	PN
	NA
	NA
	NA
	Y
	NA
	N
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	NI
	NI
	NI
	Some concerns

	Heinrich 199450 **
	Y
	NI
	NI
	N
	N
	NA
	NA
	NA
	PY
	NA
	N
	N
	PY
	PY
	N
	N
	N
	NA
	NA
	NI
	NI
	NI
	High

	Lieberman 201651
	Y
	Y
	N
	N
	N
	NA
	NA
	NA
	Y
	NA
	N
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	Y
	PN
	PN
	Some concerns

	Correll 202052
	Y
	Y
	N
	N
	N
	NA
	NA
	NA
	Y
	NA
	N
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	Y
	NI
	NI
	Some concerns

	Sacchetti 200856
	Y
	PY
	N
	Y
	Y
	PY
	N
	Y
	Y
	NA
	N
	NA
	NA
	NA
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Corrigan 200462
	Y
	PY
	N
	N
	N
	NA
	NA
	NA
	Y
	NA
	PN
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Landbloom 201665
	Y
	Y
	N
	N
	PN
	NA
	PN
	NA
	Y
	NA
	N
	NI
	PY
	PY
	N
	N
	PN
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Meltzer 201167
	Y
	Y
	N
	N
	PN
	NA
	NA
	NA
	Y
	NA
	PN
	NI
	PY
	PY
	N
	N
	PN
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Kane 200768
	PY
	PY
	N
	N
	PN
	NA
	NA
	NA
	Y
	NA
	PN
	NI
	PY
	PY
	N
	N
	PN
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Davidson 200769
	Y
	Y
	N
	N
	PN
	NA
	NA
	NA
	Y
	NA
	PN
	NI
	PY
	PY
	N
	N
	PN
	NA
	NA
	PY
	PN
	PN
	Some concerns

	McDonnell 201872**
	NI
	NI
	NI
	N
	N
	NA
	NA
	NA
	Y
	NA
	PY
	NI
	NI
	NI
	N
	N
	PN
	NA
	NA
	PY
	NI
	NI
	High

	Schmidt 201274
	Y
	Y
	N
	N
	N
	NA
	NA
	NA
	Y
	NA
	PN
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Shen 201475
	Y
	Y
	N
	N
	PN
	NA
	NA
	NA
	Y
	NA
	PN
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Marder 200776
	Y
	Y
	N
	N
	PN
	NA
	NA
	NA
	Y
	NA
	PN
	NI
	PY
	PY
	N
	N
	PN
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Egan 201378
	Y
	Y
	N
	N
	N
	NA
	NA
	NA
	Y
	NA
	PN
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	Y
	PN
	PN
	Some concerns

	Kinon 201179
	Y
	Y
	N
	N
	PN
	PN
	NA
	NA
	Y
	NA
	PN
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	Y
	PN
	PN
	Some concerns

	Loebel 201382
	Y
	Y
	N
	N
	PN
	NI
	NA
	NA
	Y
	NA
	PN
	NI
	PY
	PY
	N
	N
	PN
	NA
	NA
	Y
	PN
	PN
	Some concerns

	Lindenmayer 200883
	Y
	Y
	N
	N
	PN
	N
	NA
	NA
	Y
	NA
	PN
	NI
	PY
	PY
	N
	N
	PN
	NA
	NA
	Y
	PN
	PN
	Some concerns

	Kahn 200784
	Y
	Y
	N
	N
	PN
	NA
	NA
	NA
	Y
	NA
	PN
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	Y
	PN
	PN
	Some concerns

	NCT00711269 95**
	Y
	Y
	N
	N
	N
	NA
	NA
	NA
	PY
	PY
	PN
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	NI
	NI
	NI
	Some concerns

	NCT03055338 97**
	Y
	Y
	N
	N
	N
	NA
	NA
	NA
	PY
	NA
	PN
	NI
	PY
	PY
	PN
	PN
	N
	NA
	NA
	NI
	NI
	NI
	Some concerns

	NCT00563706 98**
	Y
	Y
	N
	N
	N
	NA
	NA
	NA
	NI
	PY
	PN
	NI
	PY
	PY
	PN
	PN
	N
	NA
	NA
	NI
	NI
	NI
	Some concerns

	Casey 2008100
	Y
	Y
	N
	N
	N
	NA
	NA
	NA
	Y
	NA
	PN
	NI
	PY
	PY
	N
	N
	PN
	NA
	NA
	PY
	PN
	PN
	Some concerns

	NCT01175135 103**
	PY
	NI
	NI
	N
	PN
	NA
	NA
	NA
	NI
	NA
	NI
	NI
	NI
	NI
	PN
	PN
	N
	NA
	NA
	NI
	NI
	NI
	High

	Downing 2014105
	Y
	Y
	PN
	N
	PN
	NI
	NA
	NA
	Y
	NA
	PN
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	Potkin 2007108
	Y
	Y
	N
	N
	PN
	NA
	NA
	NA
	Y
	NA
	PN
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	PY
	PN
	PN
	Some concerns

	NCT04512066 110**
	Y
	Y
	NI
	N
	PN
	N
	NA
	NA
	PY
	NA
	NI
	NI
	PY
	PY
	N
	N
	N
	NA
	NA
	NI
	NI
	NI
	Some concerns

	Key: N, no; NA, not applicable; NI, no information; PN, partially no; PY, partially yes; Y, yes.
Note: **Evidence for this study is based on results reported in the trial registry or abstract format, which may provide limited methodological and outcome detail compared with evidence obtained from full peer-reviewed publications.
Domain 1: Risk of bias arising from the randomization process
1.1 Was the allocation sequence random?
1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?
1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?
Domain 2: Risk of bias due to deviations from the intended interventions
2.1 Were participants aware of their assigned intervention during the trial?
2.2 Were carers and people delivering the interventions aware of participants assigned intervention during the trial?
2.3 If Y/PY/NI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the trial context?
2.4 If Y/PY to 2.3: Were these deviations likely to have affected the outcome?
2.5 If Y/PY/NI to 2.4: Were these deviations from intended intervention balanced between groups?
2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention?
2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyze participants in the group to which they were randomized?
Domain 3: Missing outcome data
3.1 Were data for this outcome available for all, or nearly all, participants randomized?
3.2 If N/PN/NI to 3.1: Is there evidence that the result was not biased by missing outcome data?
3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?
Domain 4: Risk of bias in measurement of the outcome
4.1 Was the method of measuring the outcome inappropriate?
4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?
4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of the intervention received by study participants?
4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?
Domain 5: Risk of bias in selection of the reported result
5.1 Were the data that produced this result analyzed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis?
5.2 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain 
5.3 Is the numerical result being assessed likely to have been selected, on the basis of the results, from multiple analyses of the data?



Appendix 11. Placebo effect size comparison across included trials by endpoint
Figure S12 to Figure S24 show comparisons of placebo effect size across studies in each endpoint-specific network (see Appendix 9). These plots were used to identify between-study heterogeneity regarding placebo effect size. The plots were produced for 11 endpoints: change in Positive and Negative Syndrome Scale (PANSS) scores (total, positive, negative), change in Clinical Global Impressions-Severity (CGI-S) score, ≥ 30% reduction in PANSS total score, change in weight (kg), clinically significant weight gain, discontinuation rates (all-cause and adverse event-related), and incidence of sedation and somnolence. A plot was not produced for the CGI-S response given that there was insufficient endpoint for NMA (see Appendix 5).
Given the presence of placebo effect size outliers for the following endpoints, sensitivity analyses were performed to assess the impact of excluding those studies (see Appendix 10 for a full list of base case and sensitivity NMAs conducted):
Change from baseline PANSS negative symptoms score (Figure S14): There was moderate variation in placebo effect size for this endpoint at the reported timepoints (between Weeks 4–6), with mean change from baseline PANSS negative symptom sub-score ranging from +0.12% in McEvoy 200731 to -4.9% in Meltzer 201167, while the placebo effect in the EMERGENT trials ranged from -0.8 to -1.6. Notably, two studies (Shen 201475 and McEvoy 200731) reported increases in PANSS negative symptoms score from baseline. A sensitivity analysis was performed to assess the impact of their exclusion from the change from baseline PANSS negative symptoms score network.
Change from baseline weight (Figure S16): There was moderate variation in placebo effect size for this endpoint at the reported timepoints (between Weeks 4–6), with mean change from baseline weight ranging from -1.16 kg in Ishigooka 201840 to 2.41 kg in EMERGENT-222. The placebo effect in the EMERGENT trials ranged from 1.12 to 2.41. Notably, five studies (Marder 200335, Potkin 200336, Ishigooka 201840, Kane 200768, and Davidson 200769), reported decreased weight from baseline. A sensitivity analysis was performed to assess the impact of their exclusion from the change from baseline weight network 
PANSS response: ≥ 30% improvement in PANSS total score from baseline (Figure S17): Approximately 25% of placebo patients in most studies achieved this endpoint at the reported timepoints (between Weeks 4–6). Of note, however, Correll 2016 (NCT00905307)37 had a much greater placebo effect size (50.5% of placebo patients experienced response) for this endpoint, roughly double the next highest (EMERGENT-3). A sensitivity analysis was performed to assess the impact of excluding Correll 2016 (NCT00905307)37 from the PANSS response network 
Sedation (Figure S23): There was large variation in placebo effect size for sedation, at the reported timepoints (between Weeks 4–6), with the percentage of patients who experienced sedation ranging from 0% in Cutler 200627 and Correll 2016 (NCT00905307)37 to 10.1% in Durgam 201645. Three studies are considered outliers, with placebo effect more than three times the highest seen across the EMERGENT-1/-2/-3 studies7-9 (Durgam 201645, Lindenmayer 200883, and Shen 201475). A sensitivity analysis was performed to explore the impact of their exclusion from the sedation network 
Somnolence (Figure S24): Three studies are considered outliers, with placebo effect more than twice the highest seen across the EMERGENT studies (Potkin 200336, Marder 200776, and Potkin 2007108). A sensitivity analysis was performed to explore the impact of their exclusion from the somnolence network 
[bookmark: _Ref14443404]Figure S12: Change from baseline total PANSS score, comparison of placebo effect across included trials
[image: ]
Key: CFB, change from baseline; PANSS, Positive and Negative Syndrome Scale.

Figure S13: Change from baseline PANSS positive symptoms score, comparison of placebo effect across included trials
[image: ]
Key: CFB, change from baseline; PANSS, Positive and Negative Syndrome Scale.

[bookmark: _Ref14207642]Figure S14: Change from baseline PANSS negative symptoms score, comparison of placebo effect across included trials [image: ]
Key: CFB, change from baseline; PANSS, Positive and Negative Syndrome Scale.

Figure S15: Change from baseline CGI-S score, comparison of placebo effect across included trials [image: ]
Key: CFB, change from baseline; CGI-S, Clinical Global Impressions - Severity scale.


[bookmark: _Ref14122502]Figure S16: Change from baseline weight, comparison of placebo effect across included trials [image: ]
Key: CFB, change from baseline; CGI-S.


[bookmark: _Ref14284239]Figure S17: ≥ 30% improvement in PANSS total score from baseline, comparison of placebo effect across included trials [image: ]
Key: CFB, change from baseline; PANSS, Positive and Negative Syndrome Scale.


Figure S18: Discontinuation due to all causes, comparison of placebo effect across included trials [image: ]
Figure S19: Discontinuation due to all causes, comparison of active treatment arm effect size across included trials
[image: ]
Figure S20: Discontinuation due to all causes, comparison of difference between intervention and placebo arms across included trials
[image: ]
Figure S21: Discontinuation due to adverse events, comparison of placebo effect across included trials[image: ]
Key: AE, adverse event.

Figure S22: ≥ 7% increase in weight, comparison of placebo effect across included trials
[image: ]

[bookmark: _Ref14648069]Figure S23: Sedation, comparison of placebo effect across included trials [image: ]

[bookmark: _Ref14246225][bookmark: _Ref14230513]Figure S24: Somnolence, comparison of placebo effect across included trials
[image: ]


Appendix 12. [bookmark: _Ref14420070][bookmark: _Ref14307174][bookmark: _Ref14139520]Endpoint-specific network diagrams
Plots of the endpoint-specific base case networks for the 11 endpoints of interest are presented in Figure S25 to Figure S35.
[bookmark: _Ref14517553]Figure S25: Change from baseline total PANSS score – base case network
[image: ]
Figure S26: Change from baseline PANSS positive symptoms score – base case network
[image: ]
Figure S27: Change from baseline PANSS negative symptoms score – base case network
[image: ]
Figure S28: Change from baseline CGI-S score – base case network
[image: ]
Figure S29: Change from baseline weight – base case network
[image: ]
[bookmark: _Hlk213170737]Figure S30: ≥ 30% improvement in PANSS total score from baseline – base case network
[image: ]
Figure S31: Discontinuation due to all causes – base case network
[image: ]
Figure S32: Discontinuation due to adverse events – base case network
[image: ]
Figure S33: ≥ 7% increase in weight – base case network
[image: ]
Figure S34: Sedation – base case network
[image: ]
[bookmark: _Ref14826784]Figure S35: Somnolence – base case network
[image: ]
Appendix 13. 
Appendix 14. [bookmark: _Ref14598933][bookmark: _Ref14240071]Analysis data
Table S10‑1 to Table S10‑11 below provide the NMA input datasets for each endpoint specific base case network.
Change from baseline total PANSS score
[bookmark: _Ref213841910]Table S10‑1: NMA input dataset - change from baseline total PANSS score, base case network
	StudyName
	NumberAnalysed
	TreatmentName
	diff
	std.err

	Cantillon 2017
	37
	Placebo
	
	

	Cantillon 2017
	19
	Aripiprazole
	2.09
	5.1544561

	Casey 2008
	114
	Placebo
	
	

	Casey 2008
	116
	Risperidone
	-10.4
	2.06021682

	Chan 2007
	49
	Aripiprazole
	
	

	Chan 2007
	34
	Risperidone
	-1.5
	3.90975862

	Correll 2015
	181
	Placebo
	
	

	Correll 2015
	359
	Brexpiprazole
	-7.50203343
	1.78253568

	Correll 2016 (NCT00905307)
	93
	Placebo
	
	2.19004198

	Correll 2016 (NCT00905307)
	50
	Aripiprazole
	-3.69
	3.6582307

	Correll 2016 (NCT00905307)
	90
	Brexpiprazole
	-1.72
	3.14021947

	Correll 2020
	141
	Placebo
	
	

	Correll 2020
	148
	Lumateperone
	-3.2
	1.66955572

	Corrigan 2004
	85
	Placebo
	
	

	Corrigan 2004
	93
	Olanzapine
	-15.6886228
	2.52964389

	Cutler 2006
	84
	Placebo
	
	

	Cutler 2006
	85
	Aripiprazole
	-6
	2.59354968

	Davidson 2007
	120
	Placebo
	
	

	Davidson 2007
	126
	Olanzapine
	-15.3
	2.62880941

	Downing 2014
	253
	Placebo
	
	

	Downing 2014
	124
	Risperidone
	-4.51
	1.77418781

	Durgam 2014
	148
	Placebo
	
	1.50014076

	Durgam 2014
	425
	Cariprazine
	-9.01764706
	1.76182145

	Durgam 2014
	138
	Risperidone
	-15.1
	2.19353179

	Durgam 2015
	149
	Placebo
	
	1.38104297

	Durgam 2015
	150
	Aripiprazole
	-8.7
	1.94983183

	Durgam 2015
	305
	Cariprazine
	-8.00983607
	1.68494294

	Durgam 2016
	126
	Placebo
	
	

	Durgam 2016
	122
	Cariprazine
	-4.8
	2.29777357

	EMERGENT-1
	73
	Placebo
	
	

	EMERGENT-1
	72
	KarXT
	-12.1
	2.36662208

	EMERGENT-2
	99
	Placebo
	
	

	EMERGENT-2
	93
	KarXT
	-10.5
	2.38036418

	EMERGENT-3
	91
	Placebo
	
	

	EMERGENT-3
	79
	KarXT
	-8
	2.16347945

	Egan 2013
	78
	Placebo
	
	

	Egan 2013
	45
	Olanzapine
	-4.3
	3.61503444

	Fleischhacker 2009
	137
	Aripiprazole
	
	

	Fleischhacker 2009
	170
	Olanzapine
	-4.9
	1.93546253

	Ishigooka 2018
	70
	Placebo
	
	

	Ishigooka 2018
	162
	Brexpiprazole
	-5.98111111
	2.46107411

	Kahn 2007
	118
	Placebo
	
	

	Kahn 2007
	470
	Quetiapine
	-10.1187234
	1.73579749

	Kane 2002
	106
	Placebo
	
	

	Kane 2002
	204
	Aripiprazole
	-10.55
	2.0184275

	Kane 2007
	126
	Placebo
	
	

	Kane 2007
	128
	Olanzapine
	-15.8
	2.11556769

	Kane 2015
	145
	Placebo
	
	

	Kane 2015
	147
	Cariprazine
	-7
	2.19357571

	Kane 2015 (BEACON)
	180
	Placebo
	
	

	Kane 2015 (BEACON)
	360
	Brexpiprazole
	-3.80375
	1.70423652

	Kinon 2011
	122
	Placebo
	
	

	Kinon 2011
	62
	Olanzapine
	-6.08
	3.78483302

	Landbloom 2016
	60
	Placebo
	
	

	Landbloom 2016
	35
	Olanzapine
	-5.4
	2.88307553

	Lieberman 2016
	80
	Placebo
	
	

	Lieberman 2016
	75
	Risperidone
	-6
	2.40497289

	Lindenmayer 2008
	78
	Placebo
	
	

	Lindenmayer 2008
	420
	Quetiapine
	-3.98964286
	2.0784666

	Loebel 2013
	120
	Placebo
	
	

	Loebel 2013
	116
	Quetiapine
	-17.5
	2.54593639

	Marder 2007
	105
	Placebo
	
	

	Marder 2007
	105
	Olanzapine
	-10.4
	2.85900416

	Marder 2016
	159
	Placebo
	
	1.34025718

	Marder 2016
	150
	Brexpiprazole
	-3.34
	1.84615979

	Marder 2016
	150
	Quetiapine
	-5.81
	1.84615979

	McDonnell 2018
	112
	Placebo
	
	

	McDonnell 2018
	120
	Olanzapine
	-5.3
	1.83856673

	McEvoy 2007
	107
	Placebo
	
	

	McEvoy 2007
	303
	Aripiprazole
	-10.6141254
	1.89574121

	McQuade 2004
	156
	Aripiprazole
	
	

	McQuade 2004
	161
	Olanzapine
	-3
	1.89388986

	Meltzer 2011
	78
	Placebo
	
	

	Meltzer 2011
	96
	Olanzapine
	-6.6
	2.33442273

	NCT00563706
	21
	Placebo
	
	

	NCT00563706
	32
	Risperidone
	1.44
	0.96629139

	NCT00711269
	129
	Placebo
	
	

	NCT00711269
	64
	Risperidone
	-4.6
	0.33974711

	NCT01175135
	63
	Placebo
	
	

	NCT01175135
	26
	Risperidone
	-8.3
	3.4673996

	NCT01625000
	71
	Placebo
	
	2.09941675

	NCT01625000
	158
	Cariprazine
	-2.62151899
	2.53133436

	NCT01625000
	36
	Risperidone
	-10.7
	3.66163225

	NCT03055338
	89
	Placebo
	
	

	NCT03055338
	40
	Risperidone
	-7.2
	3.20900343

	Potkin 2003
	103
	Placebo
	
	1.6610462

	Potkin 2003
	194
	Aripiprazole
	-9.20309278
	2.05522357

	Potkin 2003
	95
	Risperidone
	-10.7
	2.39801836

	Potkin 2007
	60
	Placebo
	
	

	Potkin 2007
	56
	Risperidone
	-5.43
	3.13227353

	Sacchetti 2008
	25
	Olanzapine
	
	3.37155556

	Sacchetti 2008
	25
	Quetiapine
	-2.62376238
	4.76809959

	Sacchetti 2008
	25
	Risperidone
	2.62376238
	4.76809959

	Schmidt 2012
	99
	Placebo
	
	

	Schmidt 2012
	93
	Olanzapine
	-15.5
	2.61704506

	Shen 2014
	77
	Placebo
	
	

	Shen 2014
	77
	Olanzapine
	-14.41
	3.28078328



Change from baseline PANSS positive symptoms score
Table S10‑2: NMA input dataset - change from baseline PANSS positive symptoms score, base case network
	StudyName
	NumberAnalysed
	TreatmentName
	diff
	std.err

	Cantillon 2017
	37
	Placebo
	
	

	Cantillon 2017
	19
	Aripiprazole
	2.64
	2.15238318

	Casey 2008
	114
	Placebo
	
	

	Casey 2008
	116
	Risperidone
	-3.3
	0.66016185

	Chan 2007
	49
	Aripiprazole
	
	

	Chan 2007
	34
	Risperidone
	-2.3
	1.40037296

	Correll 2015
	178
	Placebo
	
	

	Correll 2015
	358
	Brexpiprazole
	-2.32441341
	0.65106196

	Correll 2016 (NCT00905307)
	93
	Placebo
	
	0.71031191

	Correll 2016 (NCT00905307)
	50
	Aripiprazole
	-1.88
	1.18646998

	Correll 2016 (NCT00905307)
	90
	Brexpiprazole
	-0.5
	1.01889794

	Correll 2020
	141
	Placebo
	
	

	Correll 2020
	146
	Lumateperone
	-1.7
	0.62280662

	Corrigan 2004
	85
	Placebo
	
	

	Corrigan 2004
	93
	Olanzapine
	-6.4
	0.84808186

	Cutler 2006
	84
	Placebo
	
	

	Cutler 2006
	85
	Aripiprazole
	-1.7
	0.86950675

	Davidson 2007
	120
	Placebo
	
	

	Davidson 2007
	126
	Olanzapine
	-4
	0.86776716

	Durgam 2014
	148
	Placebo
	
	0.49977292

	Durgam 2014
	425
	Cariprazine
	-2.77411765
	0.57722938

	Durgam 2014
	138
	Risperidone
	-5.4
	0.7067253

	Durgam 2015
	149
	Placebo
	
	0.49973147

	Durgam 2015
	150
	Aripiprazole
	-1.9
	0.64015483

	Durgam 2015
	305
	Cariprazine
	-1.85344262
	0.61201518

	Durgam 2016
	126
	Placebo
	
	

	Durgam 2016
	122
	Cariprazine
	-1.29
	0.71385519

	EMERGENT-1
	73
	Placebo
	
	

	EMERGENT-1
	72
	KarXT
	-3.4
	0.78984278

	EMERGENT-2
	99
	Placebo
	
	

	EMERGENT-2
	93
	KarXT
	-3
	0.74139484

	EMERGENT-3
	91
	Placebo
	
	

	EMERGENT-3
	79
	KarXT
	-3.6
	0.67896325

	Egan 2013
	78
	Placebo
	
	

	Egan 2013
	45
	Olanzapine
	-1.4
	1.05798061

	Ishigooka 2018
	70
	Placebo
	
	

	Ishigooka 2018
	162
	Brexpiprazole
	-0.23864198
	0.76330324

	Kahn 2007
	115
	Placebo
	
	

	Kahn 2007
	458
	Quetiapine
	-3.15327511
	0.58948718

	Kane 2002
	106
	Placebo
	
	

	Kane 2002
	204
	Aripiprazole
	-3.4
	0.67669278

	Kane 2015
	145
	Placebo
	
	

	Kane 2015
	147
	Cariprazine
	-2
	0.78059376

	Kane 2015 (BEACON)
	180
	Placebo
	
	

	Kane 2015 (BEACON)
	360
	Brexpiprazole
	-1.03377778
	0.57389704

	Kinon 2011
	122
	Placebo
	
	

	Kinon 2011
	62
	Olanzapine
	-2.44
	1.18227322

	Lieberman 2016
	80
	Placebo
	
	

	Lieberman 2016
	75
	Risperidone
	-2.5
	0.70692757

	Lindenmayer 2008
	78
	Placebo
	
	

	Lindenmayer 2008
	420
	Quetiapine
	-0.98052381
	0.69682133

	Loebel 2013
	120
	Placebo
	
	

	Loebel 2013
	116
	Quetiapine
	-5.8
	0.84821146

	Marder 2016
	159
	Placebo
	
	0.44820856

	Marder 2016
	150
	Brexpiprazole
	-1.6
	0.64330031

	Marder 2016
	150
	Quetiapine
	-2.7
	0.64330031

	McDonnell 2018
	133
	Placebo
	
	

	McDonnell 2018
	132
	Olanzapine
	-1.80331032
	0.5554508

	McEvoy 2007
	107
	Placebo
	
	

	McEvoy 2007
	303
	Aripiprazole
	-2.91660066
	0.63556129

	Meltzer 2011
	78
	Placebo
	
	

	Meltzer 2011
	96
	Olanzapine
	-2.9
	0.78117371

	NCT00711269
	129
	Placebo
	
	

	NCT00711269
	64
	Risperidone
	-2.3
	0.10735235

	NCT01175135
	63
	Placebo
	
	

	NCT01175135
	26
	Risperidone
	-3
	1.08164504

	Potkin 2003
	103
	Placebo
	
	0.55687805

	Potkin 2003
	202
	Aripiprazole
	-2.6
	0.68428077

	Potkin 2003
	95
	Risperidone
	-3.4
	0.80395343

	Potkin 2007
	60
	Placebo
	
	

	Potkin 2007
	56
	Risperidone
	-2.43
	1.05011791

	Schmidt 2012
	55
	Placebo
	
	

	Schmidt 2012
	81
	Olanzapine
	-3.1
	0.87639318

	Shen 2014
	77
	Placebo
	
	

	Shen 2014
	77
	Olanzapine
	-4.03
	1.06793708



Change from baseline PANSS negative symptoms score
Table S10‑3: NMA input dataset - change from baseline PANSS negative symptoms score, base case network
	StudyName
	NumberAnalysed
	TreatmentName
	diff
	std.err

	Cantillon 2017
	37
	Placebo
	
	

	Cantillon 2017
	19
	Aripiprazole
	-1.37
	1.27275376

	Casey 2008
	114
	Placebo
	
	

	Casey 2008
	116
	Risperidone
	-2.3
	0.60665297

	Chan 2007
	49
	Aripiprazole
	
	

	Chan 2007
	34
	Risperidone
	0.8
	1.21918192

	Correll 2015
	178
	Placebo
	
	

	Correll 2015
	358
	Brexpiprazole
	-1.59603352
	0.45735419

	Correll 2016 (NCT00905307)
	93
	Placebo
	
	0.51018023

	Correll 2016 (NCT00905307)
	50
	Aripiprazole
	-0.34
	0.85029752

	Correll 2016 (NCT00905307)
	90
	Brexpiprazole
	-0.56
	0.72824331

	Correll 2020
	141
	Placebo
	
	

	Correll 2020
	146
	Lumateperone
	-0.7
	0.60832856

	Corrigan 2004
	85
	Placebo
	
	

	Corrigan 2004
	93
	Olanzapine
	-3.9
	0.69724435

	Cutler 2006
	84
	Placebo
	
	

	Cutler 2006
	85
	Aripiprazole
	-1.3
	0.71485867

	Davidson 2007
	120
	Placebo
	
	

	Davidson 2007
	126
	Olanzapine
	-3.2
	0.72687906

	Durgam 2014
	148
	Placebo
	
	0.40031153

	Durgam 2014
	425
	Cariprazine
	-2.57176471
	0.46214882

	Durgam 2014
	138
	Risperidone
	-3.1
	0.56596978

	Durgam 2015
	149
	Placebo
	
	0.39978518

	Durgam 2015
	150
	Aripiprazole
	-1.2
	0.49962071

	Durgam 2015
	305
	Cariprazine
	-1.55147541
	0.4897425

	Durgam 2016
	126
	Placebo
	
	

	Durgam 2016
	122
	Cariprazine
	-1.7
	0.59018286

	EMERGENT-1
	73
	Placebo
	
	

	EMERGENT-1
	72
	KarXT
	-2.5
	0.70845873

	EMERGENT-2
	99
	Placebo
	
	

	EMERGENT-2
	93
	KarXT
	-2
	0.70760057

	EMERGENT-3
	91
	Placebo
	
	

	EMERGENT-3
	79
	KarXT
	-1
	0.5701676

	Egan 2013
	78
	Placebo
	
	

	Egan 2013
	45
	Olanzapine
	-0.2
	0.86981109

	Ishigooka 2018
	70
	Placebo
	
	

	Ishigooka 2018
	162
	Brexpiprazole
	-2.36623457
	0.63258427

	Kahn 2007
	115
	Placebo
	
	

	Kahn 2007
	458
	Quetiapine
	-1.97969432
	0.48464261

	Kane 2002
	106
	Placebo
	
	

	Kane 2002
	204
	Aripiprazole
	-1.75
	0.55633806

	Kane 2015
	145
	Placebo
	
	

	Kane 2015
	147
	Cariprazine
	-0.9
	0.640274

	Kane 2015 (BEACON)
	180
	Placebo
	
	

	Kane 2015 (BEACON)
	360
	Brexpiprazole
	-0.92088889
	0.43685059

	Kinon 2011
	122
	Placebo
	
	

	Kinon 2011
	62
	Olanzapine
	-1.39
	0.88802756

	Lieberman 2016
	80
	Placebo
	
	

	Lieberman 2016
	75
	Risperidone
	-0.1
	0.70692757

	Lindenmayer 2008
	78
	Placebo
	
	

	Lindenmayer 2008
	420
	Quetiapine
	-0.73954762
	0.5728866

	Loebel 2013
	120
	Placebo
	
	

	Loebel 2013
	116
	Quetiapine
	-3.2
	0.64061855

	Marder 2016
	159
	Placebo
	
	0.399698

	Marder 2016
	150
	Brexpiprazole
	-0.6
	0.56553086

	Marder 2016
	150
	Quetiapine
	-1.4
	0.56553086

	McDonnell 2018
	133
	Placebo
	
	

	McDonnell 2018
	132
	Olanzapine
	-0.49
	0.48099458

	McEvoy 2007
	107
	Placebo
	
	

	McEvoy 2007
	303
	Aripiprazole
	-3.02745875
	0.5225221

	Meltzer 2011
	78
	Placebo
	
	

	Meltzer 2011
	96
	Olanzapine
	-0.9
	0.70751031

	NCT00711269
	129
	Placebo
	
	

	NCT00711269
	64
	Risperidone
	-0.8
	0.09078476

	NCT01175135
	63
	Placebo
	
	

	NCT01175135
	26
	Risperidone
	-1.2
	0.94362025

	Potkin 2003
	103
	Placebo
	
	0.45783325

	Potkin 2003
	202
	Aripiprazole
	-2.6
	0.56257647

	Potkin 2003
	95
	Risperidone
	-2.3
	0.66096448

	Potkin 2007
	60
	Placebo
	
	

	Potkin 2007
	56
	Risperidone
	-0.51
	0.86334683

	Sacchetti 2008
	25
	Olanzapine
	
	0.9293

	Sacchetti 2008
	25
	Quetiapine
	-2.5204461
	1.31422866

	Sacchetti 2008
	25
	Risperidone
	-0.34572491
	1.31422866

	Schmidt 2012
	55
	Placebo
	
	

	Schmidt 2012
	81
	Olanzapine
	-1.7
	0.73490288

	Shen 2014
	77
	Placebo
	
	

	Shen 2014
	77
	Olanzapine
	-3.8
	1.01154183



Change from baseline CGI-S score
Table S10‑4: NMA input dataset - change from baseline CGI-S score, base case network
	StudyName
	NumberAnalysed
	TreatmentName
	diff
	std.err

	Cantillon 2017
	37
	Placebo
	
	

	Cantillon 2017
	19
	Aripiprazole
	0.38
	0.30764003

	Casey 2008
	114
	Placebo
	
	

	Casey 2008
	116
	Risperidone
	-0.51
	0.11869297

	Chan 2007
	49
	Aripiprazole
	
	

	Chan 2007
	34
	Risperidone
	-0.4
	0.2326062

	Correll 2015
	181
	Placebo
	
	

	Correll 2015
	359
	Brexpiprazole
	-0.36479109
	0.09830326

	Correll 2016 (NCT00905307)
	93
	Placebo
	
	0.1202864

	Correll 2016 (NCT00905307)
	50
	Aripiprazole
	-0.25
	0.20001704

	Correll 2016 (NCT00905307)
	90
	Brexpiprazole
	-0.07
	0.17685818

	Correll 2020
	141
	Placebo
	
	

	Correll 2020
	148
	Lumateperone
	-0.3
	0.11295194

	Corrigan 2004
	85
	Placebo
	
	

	Corrigan 2004
	93
	Olanzapine
	-0.8
	0.20661846

	Cutler 2006
	84
	Placebo
	
	

	Cutler 2006
	85
	Aripiprazole
	-0.3
	0.21183821

	Durgam 2014
	148
	Placebo
	
	0.10028338

	Durgam 2014
	425
	Cariprazine
	-0.43529412
	0.11563395

	Durgam 2014
	138
	Risperidone
	-0.8
	0.14133762

	Durgam 2015
	149
	Placebo
	
	0.09994629

	Durgam 2015
	150
	Aripiprazole
	-0.4
	0.14110963

	Durgam 2015
	305
	Cariprazine
	-0.4504918
	0.12243563

	Durgam 2016
	126
	Placebo
	
	

	Durgam 2016
	122
	Cariprazine
	-0.13
	0.1202588

	EMERGENT-1
	73
	Placebo
	
	

	EMERGENT-1
	72
	KarXT
	-0.685
	0.14231055

	EMERGENT-2
	99
	Placebo
	
	

	EMERGENT-2
	93
	KarXT
	-0.6
	0.15644834

	EMERGENT-3
	91
	Placebo
	
	

	EMERGENT-3
	79
	KarXT
	-0.6
	0.13319944

	Egan 2013
	78
	Placebo
	
	

	Egan 2013
	45
	Olanzapine
	0.1
	0.25775615

	Fleischhacker 2009
	137
	Aripiprazole
	
	

	Fleischhacker 2009
	170
	Olanzapine
	-0.17
	0.15808639

	Ishigooka 2018
	70
	Placebo
	
	

	Ishigooka 2018
	162
	Brexpiprazole
	-0.17117284
	0.13078612

	Kahn 2007
	115
	Placebo
	
	

	Kahn 2007
	458
	Quetiapine
	-0.42510917
	0.14361695

	Kane 2002
	106
	Placebo
	
	

	Kane 2002
	204
	Aripiprazole
	-0.4
	0.16486288

	Kane 2015
	145
	Placebo
	
	

	Kane 2015
	147
	Cariprazine
	-0.3
	0.1410351

	Kane 2015 (BEACON)
	181
	Placebo
	
	

	Kane 2015 (BEACON)
	363
	Brexpiprazole
	-0.22595041
	0.09812265

	Kinon 2011
	122
	Placebo
	
	

	Kinon 2011
	62
	Olanzapine
	-0.22
	0.19392594

	Landbloom 2016
	58
	Placebo
	
	

	Landbloom 2016
	35
	Olanzapine
	-0.1
	0.17846113

	Lindenmayer 2008
	78
	Placebo
	
	

	Lindenmayer 2008
	420
	Quetiapine
	-0.16969048
	0.14117523

	Loebel 2013
	120
	Placebo
	
	

	Loebel 2013
	116
	Quetiapine
	-0.8
	0.1419102

	Marder 2016
	159
	Placebo
	
	0.0999245

	Marder 2016
	150
	Brexpiprazole
	-0.3
	0.1410942

	Marder 2016
	150
	Quetiapine
	-0.5
	0.1410942

	McDonnell 2018
	133
	Placebo
	
	

	McDonnell 2018
	132
	Olanzapine
	-0.5
	0.0876870

	McEvoy 2007
	107
	Placebo
	
	

	McEvoy 2007
	303
	Aripiprazole
	-0.41920792
	0.154842

	McQuade 2004
	156
	Aripiprazole
	
	

	McQuade 2004
	161
	Olanzapine
	0
	0.15469078

	Meltzer 2011
	78
	Placebo
	
	

	Meltzer 2011
	96
	Olanzapine
	-0.3
	0.14118205

	NCT01175135
	63
	Placebo
	
	

	NCT01175135
	26
	Risperidone
	-0.2
	0.19192426

	NCT01625000
	71
	Placebo
	
	0.09968966

	NCT01625000
	158
	Cariprazine
	-0.15063291
	0.12204927

	NCT01625000
	36
	Risperidone
	-0.6
	0.22346818

	NCT03055338
	89
	Placebo
	
	

	NCT03055338
	40
	Risperidone
	-0.3
	0.26210777

	Potkin 2003
	103
	Placebo
	
	0.13567238

	Potkin 2003
	202
	Aripiprazole
	-0.35
	0.16671154

	Potkin 2003
	95
	Risperidone
	-0.5
	0.19586743

	Potkin 2007
	60
	Placebo
	
	

	Potkin 2007
	56
	Risperidone
	-0.43
	0.25584056

	Shen 2014
	77
	Placebo
	
	

	Shen 2014
	77
	Olanzapine
	-0.62
	0.18372764



Change from baseline weight
Table S10‑5: NMA input dataset - change from baseline weight, base case network
	StudyName
	NumberAnalysed
	TreatmentName
	diff
	std.err

	Casey 2008
	119
	Placebo
	
	

	Casey 2008
	120
	Risperidone
	1.34
	0.38152611

	Chan 2007
	49
	Aripiprazole
	
	

	Chan 2007
	34
	Risperidone
	0.6
	0.53160045

	Correll 2015
	184
	Placebo
	
	

	Correll 2015
	362
	Brexpiprazole
	0.94546961
	0.26700693

	Correll 2016 (NCT00905307)
	95
	Placebo
	
	0.23597502

	Correll 2016 (NCT00905307)
	50
	Aripiprazole
	0.1
	0.44886993

	Correll 2016 (NCT00905307)
	90
	Brexpiprazole
	1.2
	0.51100749

	Correll 2020
	150
	Placebo
	
	

	Correll 2020
	150
	Lumateperone
	0.29
	0.38079303

	Davidson 2007
	110
	Placebo
	
	

	Davidson 2007
	115
	Olanzapine
	3
	0.54627882

	Durgam 2014
	151
	Placebo
	
	0.23599865

	Durgam 2014
	438
	Cariprazine
	0.76552511
	0.27895995

	Durgam 2014
	140
	Risperidone
	1.5
	0.35894041

	Durgam 2015
	153
	Placebo
	
	0.2344511

	Durgam 2015
	152
	Aripiprazole
	0.6
	0.33210882

	Durgam 2015
	312
	Cariprazine
	0.59935897
	0.28006888

	Durgam 2016
	127
	Placebo
	
	

	Durgam 2016
	124
	Cariprazine
	1
	0.45489185

	EMERGENT-1
	72
	Placebo
	
	

	EMERGENT-1
	73
	KarXT
	0.36
	0.53392052

	EMERGENT-2
	125
	Placebo
	
	

	EMERGENT-2
	126
	KarXT
	-1.127
	0.68534515

	EMERGENT-3
	128
	Placebo
	
	

	EMERGENT-3
	125
	KarXT
	-0.589
	0.40649636

	Ishigooka 2018
	116
	Placebo
	
	

	Ishigooka 2018
	228
	Brexpiprazole
	0.89201754
	0.33633512

	Kahn 2007
	118
	Placebo
	
	

	Kahn 2007
	470
	Quetiapine
	0.97768085
	0.32119997

	Kane 2002
	106
	Placebo
	
	

	Kane 2002
	204
	Aripiprazole
	0.45
	0.35310368

	Kane 2007
	119
	Placebo
	
	

	Kane 2007
	123
	Olanzapine
	2
	0.33487789

	Kane 2015
	147
	Placebo
	
	

	Kane 2015
	151
	Cariprazine
	0.2
	0.30702531

	Kane 2015 (BEACON)
	184
	Placebo
	
	

	Kane 2015 (BEACON)
	370
	Brexpiprazole
	1.356
	0.2660324

	Kinon 2011
	122
	Placebo
	
	

	Kinon 2011
	62
	Olanzapine
	1.18
	0.32238145

	Kluge 2007
	15
	Clozapine
	
	

	Kluge 2007
	15
	Olanzapine
	-0.8
	1.07685886

	Lieberman 2016
	85
	Placebo
	
	

	Lieberman 2016
	82
	Risperidone
	2.2
	0.55397866

	Lindenmayer 2008
	84
	Placebo
	
	

	Lindenmayer 2008
	448
	Quetiapine
	1.2328125
	0.36237673

	Loebel 2013
	115
	Placebo
	
	

	Loebel 2013
	111
	Quetiapine
	2
	0.3140885

	Marder 2003
	379
	Placebo
	
	

	Marder 2003
	823
	Aripiprazole
	0.70122722
	0.03559977

	Marder 2007
	94
	Placebo
	
	

	Marder 2007
	90
	Olanzapine
	2.3
	0.5941241

	McDonnell 2018
	134
	Placebo
	
	

	McDonnell 2018
	133
	Olanzapine
	2.14
	0.39625362

	McQuade 2004
	156
	Aripiprazole
	
	

	McQuade 2004
	161
	Olanzapine
	3.12
	0.33131707

	Meltzer 2011
	116
	Placebo
	
	

	Meltzer 2011
	123
	Olanzapine
	3.5
	0.4617034

	NCT01175135
	74
	Placebo
	
	

	NCT01175135
	37
	Risperidone
	1.7
	0.57844152

	NCT03055338
	89
	Placebo
	
	

	NCT03055338
	40
	Risperidone
	3.44
	0.90306122

	Potkin 2003
	103
	Placebo
	
	0.32515866

	Potkin 2003
	202
	Aripiprazole
	1.3
	0.42096711

	Potkin 2003
	99
	Risperidone
	1.8
	0.50158423

	Potkin 2007
	62
	Placebo
	
	

	Potkin 2007
	59
	Risperidone
	1.45
	0.53636478

	Shen 2014
	77
	Placebo
	
	

	Shen 2014
	77
	Olanzapine
	4.04
	0.78031379



≥ 30% improvement in PANSS total score from baseline
Table S10‑6: NMA input dataset - ≥ 30% improvement in PANSS total score from baseline, base case network
	StudyName
	TreatmentName
	responders
	sampleSize

	Cantillon 2017
	Aripiprazole
	3
	19

	Cantillon 2017
	Placebo
	8
	37

	Casey 2008
	Placebo
	8
	114

	Casey 2008
	Risperidone
	26
	116

	Chan 2007
	Aripiprazole
	3
	19

	Chan 2007
	Risperidone
	8
	37

	Correll 2015
	Brexpiprazole
	168
	358

	Correll 2015
	Placebo
	54
	178

	Correll 2016 (NCT00905307)
	Aripiprazole
	30
	50

	Correll 2016 (NCT00905307)
	Brexpiprazole
	42
	90

	Correll 2016 (NCT00905307)
	Placebo
	47
	93

	Correll 2020
	Lumateperone
	54
	148

	Correll 2020
	Placebo
	36
	141

	Cutler 2006
	Aripiprazole
	40
	94

	Cutler 2006
	Placebo
	29
	88

	Durgam 2014
	Cariprazine
	146
	425

	Durgam 2014
	Placebo
	28
	148

	Durgam 2014
	Risperidone
	60
	138

	Durgam 2015
	Aripiprazole
	45
	150

	Durgam 2015
	Cariprazine
	86
	305

	Durgam 2015
	Placebo
	29
	149

	EMERGENT-1
	KarXT
	32
	83

	EMERGENT-1
	Placebo
	10
	87

	EMERGENT-2
	KarXT
	51
	93

	EMERGENT-2
	Placebo
	28
	99

	EMERGENT-3
	KarXT
	40
	79

	EMERGENT-3
	Placebo
	23
	91

	Ishigooka 2018
	Brexpiprazole
	56
	222

	Ishigooka 2018
	Placebo
	23
	113

	Kane 2002
	Aripiprazole
	65
	204

	Kane 2002
	Placebo
	18
	106

	Kane 2007
	Olanzapine
	67
	128

	Kane 2007
	Placebo
	38
	127

	Kane 2015
	Cariprazine
	51
	147

	Kane 2015
	Placebo
	42
	147

	Kane 2015 (BEACON)
	Brexpiprazole
	159
	360

	Kane 2015 (BEACON)
	Placebo
	57
	180

	Lieberman 2016
	Placebo
	18
	80

	Lieberman 2016
	Risperidone
	30
	75

	Lindenmayer 2008
	Placebo
	11
	78

	Lindenmayer 2008
	Quetiapine
	78
	420

	Marder 2007
	Olanzapine
	48
	105

	Marder 2007
	Placebo
	36
	105

	Marder 2016
	Brexpiprazole
	73
	150

	Marder 2016
	Placebo
	51
	159

	Marder 2016
	Quetiapine
	94
	150

	McEvoy 2007
	Aripiprazole
	122
	303

	McEvoy 2007
	Placebo
	28
	107

	Potkin 2003
	Aripiprazole
	74
	194

	Potkin 2003
	Placebo
	24
	103

	Potkin 2003
	Risperidone
	38
	96

	Schmidt 2012
	Olanzapine
	62
	93

	Schmidt 2012
	Placebo
	26
	99



Discontinuation due to all causes
Table S10‑7: NMA input dataset – discontinuation due to all causes, base case network
	StudyName
	TreatmentName
	responders
	sampleSize

	Cantillon 2017
	Aripiprazole
	7
	20

	Cantillon 2017
	Placebo
	10
	39

	Casey 2008
	Placebo
	70
	119

	Casey 2008
	Risperidone
	61
	120

	Chan 2007
	Aripiprazole
	11
	49

	Chan 2007
	Risperidone
	10
	34

	Correll 2015
	Brexpiprazole
	117
	362

	Correll 2015
	Placebo
	74
	184

	Correll 2016 (NCT00905307)
	Aripiprazole
	12
	50

	Correll 2016 (NCT00905307)
	Brexpiprazole
	26
	90

	Correll 2016 (NCT00905307)
	Placebo
	27
	93

	Correll 2020
	Lumateperone
	20
	150

	Correll 2020
	Placebo
	38
	150

	Corrigan 2004
	Olanzapine
	24
	93

	Corrigan 2004
	Placebo
	22
	87

	Cutler 2006
	Aripiprazole
	41
	94

	Cutler 2006
	Placebo
	44
	88

	Davidson 2007
	Olanzapine
	40
	128

	Davidson 2007
	Placebo
	76
	123

	Downing 2014
	Placebo
	124
	295

	Downing 2014
	Risperidone
	46
	142

	Durgam 2014
	Cariprazine
	154
	438

	Durgam 2014
	Placebo
	72
	151

	Durgam 2014
	Risperidone
	39
	140

	Durgam 2015
	Aripiprazole
	38
	152

	Durgam 2015
	Cariprazine
	111
	312

	Durgam 2015
	Placebo
	58
	153

	Durgam 2016
	Cariprazine
	57
	127

	Durgam 2016
	Placebo
	59
	129

	EMERGENT-1
	KarXT
	18
	89

	EMERGENT-1
	Placebo
	19
	90

	EMERGENT-2
	KarXT
	32
	126

	EMERGENT-2
	Placebo
	26
	125

	EMERGENT-3
	KarXT
	46
	125

	EMERGENT-3
	Placebo
	38
	128

	Egan 2013
	Olanzapine
	9
	47

	Egan 2013
	Placebo
	21
	83

	Heinrich 1994
	Clozapine
	6
	20

	Heinrich 1994
	Risperidone
	22
	39

	Ishigooka 2018
	Brexpiprazole
	79
	228

	Ishigooka 2018
	Placebo
	46
	116

	Kahn 2007
	Placebo
	33
	118

	Kahn 2007
	Quetiapine
	109
	470

	Kane 2002
	Aripiprazole
	76
	204

	Kane 2002
	Placebo
	48
	106

	Kane 2007
	Olanzapine
	38
	128

	Kane 2007
	Placebo
	69
	127

	Kane 2015
	Cariprazine
	55
	151

	Kane 2015
	Placebo
	59
	147

	Kane 2015 (BEACON)
	Brexpiprazole
	111
	370

	Kane 2015 (BEACON)
	Placebo
	66
	184

	Kinon 2011
	Olanzapine
	22
	62

	Kinon 2011
	Placebo
	49
	122

	Kluge 2007
	Clozapine
	3
	15

	Kluge 2007
	Olanzapine
	1
	15

	Landbloom 2016
	Olanzapine
	11
	46

	Landbloom 2016
	Placebo
	41
	101

	Lieberman 2016
	Placebo
	19
	85

	Lieberman 2016
	Risperidone
	15
	82

	Lindenmayer 2008
	Placebo
	55
	84

	Lindenmayer 2008
	Quetiapine
	255
	448

	Loebel 2013
	Placebo
	48
	122

	Loebel 2013
	Quetiapine
	23
	120

	Marder 2003
	Aripiprazole
	424
	926

	Marder 2003
	Placebo
	232
	413

	Marder 2007
	Olanzapine
	60
	110

	Marder 2007
	Placebo
	73
	110

	Marder 2016
	Brexpiprazole
	37
	150

	Marder 2016
	Placebo
	53
	161

	Marder 2016
	Quetiapine
	31
	153

	McDonnell 2018
	Olanzapine
	14
	133

	McDonnell 2018
	Placebo
	23
	134

	McEvoy 2007
	Aripiprazole
	200
	308

	McEvoy 2007
	Placebo
	78
	107

	Meltzer 2011
	Olanzapine
	39
	123

	Meltzer 2011
	Placebo
	45
	116

	NCT00563706
	Placebo
	5
	18

	NCT00563706
	Risperidone
	17
	37

	NCT00711269
	Placebo
	50
	133

	NCT00711269
	Risperidone
	14
	65

	NCT01175135
	Placebo
	14
	74

	NCT01175135
	Risperidone
	12
	37

	NCT01625000
	Cariprazine
	104
	259

	NCT01625000
	Placebo
	55
	126

	NCT01625000
	Risperidone
	19
	56

	NCT03055338
	Placebo
	12
	89

	NCT03055338
	Risperidone
	11
	45

	NCT04512066
	Placebo
	17
	72

	NCT04512066
	Risperidone
	14
	71

	Potkin 2003
	Aripiprazole
	74
	202

	Potkin 2003
	Placebo
	51
	103

	Potkin 2003
	Risperidone
	37
	99

	Potkin 2007
	Placebo
	41
	62

	Potkin 2007
	Risperidone
	35
	60

	Shen 2014
	Olanzapine
	40
	77

	Shen 2014
	Placebo
	54
	77



Discontinuation due to adverse events
Table S10‑8: NMA input dataset – discontinuation due to adverse events, base case network
	StudyName
	TreatmentName
	responders
	sampleSize

	Cantillon 2017
	Aripiprazole
	2
	20

	Cantillon 2017
	Placebo
	0
	39

	Casey 2008
	Placebo
	13
	119

	Casey 2008
	Risperidone
	17
	120

	Chan 2007
	Aripiprazole
	5
	49

	Chan 2007
	Risperidone
	2
	34

	Correll 2015
	Brexpiprazole
	32
	362

	Correll 2015
	Placebo
	32
	184

	Correll 2016 (NCT00905307)
	Aripiprazole
	3
	50

	Correll 2016 (NCT00905307)
	Brexpiprazole
	5
	90

	Correll 2016 (NCT00905307)
	Placebo
	5
	93

	Correll 2020
	Lumateperone
	2
	150

	Correll 2020
	Placebo
	1
	150

	Corrigan 2004
	Olanzapine
	7
	93

	Corrigan 2004
	Placebo
	3
	87

	Cutler 2006
	Aripiprazole
	4
	94

	Cutler 2006
	Placebo
	6
	88

	Davidson 2007
	Olanzapine
	5
	128

	Davidson 2007
	Placebo
	5
	123

	Downing 2014
	Placebo
	33
	295

	Downing 2014
	Risperidone
	12
	142

	Durgam 2014
	Cariprazine
	34
	438

	Durgam 2014
	Placebo
	22
	151

	Durgam 2014
	Risperidone
	13
	140

	Durgam 2015
	Aripiprazole
	14
	152

	Durgam 2015
	Cariprazine
	35
	312

	Durgam 2015
	Placebo
	17
	153

	Durgam 2016
	Cariprazine
	12
	127

	Durgam 2016
	Placebo
	19
	129

	EMERGENT-1
	KarXT
	3
	89

	EMERGENT-1
	Placebo
	2
	90

	EMERGENT-2
	KarXT
	10
	126

	EMERGENT-2
	Placebo
	6
	125

	EMERGENT-3
	KarXT
	8
	125

	EMERGENT-3
	Placebo
	7
	128

	Egan 2013
	Olanzapine
	1
	47

	Egan 2013
	Placebo
	1
	83

	Heinrich 1994
	Clozapine
	4
	20

	Heinrich 1994
	Risperidone
	3
	39

	Ishigooka 2018
	Brexpiprazole
	30
	228

	Ishigooka 2018
	Placebo
	21
	116

	Kahn 2007
	Placebo
	3
	118

	Kahn 2007
	Quetiapine
	18
	470

	Kane 2002
	Aripiprazole
	17
	204

	Kane 2002
	Placebo
	17
	106

	Kane 2007
	Olanzapine
	9
	128

	Kane 2007
	Placebo
	9
	127

	Kane 2015
	Cariprazine
	14
	151

	Kane 2015
	Placebo
	13
	147

	Kane 2015 (BEACON)
	Brexpiprazole
	24
	370

	Kane 2015 (BEACON)
	Placebo
	22
	184

	Kinon 2011
	Olanzapine
	5
	62

	Kinon 2011
	Placebo
	4
	122

	Kluge 2007
	Clozapine
	1
	15

	Kluge 2007
	Olanzapine
	0
	15

	Landbloom 2016
	Olanzapine
	1
	46

	Landbloom 2016
	Placebo
	10
	101

	Lieberman 2016
	Placebo
	0
	85

	Lieberman 2016
	Risperidone
	3
	82

	Lindenmayer 2008
	Placebo
	8
	84

	Lindenmayer 2008
	Quetiapine
	28
	448

	Loebel 2013
	Placebo
	5
	122

	Loebel 2013
	Quetiapine
	4
	120

	Marder 2003
	Aripiprazole
	65
	926

	Marder 2003
	Placebo
	41
	413

	Marder 2007
	Olanzapine
	8
	110

	Marder 2007
	Placebo
	5
	110

	Marder 2016
	Brexpiprazole
	14
	150

	Marder 2016
	Placebo
	11
	161

	Marder 2016
	Quetiapine
	4
	153

	McDonnell 2018
	Olanzapine
	2
	133

	McDonnell 2018
	Placebo
	7
	134

	McEvoy 2007
	Aripiprazole
	19
	308

	McEvoy 2007
	Placebo
	6
	107

	Meltzer 2011
	Olanzapine
	8
	123

	Meltzer 2011
	Placebo
	10
	116

	NCT00563706
	Placebo
	1
	18

	NCT00563706
	Risperidone
	4
	37

	NCT00711269
	Placebo
	27
	132

	NCT00711269
	Risperidone
	7
	65

	NCT01175135
	Placebo
	4
	74

	NCT01175135
	Risperidone
	3
	37

	NCT01625000
	Cariprazine
	34
	259

	NCT01625000
	Placebo
	21
	126

	NCT01625000
	Risperidone
	7
	56

	NCT03055338
	Placebo
	7
	89

	NCT03055338
	Risperidone
	4
	45

	NCT04512066
	Placebo
	6
	72

	NCT04512066
	Risperidone
	1
	71

	Potkin 2003
	Aripiprazole
	19
	202

	Potkin 2003
	Placebo
	17
	103

	Potkin 2003
	Risperidone
	8
	99

	Potkin 2007
	Placebo
	7
	62

	Potkin 2007
	Risperidone
	4
	60



≥7% increase in weight
Table S10‑9: NMA input dataset – ≥7% increase in weight, base case network
	StudyName
	TreatmentName
	responders
	sampleSize

	Cantillon 2017
	Aripiprazole
	2
	14

	Cantillon 2017
	Placebo
	4
	36

	Casey 2008
	Placebo
	6
	119

	Casey 2008
	Risperidone
	16
	120

	Chan 2007
	Aripiprazole
	2
	49

	Chan 2007
	Risperidone
	4
	34

	Correll 2015
	Brexpiprazole
	32
	362

	Correll 2015
	Placebo
	8
	184

	Correll 2016 (NCT00905307)
	Aripiprazole
	2
	50

	Correll 2016 (NCT00905307)
	Brexpiprazole
	10
	90

	Correll 2016 (NCT00905307)
	Placebo
	7
	95

	Correll 2020
	Lumateperone
	13
	150

	Correll 2020
	Placebo
	6
	150

	Davidson 2007
	Olanzapine
	25
	115

	Davidson 2007
	Placebo
	7
	110

	Downing 2014
	Placebo
	2
	295

	Downing 2014
	Risperidone
	5
	142

	Durgam 2014
	Cariprazine
	34
	438

	Durgam 2014
	Placebo
	3
	151

	Durgam 2014
	Risperidone
	22
	140

	Durgam 2015
	Aripiprazole
	9
	152

	Durgam 2015
	Cariprazine
	17
	312

	Durgam 2015
	Placebo
	5
	153

	EMERGENT-1
	KarXT
	2
	89

	EMERGENT-1
	Placebo
	1
	90

	EMERGENT-2
	KarXT
	8
	126

	EMERGENT-2
	Placebo
	16
	125

	EMERGENT-3
	KarXT
	6
	125

	EMERGENT-3
	Placebo
	15
	128

	Ishigooka 2018
	Brexpiprazole
	9
	228

	Ishigooka 2018
	Placebo
	1
	116

	Kane 2002
	Aripiprazole
	11
	204

	Kane 2002
	Placebo
	1
	106

	Kane 2007
	Olanzapine
	17
	128

	Kane 2007
	Placebo
	3
	127

	Kane 2015
	Cariprazine
	12
	151

	Kane 2015
	Placebo
	6
	147

	Kane 2015 (BEACON)
	Brexpiprazole
	44
	370

	Kane 2015 (BEACON)
	Placebo
	7
	184

	Kinon 2011
	Olanzapine
	6
	62

	Kinon 2011
	Placebo
	10
	122

	Landbloom 2016
	Olanzapine
	2
	46

	Landbloom 2016
	Placebo
	13
	101

	Lieberman 2016
	Placebo
	4
	67

	Lieberman 2016
	Risperidone
	13
	68

	Lindenmayer 2008
	Placebo
	1
	84

	Lindenmayer 2008
	Quetiapine
	36
	448

	Loebel 2013
	Placebo
	3
	115

	Loebel 2013
	Quetiapine
	17
	111

	Marder 2003
	Aripiprazole
	75
	926

	Marder 2003
	Placebo
	13
	413

	Marder 2007
	Olanzapine
	23
	110

	Marder 2007
	Placebo
	7
	110

	Marder 2016
	Brexpiprazole
	8
	150

	Marder 2016
	Placebo
	6
	161

	Marder 2016
	Quetiapine
	20
	153

	McDonnell 2018
	Olanzapine
	19
	133

	McDonnell 2018
	Placebo
	4
	134

	McEvoy 2007
	Aripiprazole
	25
	308

	McEvoy 2007
	Placebo
	4
	107

	Meltzer 2011
	Olanzapine
	42
	123

	Meltzer 2011
	Placebo
	8
	116

	NCT00563706
	Placebo
	1
	37

	NCT00563706
	Risperidone
	6
	43

	NCT03055338
	Placebo
	4
	89

	NCT03055338
	Risperidone
	8
	45

	NCT04512066
	Placebo
	1
	72

	NCT04512066
	Risperidone
	8
	71

	Potkin 2003
	Aripiprazole
	22
	202

	Potkin 2003
	Placebo
	2
	103

	Potkin 2003
	Risperidone
	11
	99

	Potkin 2007
	Placebo
	1
	54

	Potkin 2007
	Risperidone
	8
	47

	Shen 2014
	Olanzapine
	20
	68

	Shen 2014
	Placebo
	7
	65



Sedation
Table S10‑10: NMA input dataset – Sedation, base case network
	StudyName
	TreatmentName
	responders
	sampleSize

	Correll 2015
	Brexpiprazole
	4
	362

	Correll 2015
	Placebo
	1
	184

	Correll 2016 (NCT00905307)
	Aripiprazole
	2
	50

	Correll 2016 (NCT00905307)
	Brexpiprazole
	3
	90

	Correll 2016 (NCT00905307)
	Placebo
	0
	95

	Correll 2020
	Lumateperone
	19
	150

	Correll 2020
	Placebo
	8
	150

	Cutler 2006
	Aripiprazole
	3
	94

	Cutler 2006
	Placebo
	0
	87

	Durgam 2014
	Cariprazine
	27
	438

	Durgam 2014
	Placebo
	6
	151

	Durgam 2014
	Risperidone
	16
	140

	Durgam 2016
	Cariprazine
	10
	127

	Durgam 2016
	Placebo
	13
	129

	EMERGENT-1
	KarXT
	2
	89

	EMERGENT-1
	Placebo
	2
	90

	EMERGENT-2
	KarXT
	1
	126

	EMERGENT-2
	Placebo
	1
	125

	Kane 2015 (BEACON)
	Brexpiprazole
	12
	370

	Kane 2015 (BEACON)
	Placebo
	2
	184

	Lindenmayer 2008
	Placebo
	8
	84

	Lindenmayer 2008
	Quetiapine
	85
	448

	Marder 2016
	Brexpiprazole
	4
	150

	Marder 2016
	Placebo
	5
	161

	Marder 2016
	Quetiapine
	8
	153

	Meltzer 2011
	Olanzapine
	18
	122

	Meltzer 2011
	Placebo
	4
	116

	NCT00563706
	Placebo
	2
	37

	NCT00563706
	Risperidone
	2
	43

	NCT00711269
	Placebo
	3
	132

	NCT00711269
	Risperidone
	2
	65

	NCT01175135
	Placebo
	3
	74

	NCT01175135
	Risperidone
	1
	36

	NCT03055338
	Placebo
	2
	89

	NCT03055338
	Risperidone
	6
	45

	Shen 2014
	Olanzapine
	15
	77

	Shen 2014
	Placebo
	7
	77



Somnolence
[bookmark: _Ref213841916]Table S10‑11: NMA input dataset – Somnolence, base case network
	StudyName
	TreatmentName
	responders
	sampleSize

	Correll 2015
	Brexpiprazole
	10
	362

	Correll 2015
	Placebo
	5
	184

	Correll 2016 (NCT00905307)
	Aripiprazole
	0
	50

	Correll 2016 (NCT00905307)
	Brexpiprazole
	3
	90

	Correll 2016 (NCT00905307)
	Placebo
	2
	95

	Correll 2020
	Lumateperone
	26
	150

	Correll 2020
	Placebo
	6
	150

	Davidson 2007
	Olanzapine
	22
	127

	Davidson 2007
	Placebo
	4
	123

	EMERGENT-1
	KarXT
	5
	89

	EMERGENT-1
	Placebo
	4
	90

	EMERGENT-2
	KarXT
	6
	126

	EMERGENT-2
	Placebo
	5
	125

	EMERGENT-3
	KarXT
	2
	125

	EMERGENT-3
	Placebo
	0
	128

	Egan 2013
	Olanzapine
	3
	47

	Egan 2013
	Placebo
	1
	83

	Kahn 2007
	Placebo
	2
	118

	Kahn 2007
	Quetiapine
	41
	470

	Kane 2002
	Aripiprazole
	15
	203

	Kane 2002
	Placebo
	4
	104

	Kane 2007
	Olanzapine
	18
	128

	Kane 2007
	Placebo
	7
	126

	Kane 2015 (BEACON)
	Brexpiprazole
	8
	370

	Kane 2015 (BEACON)
	Placebo
	5
	184

	Kinon 2011
	Olanzapine
	4
	62

	Kinon 2011
	Placebo
	1
	122

	Landbloom 2016
	Olanzapine
	5
	46

	Landbloom 2016
	Placebo
	0
	101

	Lindenmayer 2008
	Placebo
	6
	84

	Lindenmayer 2008
	Quetiapine
	50
	448

	Loebel 2013
	Placebo
	1
	121

	Loebel 2013
	Quetiapine
	16
	119

	Marder 2007
	Olanzapine
	30
	109

	Marder 2007
	Placebo
	14
	106

	Marder 2016
	Brexpiprazole
	7
	150

	Marder 2016
	Placebo
	8
	161

	Marder 2016
	Quetiapine
	34
	153

	McDonnell 2018
	Olanzapine
	13
	133

	McDonnell 2018
	Placebo
	3
	134

	McEvoy 2007
	Aripiprazole
	29
	308

	McEvoy 2007
	Placebo
	6
	107

	Meltzer 2011
	Olanzapine
	11
	122

	Meltzer 2011
	Placebo
	5
	116

	NCT00563706
	Placebo
	1
	37

	NCT00563706
	Risperidone
	4
	43

	NCT00711269
	Placebo
	2
	132

	NCT00711269
	Risperidone
	0
	65

	NCT01175135
	Placebo
	2
	74

	NCT01175135
	Risperidone
	1
	36

	NCT01625000
	Cariprazine
	5
	259

	NCT01625000
	Placebo
	3
	126

	NCT01625000
	Risperidone
	1
	56

	NCT03055338
	Placebo
	3
	89

	NCT03055338
	Risperidone
	2
	45

	Potkin 2003
	Aripiprazole
	23
	201

	Potkin 2003
	Placebo
	11
	103

	Potkin 2003
	Risperidone
	14
	99

	Potkin 2007
	Placebo
	8
	62

	Potkin 2007
	Risperidone
	9
	59

	Shen 2014
	Olanzapine
	8
	77

	Shen 2014
	Placebo
	4
	77



Appendix 15. [bookmark: _Ref231992822]Table summarizing analyses conducted for each endpoint
The base case and sensitivity analyses conducted for each endpoint, based on the available evidence (see Appendix 5 and Appendix 9), are summarized in Table S11‑1. The number of studies and total number of patients included in each network are also provided. 
[bookmark: _Ref14780687][bookmark: _Ref14997660]Table S11‑1: Summary of analyses
	Endpoint
	Effect measure
	NMA model
	Analyses
	N studies
	N patients

	Mean change from baseline total PANSS score
	Mean Difference
	RE
	Base case
	45
	11,715

	
	
	
	Sensitivity analysis – exclude Asian only studies (Chan 200726, Ishigooka 201840, NCT0162500044, NCT0071126995)
	41
	10,972

	
	
	FE
	Base case
	45
	11,715

	Mean change from baseline PANSS positive sub-score
	Mean Difference
	RE
	Base case
	35
	9,627

	
	
	
	Sensitivity analysis – exclude Asian only studies (Chan 200726, Ishigooka 201840, NCT0071126995)
	32
	9,119

	
	
	FE
	Base case
	35
	9,627

	Mean change from baseline PANSS negative sub-score 
	Mean Difference
	RE
	Base case
	36
	9,702

	
	
	
	Sensitivity analysis – exclude Asian only studies (Chan 200726, Ishigooka 201840, NCT0071126995)
	33
	9,194

	
	
	
	Sensitivity analysis – exclude placebo effect size outliers (Shen 201475, McEvoy 200731)
	34
	9,138

	
	
	FE
	Base case
	36
	9,702

	Mean change from baseline CGI-S score
	Mean Difference
	RE
	Base case
	36
	10,018

	
	
	
	Sensitivity analysis – exclude Asian only studies (Chan 200726, Ishigooka 201840, NCT0162500044)
	33
	9,438

	
	
	FE
	Base case
	36
	10,018

	Mean change from baseline weight
	Mean Difference
	RE
	Base case
	33
	10,477

	
	
	
	Sensitivity analysis – exclude Asian only studies (Chan 200726, Ishigooka 201840)
	31
	10,050

	
	
	
	Sensitivity analysis – exclude placebo effect size outliers (Marder 200335, Potkin 200336, Ishigooka 201840, Kane 200768, and Davidson 200769)
	28
	8,060

	
	
	FE
	Base case
	33
	10,477

	PANSS response (>=30% improvement in PANSS Total Score from baseline)
	Odds Ratio
	RE
	Base case
	24
	7,480

	
	
	
	Sensitivity analysis – exclude Asian only studies (Chan 200726, Ishigooka 201840)
	22
	7,089

	
	
	
	Sensitivity analysis – exclude placebo effect size outlier (Correll 2016 (NCT00905307)37)
	23
	7,247

	
	
	FE
	Base case
	24
	7,480

	Discontinuation due to all causes
	Odds Ratio
	RE
	Base case
	45
	13,341

	
	
	
	Sensitivity analysis – exclude Asian only studies (Chan 200726, Ishigooka 201840, NCT0071126995, NCT0162500044)
	41
	12,275

	
	
	FE
	Base case
	45
	13,341

	Discontinuation due to adverse events
	Odds Ratio
	RE
	Base case
	44
	13,186

	
	
	
	Sensitivity analysis – exclude Asian only studies (Chan 200726, Ishigooka 201840, NCT0071126995, NCT0162500044)
	40
	12,121

	
	
	FE
	Base case
	44
	13,186

	Weight gain (>7% increase in weight from baseline)
	Odds Ratio
	RE
	Base case
	35
	11,068

	
	
	
	Sensitivity analysis – exclude Asian only studies (Chan 200726, Ishigooka 201840)
	33
	10,641

	
	
	
	Sensitivity analysis – exclude studies with unclear weight gain threshold┼ (Marder 201643, McDonnell 201872, NCT0305533897, NCT0056370698, Downing 2014105, NCT04512066110) 
	29
	9,543

	
	
	FE
	Base case
	35
	11,068

	Sedation
	Odds Ratio
	RE
	Base case
	17
	5,140

	
	
	
	Sensitivity analysis – exclude Asian only study (NCT0071126995)
	16
	4,943

	
	
	
	Sensitivity analysis – exclude placebo effect size outliers (Durgam 201645, Lindenmayer 200883, Shen 201475)
	14
	4,198

	
	
	FE
	Base case
	17
	5,140

	Somnolence
	Odds Ratio
	RE
	Base case
	29
	8,189

	
	
	
	Sensitivity analysis – exclude Asian only studies (NCT0071126995, NCT0162500044)
	27
	7,551

	
	
	
	Sensitivity analysis – exclude placebo effect size outliers (Potkin 200336, Marder 200776, Potkin 2007108)
	26
	7,450

	
	
	FE
	Base case
	29
	8,189

	Key: AEs, adverse events; BMI, body mass index; FE, fixed-effects; RE, random-effects; PANSS, Positive and Negative Syndrome Scale, CGI-S, Clinical Global Impressions – Severity.
┼ Although these six studies were included in the base case network meta-analyses for weight gain > 7%, as the weight gain threshold used in their respective endpoint definitions was unreported (and may well have been ≥ 7%), a sensitivity analysis was performed excluding all six studies.



Appendix 16. Analysis Methods
Bayesian NMA was performed to ascertain relative effect estimates of KarXT versus aripiprazole, cariprazine, olanzapine, risperidone, brexpiprazole, quetiapine, clozapine, and lumateperone for the eleven clinical endpoints of interest listed in Table S11‑1. The following section details the methods used. 
Data requirements
Binary endpoints
For binary endpoints, the analysis used the number of patients with an event and the total number of patients in each arm of each trial. Where the percentage of patients with an event and the total number of patients in each arm was reported, the number of patients with the event in each trial arm was be calculated as: 

The analysis pooled trial arms that share the same investigated treatment with dosing regimen within the recommended range per the FDA label. Note, any trial arm with a dosing regimen outside of the FDA recommended range was not included. This method assumes equal efficacy across treatments, regardless of the dose administered in each trial. To pool these arms, the patient numbers of the individual trial arms were summed.

Continuous endpoints
For continuous endpoints, the analysis used, where available, the reported mean difference and an associated variance estimate – standard deviation (SD), standard error (SE) or 95% confidence interval (CI) as appropriate – as the input data for the analysis. If these data were not reported, sufficient data to calculate these measures was be required – for example, the mean at follow-up and mean at baseline in each arm and a corresponding variance estimate. 
Reported mean CFB data was used where available. Where CFB data were not reported, but the mean baseline values ( and follow-up values ( were recorded, the mean CFB ( was calculated for each group ( in the respective trial ( using Equation (1):

For the mean CFB, the standard error of the mean CFB () was required for analysis. Where not reported,  may be estimated from the standard deviation (). The following were used to calculate the :
1. If  and N were available, 

2. If 95% CI upper (UCL) and lower limits (LCL) and N were available,

3. If the SD was recorded at both baseline ( and follow-up (, Equation (2) was used:
	
	
	


where  is a measure of the within-patient correlation. In line with the National Institute for Health and Care Excellence Decision Support Unit Technical Support Document 2 (NICE DSU TSD 2), a conservative value of  was used.117 If one of the baseline SD or final SD was missing, we assumed the two to be similar and impute one as the other.
4. Where either the  and/or are missing, an estimated average (mean) SD CFB () was calculated by pooling the remaining individual treatment groups that report , weighted by the number of patients in each respective group , using Equation (3)118:
	
	
	


where  is the total number of treatment groups that directly report , or  was previously estimated using Equation (2).

The analysis pooled trial arms that share the same investigated treatment with dosing regimen within the recommended range per the FDA label. Note, any trial arm with a dosing regimen outside of the FDA recommended range was not included. This method assumes equal efficacy across treatments, regardless of the dose administered in each trial. In order to pool these arms, the mean was weighted by the sample size in each arm. To derive the pooled standard error, first the pooled variance was calculated using Equation (4), where k is each trial arm.
	
	
	


This was then used to derive the pooled SE ():
	
	
	


For studies which reported no uncertainty information (SE, SD, or 95% CI) for a continuous endpoint (i.e. where only point estimates were reported), the “prognostic method”, described by m et al. 2008 was used to estimate and impute the missing standard errors, to facilitate inclusion of these studies in NMA.119 The prognostic method used Equation (6) to estimate the missing standard error of the mean  value for trial j with sample size , using SEs reported  for k other trials in the network, with sample sizes . 


Network meta-analysis
Model details
NMA was carried out using a Bayesian approach to capture the uncertainty in model parameters while preserving correlation between treatment effects. All NMA methods used were consistent with NICE DSU TSDs 2–4.117, 120, 121 The models were implemented using the “gemtc” package of the R software.122, 123
As described in NICE DSU TSD 2117 the network meta-analysis model takes the form of a generalized linear model:

With likelihood distribution reflecting the nature of the outcome data (i.e., binary, continuous, etc.) defined in terms of parameters of interest . A link function g() maps the parameters onto the natural (plus/minus infinity) scale.  are the trial-specific baseline effects,  are the trial specific treatment effect of treatment arm k vs treatment arm b. 
For binary outcomes, a logit link function with binomial likelihood were used, 

Where  is the number of events out of the total number of patients in each arm  and , the parameter of interest is the probability of an event in arm k of trial i.
For continuous outcomes, an identify link and normal likelihood were used:

Where  and  are the sample mean differences from baseline (versus reference arm 1) and standard error of arm k in trial i, and  is the parameter of interest. Notably, in the case of mean difference from baseline outcomes, no trial-specific baseline effects can be estimated, and  drops out of the GLM. 
Model fitting
Relative treatment effects are estimated using Markov Chain Monte Carlo (MCMC) methods. An initial number of iterations were discarded as the “burn-in” period, which were assessed by running three chains using different starting values and checking convergence using the Brooks–Gelman–Rubin statistic, trace plots, and plots of posterior density.124 The burn-in was set to 50,000 samples initially, but this may have been increased if there was evidence that the MCMC has not converged. Autocorrelation was assessed using autocorrelation plots to determine whether samples within each chain were highly correlated, and if needed a suitable thinning interval was applied. Once convergence was achieved, a further 50,000 sampling iterations were generated.
Both fixed and random-effects models were fitted to the data for base case networks, while network sensitivity analyses were performed using a random effects model only. The deviance information criterion statistics was used to compare goodness of fit between fixed and random effects models for base case networks, though the random effects model was preferred based on plausibility of the underlying model assumptions in the observed network (i.e. fixed effects implausibly assumes no between-trial heterogeneity). 
Aligned with the recommendations of NICE DSU TSD 2, non-informative priors with normal distribution, N(0, 1002), were used for baseline effect and treatment effect model parameters. Random-effects models include an additional parameter for between-trial variance. A non-informative uniform, Unif(0,5), prior distribution was used for between-trial standard deviation. 
Multi-arm adjustment was performed where networks included studies with more than 2 treatment arms, to account for multi-arm correlations, in line with the approach outlined in NICE DSU TSD 2 Section 5.1. 
Heterogeneity assessment
Statistical assessment of heterogeneity was based on the I2 statistic derived from direct head-to-head meta-analysis of the treatment comparisons in each network that are reported by more than one study.125 The I2 statistic provides a measure on a scale from 0–100%. Approximate thresholds for the interpretation of I2 are126:
0–40% = low heterogeneity, may not be important
30–60% = may represent moderate heterogeneity
50–90% = may represent substantial heterogeneity
> 75% = considerable heterogeneity
It should be noted however, that the importance of the observed I2 value depends not only on the strength of evidence for heterogeneity, but also the magnitude and direction of effects. In general however, if any treatment comparisons had I2 > 50%, a judgment was required as to whether it is reasonable to compare those studies.
Inconsistency assessment
Inconsistency in NMA may occur when direct and indirect evidence for the same treatment comparison give conflicting results for the relative treatment effect. From this perspective, inconsistency is a property of “loops” in the network; that is, where direct and indirect evidence is available from different studies.
Inconsistency was assessed using a technique called “node-splitting” using the mtc.nodesplit() function of the gemtc R package.122, 123 In this approach, the appropriate relative treatment effect (the “node”) evidence is separated in to direct and indirect evidence. The relative treatment effect is first estimated based only on the direct evidence for this comparison; that is, head-to-head RCT data (or meta-analysis of several RCTs). This direct estimate is then compared with an estimate calculated based on indirect evidence only, estimated through an NMA excluding the direct evidence. For complex networks, Van Valkenhoef et al. (2016)127 described a simple definition for defining which nodes should be split: “A treatment comparison should be split if an indirect link can be made between treatments after removing any studies which directly compare these treatments.” All relative treatment effects for which there is potential for inconsistency are split in this way.
The direct and indirect estimates of relative treatment effects were compared using an inconsistency factor (IF) with associated 95% CrI. For binary outcomes where the relative treatment effect is an odds ratio, the IF is the ration of direct and indirect estimates such that if the two are perfectly consistent IF=1. For continuous measures the IF is defined as the difference in direct and indirect estimates such that consistent estimates yield IF=0. Node-splitting analyses produced IF estimates for all treatment comparisons in the network informed by both direct and indirect evidence. An IF estimate where the 95% CrI did not contain 1 for binary outcomes, or 0 for continuous outcomes, was considered strong evidence for a likely violation of the consistency assumptions of NMA. 
Transitivity assessment (exploratory)
In response to peer review feedback received, additional transitivity tests were conducted. Following the recommendation of Belavý et al. 2024128 box plots were produced to compare the distribution of 6 baseline characteristic variables, related to key potential treatment effect modifiers, by treatment node within each NMA network. Percentage male, mean age at baseline, mean PANSS total score at baseline, mean PANSS positive symptoms score at baseline, mean PANSS negative symptoms score at baseline, and mean CGI-S at baseline were included in comparisons. Three likely effect modifiers (study sample size, degree of placebo response, and outpatient treatment) were not included as they were not baseline characteristics, and in the case of outpatient treatment since the networks were already restricted to studies of inpatient treatment. Normality of the ANOVA residuals for each potential effect modifier was assessed using the Shapiro–Wilk test to determine whether an ANOVA F-test was appropriate for assessing differences in effect-modifier distributions across treatment nodes (as a transitivity assessment). When the normality assumption was not met, the Kruskal–Wallis test was used instead. Owing to the potential for type I error arising from multiple testing, findings were interpreted using both a conventional significance threshold (p ≤ 0.05) and a Bonferroni-corrected threshold (p ≤ 0.0083).


Appendix 17. Additional results
This appendix presents additional results of the study. 
Figure S36 and Figure S37 provide the forest plots of the base-case random-effects models for discontinuation due to adverse events and somnolence, respectively. For both endpoints, strong evidence of inconsistency was found within the base-case network and all sensitivity analyses performed for these endpoints.
Table S13‑1 to Table S13‑51 present the full set of base-case and sensitivity analysis NMA results for each of the 11 endpoints of interest, as outlined in the list of analyses conducted in Table S11‑1 in Appendix 11. They include:
Tables comparing key results (each active treatment versus placebo, and KarXT versus each comparator) for base case and scenario analyses conducted for a given endpoint. Summary results of statistical assessment of heterogeneity and inconsistency are also provided for each NMA conducted.
League table results for all NMAs run. 
Figure S38 to Figure S104 present: 
Distributions of potential effect modifiers by treatment node for each network, with details of statistical tests of statistical tests of transitivity described in figure footnotes.
Comparison-adjusted funnel plots for each network.
[bookmark: _Ref214009833]Figure S36: Discontinuation due to adverse events – random-effects model forest plot of relative odds associated with KarXT versus each comparator – base case network
 [image: ]

[bookmark: _Ref214009836]Figure S37: Somnolence – random-effects model forest plot of relative odds of KarXT versus each comparator – base case network
[image: ]


Change from baseline total PANSS score
[bookmark: _Ref214011019]Table S13‑1: Change from baseline total PANSS score – comparison of NMA results from base case and sensitivity analyses
	Treatment
	MD Treatment versus Placebo (95% CrI)

	
	Base case network
	Excluding studies with predominantly Asian populations

	
	FE (DIC: 181.18)
	RE (DIC: 86.98)
	RE (DIC: 79.48)

	Aripiprazole
	-7.23 (-8.63, -5.84)
	-7.06 (-9.69, -4.39)
	-7.21 (-9.98, -4.36)

	Brexpiprazole
	-5.19 (-6.90, -3.48)
	-5.16 (-8.6, -1.7)
	-5.0 (-8.86, -1.13)

	Cariprazine
	-5.17 (-6.73, -3.61)
	-5.13 (-8.42, -1.82)
	-6.07 (-9.81, -2.28)

	KarXT
	-10.06 (-12.65, -7.46)
	-10.14 (-14.84, -5.41)
	-10.14 (-15.01, -5.34)

	Lumateperone
	-3.2 (-6.48, 0.07)
	-3.19 (-10.8, 4.37)
	-3.18 (-10.98, 4.57)

	Olanzapine
	-10.62 (-11.98, -9.26)
	-10.56 (-12.89, -8.21)
	-10.57 (-12.97, -8.13)

	Quetiapine
	-8.81 (-10.63, -6.99)
	-9.53 (-13.17, -6.0)
	-9.52 (-13.26, -5.86)

	Risperidone
	-4.64 (-5.22, -4.06)
	-7.08 (-9.42, -4.82)
	-7.01 (-9.71, -4.38)

	Comparator
	MD KarXT vs Comparator (95% CrI)

	Aripiprazole
	-2.84 (-5.78, 0.11)
	-3.07 (-8.51, 2.32)
	-2.94 (-8.61, 2.6)

	Brexpiprazole
	-4.87 (-7.97, -1.75)
	-4.97 (-10.84, 0.86)
	-5.14 (-11.37, 1.03)

	Cariprazine
	-4.89 (-7.93, -1.87)
	-5.01 (-10.78, 0.74)
	-4.08 (-10.23, 2.01)

	Lumateperone
	-6.86 (-11.04, -2.7)
	-6.95 (-15.85, 1.98)
	-6.95 (-16.11, 2.20)

	Olanzapine
	0.55 (-2.37, 3.5)
	0.43 (-4.83, 5.68)
	0.42 (-5.04, 5.79)

	Quetiapine
	-1.25 (-4.42, 1.9)
	-0.60 (-6.46, 5.36)
	-0.63 (-6.67, 5.48)

	Risperidone
	-5.42 (-8.08, -2.76)
	-3.05 (-8.26, 2.23)
	-3.14 (-8.63, 2.37)

	Direct head-to-head meta-analyses

	Range of I2 values
	0-88%, considerable heterogeneity between studies for olanzapine versus placebo (73%); quetiapine versus placebo (85%); and risperidone versus placebo (88%)
	0-90%, considerable heterogeneity between studies for olanzapine versus placebo (73%); quetiapine versus placebo (85%); and risperidone versus placebo (90%)

	Node-splitting analyses

	IF estimates suggesting inconsistency
	Risperidone versus cariprazine IF: -7.58 (95% CrI: -14.35, -‍0.81)
	-

	Key: CrI, credible interval; DIC, deviance information criterion; FE, fixed-effects; MD, mean difference; RE, random-effects; IF, inconsistency factor; KarXT, xanomeline/trospium chloride
Notes: Pale yellow highlight indicates the base case model; statistically significant differences are highlighted in bold.


[bookmark: _Ref231992885]Figure S38: Change from baseline PANSS total score – distribution of potential effect modifiers by treatment node – base case network [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.48, 0.027, 0.024, 0.25, 0.15, and 0.32, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes except for with respect to mean age and mean PANSS total score at baseline. KarXT was among the most dissimilar treatment nodes for these potential effect modifiers. However, after applying a Bonferroni correction for six tests (p ≤ 0.0083), no treatment comparisons reached statistical significance.
Figure S39: Change from baseline PANSS total score – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with predominantly Asian populations [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.2, 0.017, 0.068, 0.5, 0.19, and 0.15, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes except for with respect to mean age at baseline. KarXT was among the most dissimilar treatment nodes for this potential effect modifier. However, after applying a Bonferroni correction for six tests (p ≤ 0.0083), no treatment comparisons reached statistical significance.
Table S13‑2: Change from baseline total PANSS score – League table – random-effects model, base case network – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	-7.06 (-9.69, -4.39)
	-5.16 (-8.6 -‍1.7)
	-5.13 (-‍8.42, -1.82)
	-10.14 (-14.84, -5.41)
	-3.19 (-10.8, 4.37)
	-10.56 (-‍12.89, -‍8.21)
	-9.53 (-‍13.17 to -‍6)
	-7.08 (-9.42, -‍4.82)

	Aripiprazole
	
	1.91 (-2.34, 6.13)
	1.94 (-2.06, 5.89)
	-3.07 (-8.51, 2.32)
	3.88 (-4.18, 11.88)
	-3.5 (-6.67, -0.35)
	-2.46 (-‍6.95, 1.88)
	-0.02 (-3.35, 3.18)

	Brexpiprazole
	-1.91 (-6.13, 2.34)
	
	0.03 (-4.7, 4.79)
	-4.97 (-10.84, 0.86)
	1.98 (-6.35, 10.27)
	-5.4 (-9.52, -1.28)
	-4.37 (-‍9.08, 0.21)
	-1.93 (-6.1, 2.14)

	Cariprazine
	-1.94 (-5.89, 2.06)
	-0.03 (-4.79, 4.7)
	
	-5.01 (-10.78, 0.74)
	1.94 (-6.34, 10.15)
	-5.43 (-‍9.42, -‍1.46)
	-4.41 (-‍9.33, 0.39)
	-1.96 (-5.72, 1.7)

	KarXT
	3.07 (-2.32, 8.51)
	4.97 (-0.86, 10.84)
	5.01 (-0.74, 10.78)
	
	6.95 (-1.98, 15.85)
	-0.43 (-‍5.68, 4.83)
	0.6 (-5.36, 6.46)
	3.05 (-2.23, 8.26)

	Lumateperone
	-3.88 (-‍11.88, 4.18)
	-1.98 (-10.27, 6.35)
	-1.94 (-‍10.15, 6.34)
	-6.95 (-15.85, 1.98)
	
	-7.38 (-‍15.28, 0.6)
	-6.35 (-‍14.78, 1.99)
	-3.9 (-11.84, 4.01)

	Olanzapine
	3.5 (0.35, 6.67)
	5.4 (1.28, 9.52)
	5.43 (1.46, 9.42)
	0.43 (-4.83, 5.68)
	7.38 (-0.6, 15.28)
	
	1.03 (-3.23, 5.16)
	3.48 (0.22, 6.63)

	Quetiapine
	2.46 (-1.88, 6.95)
	4.37 (-0.21, 9.08)
	4.41 (-0.39, 9.33)
	-0.6 (-6.46, 5.36)
	6.35 (-1.99, 14.78)
	-1.03 (-‍5.16, 3.23)
	
	2.45 (-1.74, 6.64)

	Risperidone
	0.02 (-3.18, 3.35)
	1.93 (-2.14, 6.1)
	1.96 (-1.7, 5.72)
	-3.05 (-8.26, 2.23)
	3.9 (-4.01, 11.84)
	-3.48 (-‍6.63, -‍0.22)
	-2.45 (-‍6.64, 1.74)
	

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑3: Change from baseline total PANSS score – League table – fixed-effects model, base case network – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	-7.23 (-8.63 to -5.84)
	-5.19 (-6.9 to -3.48)
	-5.17 (-6.73 to -3.61)
	-10.06 (-12.65 to -7.46)
	-3.2 (-6.48 to 0.07)
	-10.62 (-11.98 to -9.26)
	-8.81 (-10.63 to -6.99)
	-4.64 (-5.22 to -4.06)

	Aripiprazole
	
	2.04 (-0.15 to 4.21)
	2.06 (0.12 to 3.99)
	-2.84 (-5.78 to 0.11)
	4.02 (0.46 to 7.59)
	-3.39 (-5.08 to -1.7)
	-1.58 (-3.88 to 0.72)
	2.59 (1.11 to 4.07)

	Brexpiprazole
	-2.04 (-4.21 to 0.15)
	
	0.03 (-2.29 to 2.33)
	-4.87 (-7.97 to -1.75)
	1.98 (-1.7 to 5.69)
	-5.42 (-7.6 to -3.25)
	-3.62 (-5.89 to -1.34)
	0.55 (-1.26 to 2.35)

	Cariprazine
	-2.06 (-3.99 to -0.12)
	-0.03 (-2.33 to 2.29)
	
	-4.89 (-7.93 to -1.87)
	1.97 (-1.68 to 5.59)
	-5.45 (-7.47 to -3.42)
	-3.64 (-6.03 to -1.24)
	0.53 (-1.1 to 2.14)

	KarXT
	2.84 (-0.11 to 5.78)
	4.87 (1.75 to 7.97)
	4.89 (1.87 to 7.93)
	
	6.86 (2.7 to 11.04)
	-0.55 (-3.5 to 2.37)
	1.25 (-1.9 to 4.42)
	5.42 (2.76 to 8.08)

	Lumateperone
	-4.02 (-7.59 to -0.46)
	-1.98 (-5.69 to 1.7)
	-1.97 (-5.59 to 1.68)
	-6.86 (-11.04 to -2.7)
	
	-7.42 (-10.97 to -3.88)
	-5.6 (-9.36 to -1.85)
	-1.44 (-4.76 to 1.9)

	Olanzapine
	3.39 (1.7 to 5.08)
	5.42 (3.25 to 7.6)
	5.45 (3.42 to 7.47)
	0.55 (-2.37 to 3.5)
	7.42 (3.88 to 10.97)
	
	1.81 (-0.45 to 4.06)
	5.97 (4.51 to 7.45)

	Quetiapine
	1.58 (-0.72 to 3.88)
	3.62 (1.34 to 5.89)
	3.64 (1.24 to 6.03)
	-1.25 (-4.42 to 1.9)
	5.6 (1.85 to 9.36)
	-1.81 (-4.06 to 0.45)
	
	4.17 (2.26 to 6.08)

	Risperidone
	-2.59 (-4.07 to -1.11)
	-0.55 (-2.35 to 1.26)
	-0.53 (-2.14 to 1.1)
	-5.42 (-8.08 to -2.76)
	1.44 (-1.9 to 4.76)
	-5.97 (-7.45 to -4.51)
	-4.17 (-6.08 to -2.26)
	

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑4: Change from baseline total PANSS score – League table – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	-7.21 (-9.98 to -4.36)
	-5 (-8.86 to -1.13)
	-6.07 (-9.81 to -2.28)
	-10.14 (-15.01 to -5.34)
	-3.18 (-10.98 to 4.57)
	-10.57 (-12.97 to -8.13)
	-9.52 (-13.26 to -5.86)
	-7.01 (-9.71 to -4.38)

	Aripiprazole
	
	2.2 (-2.47 to 6.81)
	1.14 (-3.3 to 5.52)
	-2.94 (-8.61 to 2.6)
	4.02 (-4.36 to 12.26)
	-3.36 (-6.7 to -0.07)
	-2.33 (-6.99 to 2.2)
	0.2 (-3.57 to 3.81)

	Brexpiprazole
	-2.2 (-6.81 to 2.47)
	
	-1.06 (-6.46 to 4.3)
	-5.14 (-11.37 to 1.03)
	1.84 (-6.87 to 10.49)
	-5.56 (-10.1 to -1.03)
	-4.51 (-9.53 to 0.36)
	-2.01 (-6.69 to 2.62)

	Cariprazine
	-1.14 (-5.52 to 3.3)
	1.06 (-4.3 to 6.46)
	
	-4.08 (-10.23 to 2.01)
	2.89 (-5.81 to 11.52)
	-4.51 (-8.9 to -0.08)
	-3.46 (-8.73 to 1.73)
	-0.94 (-5.34 to 3.37)

	KarXT
	2.94 (-2.6 to 8.61)
	5.14 (-1.03 to 11.37)
	4.08 (-2.01 to 10.23)
	
	6.95 (-2.2 to 16.11)
	-0.42 (-5.79 to 5.04)
	0.63 (-5.48 to 6.67)
	3.14 (-2.37 to 8.63)

	Lumateperone
	-4.02 (-12.26 to 4.36)
	-1.84 (-10.49 to 6.87)
	-2.89 (-11.52 to 5.81)
	-6.95 (-16.11 to 2.2)
	
	-7.39 (-15.53 to 0.81)
	-6.33 (-14.99 to 2.22)
	-3.83 (-12.08 to 4.36)

	Olanzapine
	3.36 (0.07 to 6.7)
	5.56 (1.03 to 10.1)
	4.51 (0.08 to 8.9)
	0.42 (-5.04 to 5.79)
	7.39 (-0.81 to 15.53)
	
	1.04 (-3.32 to 5.31)
	3.55 (-0.01 to 7.02)

	Quetiapine
	2.33 (-2.2 to 6.99)
	4.51 (-0.36 to 9.53)
	3.46 (-1.73 to 8.73)
	-0.63 (-6.67 to 5.48)
	6.33 (-2.22 to 14.99)
	-1.04 (-5.31 to 3.32)
	
	2.51 (-1.9 to 6.98)

	Risperidone
	-0.2 (-3.81 to 3.57)
	2.01 (-2.62 to 6.69)
	0.94 (-3.37 to 5.34)
	-3.14 (-8.63 to 2.37)
	3.83 (-4.36 to 12.08)
	-3.55 (-7.02 to 0.01)
	-2.51 (-6.98 to 1.9)
	

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.






Figure S40: Change from baseline PANSS total score – Comparison-adjusted funnel plot – random-effects model, base case network [image: ]
Figure S41: Change from baseline PANSS total score – Comparison-adjusted funnel plot – fixed-effects model, base case network [image: ]
Figure S42: Change from baseline PANSS total score – Comparison-adjusted funnel plot – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations [image: ]
Change from baseline PANSS positive symptoms score
Table S13‑5: Change from baseline PANSS positive symptoms score – comparison of NMA results from base case and sensitivity analyses
	Treatment
	MD Treatment versus Placebo (95% CrI)

	
	Base case network
	Excluding studies with predominantly Asian populations

	
	FE (DIC: 103.59)
	RE (DIC: 69.77)
	RE (DIC: 65.57)

	Aripiprazole
	-2.18 (-2.7, -1.66)
	-2.16 (-3.03, -1.24)
	-2.29 (-3.18, -1.34)

	Brexpiprazole
	-1.32 (-1.91, -0.73)
	-1.26 (-2.29, -0.22)
	-1.49 (-2.61, -0.36)

	Cariprazine
	-1.64 (-2.2, -1.08)
	-1.76 (-2.84, -0.67)
	-1.81 (-2.87, -0.73)

	KarXT
	-3.35 (-4.18, -2.52)
	-3.34 (-4.74, -1.95)
	-3.34 (-4.71, -1.96)

	Lumateperone
	-1.7 (-2.92, -0.48)
	-1.7 (-3.98, 0.59)
	-1.7 (-3.98, 0.58)

	Olanzapine
	-3.11 (-3.69, -2.53)
	-3.24 (-4.16, -2.33)
	-3.23 (-4.16, -2.33)

	Quetiapine
	-2.87 (-3.52, -2.23)
	-2.97 (-4.13, -1.83)
	-3.02 (-4.17, -1.89)

	Risperidone
	-2.44 (-2.63, -2.24)
	-3.21 (-4.08, -2.37)
	-3.39 (-4.36, -2.40)

	Comparator
	MD KarXT vs Comparator (95% CrI)

	Aripiprazole
	-1.17 (-2.14, -0.19)
	-1.18 (-2.88, 0.44)
	-1.05 (-2.74, 0.58)

	Brexpiprazole
	-2.03 (-3.05, -1.02)
	-2.08 (-3.82, -0.35)
	-1.84 (-3.64, -0.07)

	Cariprazine
	-1.71 (-2.71, -0.71)
	-1.58 (-3.35, 0.17)
	-1.52 (-3.29, 0.21)

	Lumateperone
	-1.65 (-3.11, -0.17)
	-1.64 (4.30, 1.02)
	-1.64 (-4.3, 1.02)

	Olanzapine
	-0.24 (-1.25, 0.77)
	-0.10 (-1.77, 1.58)
	-0.10 (-1.74, 1.56)

	Quetiapine
	-0.48 (-1.53, 0.57)
	-0.37 (-2.15, 1.44)
	-0.32 (-2.09, 1.48)

	Risperidone
	-0.91 (-1.76, -0.06)
	-0.13 (-1.75, 1.52)
	0.05 (-1.65, 1.73)

	Direct head-to-head meta-analyses

	Range of I2 values
	0-85%, considerable heterogeneity between studies for olanzapine versus placebo (72%); quetiapine versus placebo (85%); and risperidone versus placebo (73%)
	0-84%, considerable heterogeneity between studies for olanzapine versus placebo (71%); quetiapine versus placebo (84%); and risperidone versus placebo (52%)

	Node-splitting analyses

	IF estimates suggesting inconsistency
	-
	-

	Key: CrI, credible interval; DIC, deviance information criterion; FE, fixed-effects; MD, mean difference; RE, random-effects; IF, inconsistency factor; KarXT, xanomeline/trospium chloride
Notes: Pale yellow highlight indicates the base case model; statistically significant differences are highlighted in bold.



Figure S43: Change from baseline PANSS positive symptoms score – distribution of potential effect modifiers by treatment node – base case network [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.22, 0.15, 0.076, 0.2, 0.38 and 0.2, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes. 

Figure S44: Change from baseline PANSS positive symptoms score – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with predominantly Asian populations [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.065, 0.079, 0.26, 0.42, 0.44 and 0.059, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes. 

Table S13‑6: Change from baseline PANSS positive symptoms score – League table – random-effects model, base case network – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	-2.16 (-3.03, -1.24)
	-1.26 (-2.29, -‍0.22)
	-1.76 (-‍2.84, -‍0.67)
	-3.34 (-‍4.74, -‍1.95)
	-1.7 (-3.98, 0.59)
	-3.24 (-‍4.16, -‍2.33)
	-2.97 (-‍4.13, -‍1.83)
	-3.21 (-4.08, -‍2.37)

	Aripiprazole
	
	0.9 (-0.44, 2.19)
	0.4 (-0.92, 1.67)
	-1.18 (-‍2.88, 0.44)
	0.46 (-2.02, 2.88)
	-1.08 (-‍2.39, 0.18)
	-0.81 (-2.3, 0.61)
	-1.05 (-2.21, 0.05)

	Brexpiprazole
	-0.9 (-2.19, 0.44)
	
	-0.5 (-1.99, 0.99)
	-2.08 (-‍3.82, -‍0.35)
	-0.43 (-2.95, 2.06)
	-1.98 (-‍3.37, -‍0.61)
	-1.71 (-‍3.15, -0.3)
	-1.95 (-3.29, -‍0.63)

	Cariprazine
	-0.4 (-1.67, 0.92)
	0.5 (-0.99, 1.99)
	
	-1.58 (-‍3.35, 0.17)
	0.06 (-2.47, 2.58)
	-1.48 (-‍2.91, -‍0.07)
	-1.21 (-2.8, 0.35)
	-1.45 (-2.74, -‍0.19)

	KarXT
	1.18 (-0.44, 2.88)
	2.08 (0.35, 3.82)
	1.58 (-0.17, 3.35)
	
	1.64 (-1.02, 4.3)
	0.1 (-1.58, 1.77)
	0.37 (-1.44, 2.15)
	0.13 (-1.52, 1.75)

	Lumateperone
	-0.46 (-2.88, 2.02)
	0.43 (-2.06, 2.95)
	-0.06 (-‍2.58, 2.47)
	-1.64 (-4.3, 1.02)
	
	-1.54 (-‍4.01, 0.91)
	-1.27 (-‍3.84, 1.26)
	-1.51 (-3.96, 0.92)

	Olanzapine
	1.08 (-0.18, 2.39)
	1.98 (0.61, 3.37)
	1.48 (0.07, 2.91)
	-0.1 (-1.77, 1.58)
	1.54 (-0.91, 4.01)
	
	0.27 (-1.2, 1.73)
	0.03 (-1.23, 1.27)

	Quetiapine
	0.81 (-0.61, 2.3)
	1.71 (0.3, 3.15)
	1.21 (-0.35, 2.8)
	-0.37 (-‍2.15, 1.44)
	1.27 (-1.26, 3.84)
	-0.27 (-‍1.73, 1.2)
	
	-0.24 (-1.66, 1.19)

	Risperidone
	1.05 (-0.05, 2.21)
	1.95 (0.63, 3.29)
	1.45 (0.19, 2.74)
	-0.13 (-‍1.75, 1.52)
	1.51 (-0.92, 3.96)
	-0.03 (-‍1.27, 1.23)
	0.24 (-1.19, 1.66)
	

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑7: Change from baseline PANSS positive symptoms score – League table – fixed-effects model, base case network – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	-2.18 (-2.7 to -1.66)
	-1.32 (-1.91 to -0.73)
	-1.64 (-2.2 to -1.08)
	-3.35 (-4.18 to -2.52)
	-1.7 (-2.92 to -0.48)
	-3.11 (-3.69 to -2.53)
	-2.87 (-3.52 to -2.23)
	-2.44 (-2.63 to -2.24)

	Aripiprazole
	
	0.86 (0.1 to 1.63)
	0.54 (-0.14 to 1.22)
	-1.17 (-2.14 to -0.19)
	0.48 (-0.85 to 1.8)
	-0.93 (-1.71 to -0.15)
	-0.69 (-1.52 to 0.13)
	-0.26 (-0.8 to 0.29)

	Brexpiprazole
	-0.86 (-1.63 to -0.1)
	
	-0.32 (-1.13 to 0.49)
	-2.03 (-3.05 to -1.02)
	-0.38 (-1.75 to 0.97)
	-1.79 (-2.62 to -0.97)
	-1.55 (-2.36 to -0.75)
	-1.12 (-1.74 to -0.5)

	Cariprazine
	-0.54 (-1.22 to 0.14)
	0.32 (-0.49 to 1.13)
	
	-1.71 (-2.71 to -0.71)
	-0.06 (-1.41 to 1.27)
	-1.47 (-2.28 to -0.66)
	-1.23 (-2.08 to -0.38)
	-0.8 (-1.38 to -0.22)

	KarXT
	1.17 (0.19 to 2.14)
	2.03 (1.02 to 3.05)
	1.71 (0.71 to 2.71)
	
	1.65 (0.17 to 3.11)
	0.24 (-0.77 to 1.25)
	0.48 (-0.57 to 1.53)
	0.91 (0.06 to 1.76)

	Lumateperone
	-0.48 (-1.8 to 0.85)
	0.38 (-0.97 to 1.75)
	0.06 (-1.27 to 1.41)
	-1.65 (-3.11 to -0.17)
	
	-1.4 (-2.75 to -0.05)
	-1.17 (-2.56 to 0.21)
	-0.74 (-1.97 to 0.5)

	Olanzapine
	0.93 (0.15 to 1.71)
	1.79 (0.97 to 2.62)
	1.47 (0.66 to 2.28)
	-0.24 (-1.25 to 0.77)
	1.4 (0.05 to 2.75)
	
	0.23 (-0.63 to 1.1)
	0.67 (0.06 to 1.28)

	Quetiapine
	0.69 (-0.13 to 1.52)
	1.55 (0.75 to 2.36)
	1.23 (0.38 to 2.08)
	-0.48 (-1.53 to 0.57)
	1.17 (-0.21 to 2.56)
	-0.23 (-1.1 to 0.63)
	
	0.43 (-0.24 to 1.11)

	Risperidone
	0.26 (-0.29 to 0.8)
	1.12 (0.5 to 1.74)
	0.8 (0.22 to 1.38)
	-0.91 (-1.76 to -0.06)
	0.74 (-0.5 to 1.97)
	-0.67 (-1.28 to -0.06)
	-0.43 (-1.11 to 0.24)
	

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑8: Change from baseline PANSS positive symptoms score – League table – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	-2.29 (-3.18 to -1.34)
	-1.49 (-2.61 to -0.36)
	-1.81 (-2.87 to -0.73)
	-3.34 (-4.71 to -1.96)
	-1.7 (-3.98 to 0.58)
	-3.23 (-4.16 to -2.33)
	-3.02 (-4.17 to -1.89)
	-3.39 (-4.36 to -2.4)

	Aripiprazole
	
	0.8 (-0.62 to 2.17)
	0.47 (-0.83 to 1.76)
	-1.05 (-2.74 to 0.58)
	0.58 (-1.89 to 3.01)
	-0.95 (-2.28 to 0.32)
	-0.73 (-2.23 to 0.68)
	-1.11 (-2.36 to 0.14)

	Brexpiprazole
	-0.8 (-2.17 to 0.62)
	
	-0.32 (-1.86 to 1.23)
	-1.84 (-3.64 to -0.07)
	-0.21 (-2.77 to 2.32)
	-1.74 (-3.22 to -0.31)
	-1.53 (-3.02 to -0.07)
	-1.9 (-3.37 to -0.41)

	Cariprazine
	-0.47 (-1.76 to 0.83)
	0.32 (-1.23 to 1.86)
	
	-1.52 (-3.29 to 0.21)
	0.11 (-2.41 to 2.61)
	-1.42 (-2.84 to -0.03)
	-1.21 (-2.79 to 0.34)
	-1.58 (-2.89 to -0.25)

	KarXT
	1.05 (-0.58 to 2.74)
	1.84 (0.07 to 3.64)
	1.52 (-0.21 to 3.29)
	
	1.64 (-1.02 to 4.3)
	0.1 (-1.56 to 1.74)
	0.32 (-1.48 to 2.09)
	-0.05 (-1.73 to 1.65)

	Lumateperone
	-0.58 (-3.01 to 1.89)
	0.21 (-2.32 to 2.77)
	-0.11 (-2.61 to 2.41)
	-1.64 (-4.3 to 1.02)
	
	-1.54 (-4 to 0.9)
	-1.32 (-3.87 to 1.21)
	-1.69 (-4.16 to 0.79)

	Olanzapine
	0.95 (-0.32 to 2.28)
	1.74 (0.31 to 3.22)
	1.42 (0.03 to 2.84)
	-0.1 (-1.74 to 1.56)
	1.54 (-0.9 to 4)
	
	0.22 (-1.25 to 1.68)
	-0.15 (-1.48 to 1.21)

	Quetiapine
	0.73 (-0.68 to 2.23)
	1.53 (0.07 to 3.02)
	1.21 (-0.34 to 2.79)
	-0.32 (-2.09 to 1.48)
	1.32 (-1.21 to 3.87)
	-0.22 (-1.68 to 1.25)
	
	-0.37 (-1.85 to 1.16)

	Risperidone
	1.11 (-0.14 to 2.36)
	1.9 (0.41 to 3.37)
	1.58 (0.25 to 2.89)
	0.05 (-1.65 to 1.73)
	1.69 (-0.79 to 4.16)
	0.15 (-1.21 to 1.48)
	0.37 (-1.16 to 1.85)
	

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.




Figure S45: Change from baseline PANSS positive symptoms score – Comparison-adjusted funnel plot – random-effects model, base case network [image: ]
Figure S46: Change from baseline PANSS positive symptoms score – Comparison-adjusted funnel plot – fixed-effects model, base case network [image: ]
Figure S47: Change from baseline PANSS positive symptoms score – Comparison-adjusted funnel plot – random-effects model, sensitivity analysis excluding studies with predominantly Asian [image: ]
Change from baseline PANSS negative symptoms score
Table S13‑9: Change from baseline PANSS negative symptoms score – comparison of NMA results from base case and sensitivity analyses
	Treatment
	MD Treatment versus Placebo (95% CrI)
	

	
	Base case network
	Excluding studies with predominantly Asian populations
	Excluding studies with placebo effect outliers

	
	FE (DIC: 105.47)
	RE (DIC: 71.04)
	RE (DIC: 66.8)
	RE (DIC: 66.51)

	Aripiprazole
	-1.70 (-2.12, -1.29)
	-1.73 (-2.46, -0.99)
	-1.71 (-2.45, -0.93)
	-1.51 (-2.26 to -0.74)

	Brexpiprazole
	-1.29 (-1.74, -0.83)
	-1.34 (-2.20, -0.50)
	-1.14 (-2.08, -0.22)
	-1.32 (-2.14 to -0.52)

	Cariprazine
	-1.58 (-2.03, -1.13)
	-1.60 (-2.50, -0.69)
	-1.63 (-2.53, -0.70)
	-1.56 (-2.41 to -0.69)

	KarXT
	-1.71 (-2.45, -0.97)
	-1.79 (-2.99, -0.58)
	-1.78 (-3.00, -0.57)
	-1.78 (-2.95 to -0.63)

	Lumateperone
	-0.70 (-1.89, 0.49)
	-0.70 (-2.72, 1.32)
	-0.71 (-2.73, 1.32)
	-0.70 (-2.64 to 1.23)

	Olanzapine
	-1.63 (-2.12, -1.15)
	-1.75 (-2.49, -1.00)
	-1.75 (-2.51, -1.01)
	-1.56 (-2.31 to -0.81)

	Quetiapine
	-1.94 (-2.46, -1.43)
	-2.11 (-3.03, -1.22)
	-2.08 (-3.04, -1.19)
	-2.08 (-2.97 to -1.24)

	Risperidone
	-0.90 (-1.07, -0.73)
	-1.37 (-2.08, -0.68)
	-1.56 (-2.35, -0.74)
	-1.33 (-2.01 to -0.66)

	Comparator
	MD KarXT vs Comparator (95% CrI)
	

	Aripiprazole
	-0.00 (-0.85, 0.84)
	-0.05 (-1.48, 1.35)
	-0.07 (-1.52, 1.34)
	-0.27 (-1.67 to 1.09)

	Brexpiprazole
	-0.42 (-1.29, 0.44)
	-0.44 (-1.91, 1.03)
	-0.64 (-2.16, 0.89)
	-0.46 (-1.86 to 0.96)

	Cariprazine
	-0.13 (-0.99, 0.74)
	-0.19 (-1.71, 1.31)
	-0.15 (-1.69, 1.35)
	-0.22 (-1.69 to 1.21)

	Lumateperone
	-1.01 (-2.41, 0.39)
	-1.08 (-3.45, 1.26)
	-1.07 (-3.44, 1.29)
	-1.08 (-3.34 to 1.18)

	Olanzapine
	-0.07 (-0.96, 0.81)
	-0.04 (-1.46, 1.38)
	-0.03 (-1.46, 1.39)
	-0.22 (-1.61 to 1.16)

	Quetiapine
	0.24 (-0.67, 1.13)
	0.32 (-1.18, 1.84)
	0.30 (-1.20, 1.85)
	0.30 (-1.12 to 1.77)

	Risperidone
	-0.81 (-1.57, -0.05)
	-0.41 (-1.81, 0.98)
	-0.22 (-1.69, 1.21)
	-0.45 (-1.80 to 0.89)

	Direct head-to-head meta-analyses

	Range of I2 values
	0-78%, considerable heterogeneity between studies for aripiprazole versus placebo (52%), olanzapine versus placebo (76%), quetiapine versus placebo (66%), and risperidone versus placebo (78%)
	0-75%, considerable heterogeneity between studies for aripiprazole versus placebo (50%), olanzapine versus placebo (75%), quetiapine versus placebo (65%), and risperidone versus placebo (66%)
	0-78%, considerable heterogeneity between studies for olanzapine versus placebo (76%), quetiapine versus placebo (66%), and risperidone versus placebo (78%)

	Node-splitting analyses

	IF estimates suggesting inconsistency
	-
	-
	-

	Key: CrI, credible interval; DIC, deviance information criterion; FE, fixed-effects; MD, mean difference; RE, random-effects; IF, inconsistency factor; KarXT, xanomeline/trospium chloride
Notes: Pale yellow highlight indicates the base case model; statistically significant differences are highlighted in bold.




Figure S48: Change from baseline PANSS negative symptoms score – distribution of potential effect modifiers by treatment node – base case network [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.28, 0.089, 0.038, 0.25, 0.16 and 0.2, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes except for with respect to mean PANSS total score at baseline. KarXT was among the most dissimilar treatment nodes for this potential effect modifier. However, after applying a Bonferroni correction for six tests (p ≤ 0.0083), no treatment comparisons reached statistical significance.
Figure S49: Change from baseline PANSS negative symptoms score – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with predominantly Asian populations [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.16, 0.042, 0.12, 0.46, 0.2 and 0.059, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes except for with respect to mean age at baseline. KarXT was among the most dissimilar treatment nodes for this potential effect modifier. However, after applying a Bonferroni correction for six tests (p ≤ 0.0083), no treatment comparisons reached statistical significance.
Figure S50: Change from baseline PANSS negative symptoms score – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with outlier placebo effect size [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test, except for PANSS positive score. The p-value for the ANOVA F-test is 0.37, 0.093, 0.043, 0.064 and 0.25, for percentage male, mean age, mean PANSS total score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. The Kruskal-Wallis rank sum test for PANSS positive score at baseline yielded a p-value of 0.2. This indicates no significant difference between treatment nodes except for with respect to mean PANSS total score at baseline. However, after applying a Bonferroni correction for six tests (p ≤ 0.0083), no treatment comparisons reached statistical significance.


Table S13‑10: Change from baseline PANSS negative symptoms score – League table – random-effects model, base case network – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	-1.73 (-2.46, -0.99)
	-1.34 (-2.2, -‍0.5)
	-1.6 (-2.5, -‍0.69)
	-1.79 (-‍2.99, -0.58)
	-0.7 (-2.72, 1.32)
	-1.75 (-‍2.49, -1)
	-2.11 (-‍3.03, -‍1.22)
	-1.37 (-2.08, -0.68)

	Aripiprazole
	
	0.39 (-0.7, 1.45)
	0.13 (-0.94, 1.2)
	-0.05 (-‍1.48, 1.35)
	1.03 (-1.13, 3.17)
	-0.02 (-‍1.07, 1.02)
	-0.38 (-‍1.56, 0.75)
	0.35 (-0.58, 1.28)

	Brexpiprazole
	-0.39 (-1.45, 0.7)
	
	-0.26 (-‍1.48, 0.99)
	-0.44 (-‍1.91, 1.03)
	0.64 (-1.54, 2.84)
	-0.4 (-1.52, 0.72)
	-0.77 (-‍1.93, 0.38)
	-0.03 (-1.11, 1.07)

	Cariprazine
	-0.13 (-1.2, 0.94)
	0.26 (-0.99, 1.48)
	
	-0.19 (-‍1.71, 1.31)
	0.91 (-1.32, 3.11)
	-0.15 (-‍1.32, 1.01)
	-0.51 (-1.8, 0.75)
	0.23 (-0.85, 1.28)

	KarXT
	0.05 (-1.35, 1.48)
	0.44 (-1.03, 1.91)
	0.19 (-1.31, 1.71)
	
	1.08 (-1.26, 3.45)
	0.04 (-1.38, 1.46)
	-0.32 (-‍1.84, 1.18)
	0.41 (-0.98, 1.81)

	Lumateperone
	-1.03 (-3.17, 1.13)
	-0.64 (-2.84, 1.54)
	-0.91 (-‍3.11, 1.32)
	-1.08 (-‍3.45, 1.26)
	
	-1.05 (-‍3.19, 1.11)
	-1.41 (-‍3.65, 0.79)
	-0.68 (-2.82, 1.47)

	Olanzapine
	0.02 (-1.02, 1.07)
	0.4 (-0.72, 1.52)
	0.15 (-1.01, 1.32)
	-0.04 (-‍1.46, 1.38)
	1.05 (-1.11, 3.19)
	
	-0.36 (-‍1.52, 0.77)
	0.37 (-0.63, 1.37)

	Quetiapine
	0.38 (-0.75, 1.56)
	0.77 (-0.38, 1.93)
	0.51 (-0.75, 1.8)
	0.32 (-1.18, 1.84)
	1.41 (-0.79, 3.65)
	0.36 (-0.77, 1.52)
	
	0.73 (-0.36, 1.86)

	Risperidone
	-0.35 (-1.28, 0.58)
	0.03 (-1.07, 1.11)
	-0.23 (-‍1.28, 0.85)
	-0.41 (-‍1.81, 0.98)
	0.68 (-1.47, 2.82)
	-0.37 (-‍1.37, 0.63)
	-0.73 (-‍1.86, 0.36)
	

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑11: Change from baseline PANSS negative symptoms score – League table – fixed-effects model, base case network – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	-1.7 (-2.12 to -1.29)
	-1.29 (-1.74 to -0.83)
	-1.58 (-2.03 to -1.13)
	-1.71 (-2.45 to -0.97)
	-0.7 (-1.89 to 0.49)
	-1.63 (-2.12 to -1.15)
	-1.94 (-2.46 to -1.43)
	-0.9 (-1.07 to -0.73)

	Aripiprazole
	
	0.42 (-0.19 to 1.02)
	0.12 (-0.42 to 0.66)
	0 (-0.85 to 0.84)
	1 (-0.26 to 2.27)
	0.07 (-0.57 to 0.71)
	-0.24 (-0.9 to 0.42)
	0.8 (0.37 to 1.24)

	Brexpiprazole
	-0.42 (-1.02 to 0.19)
	
	-0.3 (-0.93 to 0.34)
	-0.42 (-1.29 to 0.44)
	0.58 (-0.68 to 1.86)
	-0.35 (-1.01 to 0.31)
	-0.66 (-1.3 to -0.01)
	0.39 (-0.1 to 0.87)

	Cariprazine
	-0.12 (-0.66 to 0.42)
	0.3 (-0.34 to 0.93)
	
	-0.13 (-0.99 to 0.74)
	0.88 (-0.39 to 2.16)
	-0.05 (-0.71 to 0.6)
	-0.36 (-1.05 to 0.32)
	0.68 (0.22 to 1.15)

	KarXT
	0 (-0.84 to 0.85)
	0.42 (-0.44 to 1.29)
	0.13 (-0.74 to 0.99)
	
	1.01 (-0.39 to 2.41)
	0.07 (-0.81 to 0.96)
	-0.24 (-1.13 to 0.67)
	0.81 (0.05 to 1.57)

	Lumateperone
	-1 (-2.27 to 0.26)
	-0.58 (-1.86 to 0.68)
	-0.88 (-2.16 to 0.39)
	-1.01 (-2.41 to 0.39)
	
	-0.93 (-2.22 to 0.35)
	-1.24 (-2.55 to 0.05)
	-0.2 (-1.4 to 1)

	Olanzapine
	-0.07 (-0.71 to 0.57)
	0.35 (-0.31 to 1.01)
	0.05 (-0.6 to 0.71)
	-0.07 (-0.96 to 0.81)
	0.93 (-0.35 to 2.22)
	
	-0.31 (-1.01 to 0.39)
	0.73 (0.23 to 1.25)

	Quetiapine
	0.24 (-0.42 to 0.9)
	0.66 (0.01 to 1.3)
	0.36 (-0.32 to 1.05)
	0.24 (-0.67 to 1.13)
	1.24 (-0.05 to 2.55)
	0.31 (-0.39 to 1.01)
	
	1.04 (0.5 to 1.58)

	Risperidone
	-0.8 (-1.24 to -0.37)
	-0.39 (-0.87 to 0.1)
	-0.68 (-1.15 to -0.22)
	-0.81 (-1.57 to -0.05)
	0.2 (-1 to 1.4)
	-0.73 (-1.25 to -0.23)
	-1.04 (-1.58 to -0.5)
	

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑12: Change from baseline PANSS negative symptoms score – League table – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	-1.71 (-2.45 to -0.93)
	-1.14 (-2.08 to -0.22)
	-1.63 (-2.53 to -0.7)
	-1.78 (-3 to -0.57)
	-0.71 (-2.73 to 1.32)
	-1.75 (-2.51 to -1.01)
	-2.08 (-3.04 to -1.19)
	-1.56 (-2.35 to -0.74)

	Aripiprazole
	
	0.57 (-0.61 to 1.7)
	0.08 (-1.02 to 1.18)
	-0.07 (-1.52 to 1.34)
	1 (-1.17 to 3.16)
	-0.05 (-1.14 to 1)
	-0.38 (-1.61 to 0.77)
	0.15 (-0.89 to 1.19)

	Brexpiprazole
	-0.57 (-1.7 to 0.61)
	
	-0.49 (-1.76 to 0.82)
	-0.64 (-2.16 to 0.89)
	0.43 (-1.79 to 2.67)
	-0.61 (-1.8 to 0.58)
	-0.94 (-2.17 to 0.25)
	-0.42 (-1.62 to 0.83)

	Cariprazine
	-0.08 (-1.18 to 1.02)
	0.49 (-0.82 to 1.76)
	
	-0.15 (-1.69 to 1.35)
	0.92 (-1.32 to 3.14)
	-0.12 (-1.33 to 1.03)
	-0.46 (-1.79 to 0.79)
	0.07 (-1.05 to 1.19)

	KarXT
	0.07 (-1.34 to 1.52)
	0.64 (-0.89 to 2.16)
	0.15 (-1.35 to 1.69)
	
	1.07 (-1.29 to 3.44)
	0.03 (-1.39 to 1.46)
	-0.3 (-1.85 to 1.2)
	0.22 (-1.21 to 1.69)

	Lumateperone
	-1 (-3.16 to 1.17)
	-0.43 (-2.67 to 1.79)
	-0.92 (-3.14 to 1.32)
	-1.07 (-3.44 to 1.29)
	
	-1.04 (-3.23 to 1.11)
	-1.37 (-3.64 to 0.81)
	-0.85 (-3.02 to 1.34)

	Olanzapine
	0.05 (-1 to 1.14)
	0.61 (-0.58 to 1.8)
	0.12 (-1.03 to 1.33)
	-0.03 (-1.46 to 1.39)
	1.04 (-1.11 to 3.23)
	
	-0.34 (-1.51 to 0.81)
	0.2 (-0.87 to 1.29)

	Quetiapine
	0.38 (-0.77 to 1.61)
	0.94 (-0.25 to 2.17)
	0.46 (-0.79 to 1.79)
	0.3 (-1.2 to 1.85)
	1.37 (-0.81 to 3.64)
	0.34 (-0.81 to 1.51)
	
	0.53 (-0.62 to 1.76)

	Risperidone
	-0.15 (-1.19 to 0.89)
	0.42 (-0.83 to 1.62)
	-0.07 (-1.19 to 1.05)
	-0.22 (-1.69 to 1.21)
	0.85 (-1.34 to 3.02)
	-0.2 (-1.29 to 0.87)
	-0.53 (-1.76 to 0.62)
	

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑13: Change from baseline PANSS negative symptoms score – League table – random-effects model, sensitivity analysis excluding studies with outlier placebo effect size – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	-1.51 (-2.26 to -0.74)
	-1.32 (-2.14 to -0.52)
	-1.56 (-2.41 to -0.69)
	-1.78 (-2.95 to -0.63)
	-0.7 (-2.64 to 1.23)
	-1.56 (-2.31 to -0.81)
	-2.08 (-2.97 to -1.24)
	-1.33 (-2.01 to -0.66)

	Aripiprazole
	
	0.18 (-0.9 to 1.25)
	-0.05 (-1.1 to 0.99)
	-0.27 (-1.67 to 1.09)
	0.81 (-1.28 to 2.88)
	-0.05 (-1.12 to 1.01)
	-0.58 (-1.74 to 0.54)
	0.18 (-0.76 to 1.09)

	Brexpiprazole
	-0.18 (-1.25 to 0.9)
	
	-0.23 (-1.4 to 0.96)
	-0.46 (-1.86 to 0.96)
	0.63 (-1.48 to 2.73)
	-0.23 (-1.34 to 0.88)
	-0.76 (-1.88 to 0.33)
	-0.01 (-1.05 to 1.04)

	Cariprazine
	0.05 (-0.99 to 1.1)
	0.23 (-0.96 to 1.4)
	
	-0.22 (-1.69 to 1.21)
	0.86 (-1.28 to 2.98)
	0 (-1.15 to 1.14)
	-0.52 (-1.77 to 0.67)
	0.23 (-0.8 to 1.23)

	KarXT
	0.27 (-1.09 to 1.67)
	0.46 (-0.96 to 1.86)
	0.22 (-1.21 to 1.69)
	
	1.08 (-1.18 to 3.34)
	0.22 (-1.16 to 1.61)
	-0.3 (-1.77 to 1.12)
	0.45 (-0.89 to 1.8)

	Lumateperone
	-0.81 (-2.88 to 1.28)
	-0.63 (-2.73 to 1.48)
	-0.86 (-2.98 to 1.28)
	-1.08 (-3.34 to 1.18)
	
	-0.86 (-2.93 to 1.23)
	-1.39 (-3.53 to 0.72)
	-0.64 (-2.69 to 1.42)

	Olanzapine
	0.05 (-1.01 to 1.12)
	0.23 (-0.88 to 1.34)
	0 (-1.14 to 1.15)
	-0.22 (-1.61 to 1.16)
	0.86 (-1.23 to 2.93)
	
	-0.53 (-1.66 to 0.58)
	0.23 (-0.77 to 1.22)

	Quetiapine
	0.58 (-0.54 to 1.74)
	0.76 (-0.33 to 1.88)
	0.52 (-0.67 to 1.77)
	0.3 (-1.12 to 1.77)
	1.39 (-0.72 to 3.53)
	0.53 (-0.58 to 1.66)
	
	0.75 (-0.29 to 1.84)

	Risperidone
	-0.18 (-1.09 to 0.76)
	0.01 (-1.04 to 1.05)
	-0.23 (-1.23 to 0.8)
	-0.45 (-1.8 to 0.89)
	0.64 (-1.42 to 2.69)
	-0.23 (-1.22 to 0.77)
	-0.75 (-1.84 to 0.29)
	

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Figure S51: Change from baseline PANSS negative symptoms score – Comparison-adjusted funnel plot – random-effects model, base case network [image: ]
Figure S52: Change from baseline PANSS negative symptoms score – Comparison-adjusted funnel plot – fixed-effects model, base case network [image: ]
Figure S53: Change from baseline PANSS negative symptoms score – Comparison-adjusted funnel plot – random-effects model, sensitivity analysis excluding studies with predominantly Asian [image: ]
Figure S54: Change from baseline PANSS negative symptoms score – Comparison-adjusted funnel plot – random-effects model, sensitivity analysis excluding studies with outlier placebo effect size[image: ]
Change from baseline CGI-S score
Table S13‑14: Change from baseline CGI-S score – comparison of NMA results from base case and sensitivity analyses
	Treatment
	MD Treatment versus Placebo (95% CrI)

	
	Base case network
	Excluding studies with predominantly Asian populations

	
	FE (DIC: 61.78)
	RE (DIC: 61.75)
	RE (DIC: 57.79)

	Aripiprazole
	-0.30 (-0.40, -0.19)
	-0.29 (-0.42, -0.16)
	-0.30 (-0.44, -0.16)

	Brexpiprazole
	-0.25 (-0.36, -0.15)
	-0.25 (-0.38, -0.11)
	-0.26 (-0.41, -0.10)

	Cariprazine
	-0.26 (-0.36, -0.16)
	-0.26 (-0.38, -0.13)
	-0.29 (-0.44, -0.14)

	KarXT
	-0.63 (-0.79, -0.47)
	-0.63 (-0.82, -0.44)
	-0.63 (-0.83, -0.42)

	Lumateperone
	-0.30 (-0.52, -0.08)
	-0.30 (-0.59, -0.01)
	-0.30 (-0.60, 0.01)

	Olanzapine
	-0.35 (-0.48, -0.23)
	-0.35 (-0.50, -0.20)
	-0.35 (-0.50, -0.20)

	Quetiapine
	-0.47 (-0.60, -0.33)
	-0.47 (-0.63, -0.31)
	-0.47 (-0.64, -0.30)

	Risperidone
	-0.53 (-0.65, -0.41)
	-0.52 (-0.66, -0.38)
	-0.50 (-0.66, -0.34)

	Comparator
	MD KarXT vs Comparator (95% CrI)

	Aripiprazole
	-0.33 (-0.53, -0.14)
	-0.33 (-0.57, -0.11)
	-0.33 (-0.57, -0.09)

	Brexpiprazole
	-0.38 (-0.57, -0.19)
	-0.38 (-0.62, -0.15)
	-0.37 (-0.63, -0.12)

	Cariprazine
	-0.36 (-0.55, -0.17)
	-0.37 (-0.61, -0.13)
	-0.34 (-0.59, -0.09)

	Lumateperone
	-0.33 (-0.60, -0.05)
	-0.33 (-0.68, 0.02)
	-0.33 (-0.70, 0.04)

	Olanzapine
	-0.28 (-0.48, -0.07)
	-0.28 (-0.52, -0.03)
	-0.28 (-0.53, -0.02)

	Quetiapine
	-0.16 (-0.37, 0.05)
	-0.16 (-0.41, 0.09)
	-0.16 (-0.43, 0.10)

	Risperidone
	-0.10 (-0.30, 0.10)
	-0.10 (-0.34, 0.14)
	-0.13 (-0.39, 0.13)

	Direct head-to-head meta-analyses

	Range of I2 values
	0-70%, considerable heterogeneity between studies for olanzapine versus placebo (52%) and quetiapine versus placebo (70%)
	0-70%, considerable heterogeneity between study for quetiapine versus placebo (70%)

	Node-splitting analyses

	IF estimates suggesting inconsistency
	-
	-

	Key: CrI, credible interval; DIC, deviance information criterion; FE, fixed-effects; MD, mean difference; RE, random-effects; IF, inconsistency factor; KarXT, xanomeline/trospium chloride
Notes: Pale yellow highlight indicates the base case model; statistically significant differences are highlighted in bold.



Figure S55: Change from baseline CGI-S score – distribution of potential effect modifiers by treatment node – base case network [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test, except for PANSS positive score at baseline. The p-value for the ANOVA F-test is 0.37, 0.07, 0.061, 0.28 and 0.32, for percentage male, mean age, mean PANSS total score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. The Kruskal-Wallis rank sum test for PANSS positive score at baseline yielded a p-value of 0.2. This indicates no significant difference between treatment nodes.  
Figure S56: Change from baseline CGI-S score – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with predominantly Asian populations [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.1, 0.086, 0.17, 0.28, 0.29 and 0.15, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes.  

Table S13‑15: Change from baseline CGI-S score – League table – random-effects model, base case network – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	-0.29 (-0.42, -0.16)
	-0.25 (-0.38, -‍0.11)
	-0.26 (-0.38, -0.13)
	-0.63 (-‍0.82, -‍0.44)
	-0.3 (-0.59, -‍0.01)
	-0.35 (-0.5, -0.2)
	-0.47 (-‍0.63, -‍0.31)
	-0.52 (-0.66, -0.38)

	Aripiprazole
	NA
	0.04 (-0.13, 0.22)
	0.03 (-0.14, 0.19)
	-0.33 (-‍0.57, -‍0.11)
	-0.01 (-0.33, 0.3)
	-0.06 (-‍0.23, 0.1)
	-0.17 (-‍0.38, 0.02)
	-0.23 (-0.4, -‍0.06)

	Brexpiprazole
	-0.04 (-0.22, 0.13)
	NA
	-0.01 (-0.2, 0.17)
	-0.38 (-‍0.62, -‍0.15)
	-0.05 (-0.38, 0.26)
	-0.1 (-0.3, 0.09)
	-0.22 (-‍0.42, -‍0.03)
	-0.28 (-0.47, -0.09)

	Cariprazine
	-0.03 (-0.19, 0.14)
	0.01 (-0.17, 0.2)
	NA
	-0.37 (-‍0.61, -‍0.13)
	-0.04 (-0.35, 0.28)
	-0.09 (-‍0.28, 0.1)
	-0.21 (-‍0.41, -‍0.01)
	-0.26 (-0.43, -0.1)

	KarXT
	0.33 (0.11, 0.57)
	0.38 (0.15, 0.62)
	0.37 (0.13, 0.61)
	NA
	0.33 (-0.02, 0.68)
	0.28 (0.03, 0.52)
	0.16 (-0.09, 0.41)
	0.1 (-0.14, 0.34)

	Lumateperone
	0.01 (-0.3, 0.33)
	0.05 (-0.26, 0.38)
	0.04 (-0.28, 0.35)
	-0.33 (-‍0.68, 0.02)
	NA
	-0.05 (-‍0.37, 0.28)
	-0.17 (-0.5, 0.16)
	-0.22 (-0.54, 0.1)

	Olanzapine
	0.06 (-0.1, 0.23)
	0.1 (-0.09, 0.3)
	0.09 (-0.1, 0.28)
	-0.28 (-‍0.52, -‍0.03)
	0.05 (-0.28, 0.37)
	NA
	-0.12 (-‍0.33, 0.1)
	-0.17 (-0.37, 0.03)

	Quetiapine
	0.17 (-0.02, 0.38)
	0.22 (0.03, 0.42)
	0.21 (0.01, 0.41)
	-0.16 (-‍0.41, 0.09)
	0.17 (-0.16, 0.5)
	0.12 (-0.1, 0.33)
	NA
	-0.06 (-0.27, 0.16)

	Risperidone
	0.23 (0.06, 0.4)
	0.28 (0.09, 0.47)
	0.26 (0.1, 0.43)
	-0.1 (-0.34, 0.14)
	0.22 (-0.1, 0.54)
	0.17 (-0.03, 0.37)
	0.06 (-0.16, 0.27)
	NA

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride /T
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑16: Change from baseline CGI-S score – League table – fixed-effects model, base case network – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	-0.3 (-0.4 to -0.19)
	-0.25 (-0.36 to -0.15)
	-0.26 (-0.36 to -0.16)
	-0.63 (-0.79 to -0.47)
	-0.3 (-0.52 to -0.08)
	-0.35 (-0.48 to -0.23)
	-0.47 (-0.6 to -0.33)
	-0.53 (-0.65 to -0.41)

	Aripiprazole
	
	0.04 (-0.1 to 0.19)
	0.03 (-0.1 to 0.17)
	-0.33 (-0.53 to -0.14)
	0 (-0.25 to 0.24)
	-0.06 (-0.2 to 0.09)
	-0.17 (-0.34 to 0)
	-0.23 (-0.38 to -0.09)

	Brexpiprazole
	-0.04 (-0.19 to 0.1)
	
	-0.01 (-0.16 to 0.13)
	-0.38 (-0.57 to -0.19)
	-0.05 (-0.29 to 0.2)
	-0.1 (-0.26 to 0.06)
	-0.22 (-0.37 to -0.06)
	-0.28 (-0.44 to -0.12)

	Cariprazine
	-0.03 (-0.17 to 0.1)
	0.01 (-0.13 to 0.16)
	
	-0.36 (-0.55 to -0.17)
	-0.04 (-0.28 to 0.21)
	-0.09 (-0.25 to 0.07)
	-0.2 (-0.37 to -0.04)
	-0.27 (-0.4 to -0.13)

	KarXT
	0.33 (0.14 to 0.53)
	0.38 (0.19 to 0.57)
	0.36 (0.17 to 0.55)
	
	0.33 (0.05 to 0.6)
	0.28 (0.07 to 0.48)
	0.16 (-0.05 to 0.37)
	0.1 (-0.1 to 0.3)

	Lumateperone
	0 (-0.24 to 0.25)
	0.05 (-0.2 to 0.29)
	0.04 (-0.21 to 0.28)
	-0.33 (-0.6 to -0.05)
	
	-0.05 (-0.31 to 0.2)
	-0.17 (-0.43 to 0.09)
	-0.23 (-0.48 to 0.02)

	Olanzapine
	0.06 (-0.09 to 0.2)
	0.1 (-0.06 to 0.26)
	0.09 (-0.07 to 0.25)
	-0.28 (-0.48 to -0.07)
	0.05 (-0.2 to 0.31)
	
	-0.12 (-0.3 to 0.07)
	-0.18 (-0.35 to -0.01)

	Quetiapine
	0.17 (0 to 0.34)
	0.22 (0.06 to 0.37)
	0.2 (0.04 to 0.37)
	-0.16 (-0.37 to 0.05)
	0.17 (-0.09 to 0.43)
	0.12 (-0.07 to 0.3)
	
	-0.06 (-0.24 to 0.12)

	Risperidone
	0.23 (0.09 to 0.38)
	0.28 (0.12 to 0.44)
	0.27 (0.13 to 0.4)
	-0.1 (-0.3 to 0.1)
	0.23 (-0.02 to 0.48)
	0.18 (0.01 to 0.35)
	0.06 (-0.12 to 0.24)
	

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride /T
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑17: Change from baseline CGI-S score – League table – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	-0.3 (-0.44 to -0.16)
	-0.26 (-0.41 to -0.1)
	-0.29 (-0.44 to -0.14)
	-0.63 (-0.83 to -0.42)
	-0.3 (-0.6 to 0.01)
	-0.35 (-0.5 to -0.2)
	-0.47 (-0.64 to -0.3)
	-0.5 (-0.66 to -0.34)

	Aripiprazole
	
	0.04 (-0.16 to 0.24)
	0.01 (-0.17 to 0.19)
	-0.33 (-0.57 to -0.09)
	0 (-0.33 to 0.33)
	-0.05 (-0.22 to 0.12)
	-0.17 (-0.39 to 0.05)
	-0.2 (-0.4 to 0)

	Brexpiprazole
	-0.04 (-0.24 to 0.16)
	
	-0.03 (-0.25 to 0.18)
	-0.37 (-0.63 to -0.12)
	-0.04 (-0.39 to 0.29)
	-0.09 (-0.31 to 0.12)
	-0.21 (-0.43 to 0)
	-0.24 (-0.47 to -0.02)

	Cariprazine
	-0.01 (-0.19 to 0.17)
	0.03 (-0.18 to 0.25)
	
	-0.34 (-0.59 to -0.09)
	-0.01 (-0.35 to 0.33)
	-0.06 (-0.27 to 0.15)
	-0.18 (-0.4 to 0.04)
	-0.21 (-0.4 to -0.01)

	KarXT
	0.33 (0.09 to 0.57)
	0.37 (0.12 to 0.63)
	0.34 (0.09 to 0.59)
	
	0.33 (-0.04 to 0.7)
	0.28 (0.02 to 0.53)
	0.16 (-0.1 to 0.43)
	0.13 (-0.13 to 0.39)

	Lumateperone
	0 (-0.33 to 0.33)
	0.04 (-0.29 to 0.39)
	0.01 (-0.33 to 0.35)
	-0.33 (-0.7 to 0.04)
	
	-0.05 (-0.39 to 0.29)
	-0.17 (-0.52 to 0.18)
	-0.2 (-0.54 to 0.14)

	Olanzapine
	0.05 (-0.12 to 0.22)
	0.09 (-0.12 to 0.31)
	0.06 (-0.15 to 0.27)
	-0.28 (-0.53 to -0.02)
	0.05 (-0.29 to 0.39)
	
	-0.12 (-0.34 to 0.11)
	-0.15 (-0.37 to 0.07)

	Quetiapine
	0.17 (-0.05 to 0.39)
	0.21 (0 to 0.43)
	0.18 (-0.04 to 0.4)
	-0.16 (-0.43 to 0.1)
	0.17 (-0.18 to 0.52)
	0.12 (-0.11 to 0.34)
	
	-0.03 (-0.27 to 0.2)

	Risperidone
	0.2 (0 to 0.4)
	0.24 (0.02 to 0.47)
	0.21 (0.01 to 0.4)
	-0.13 (-0.39 to 0.13)
	0.2 (-0.14 to 0.54)
	0.15 (-0.07 to 0.37)
	0.03 (-0.2 to 0.27)
	

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.




Figure S57: Change from baseline CGI-S score – Comparison-adjusted funnel plot – random-effects model, base case network [image: ]
Figure S58: Change from baseline CGI-S score – Comparison-adjusted funnel plot – fixed-effects model, base case network [image: ]
Figure S59: Change from baseline CGI-S score – Comparison-adjusted funnel plot – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations [image: ]
Change from baseline weight
Table S13‑18: Change from baseline weight – comparison of NMA results from base case and sensitivity analyses
	Treatment
	MD Treatment versus Placebo (95% CrI)
	

	
	Base case network
	Excluding studies with predominantly Asian populations
	Excluding studies with placebo effect outliers

	
	FE (DIC: 87.83)
	RE (DIC: 64.12)
	RE (DIC: 61.23)
	RE (DIC: 54.84)

	Aripiprazole
	0.69 (0.62, 0.75)
	0.51 (0.07, 0.96)
	0.48 (-0.00, 0.95)
	0.31 (-0.27, 0.92)

	Brexpiprazole
	1.12 (0.81, 1.42)
	1.13 (0.55, 1.72)
	1.20 (0.50, 1.91)
	1.19 (0.46, 1.92)

	Cariprazine
	0.64 (0.36, 0.91)
	0.62 (0.09, 1.18)
	0.63 (0.07, 1.20)
	0.60 (0.01, 1.20)

	Clozapine
	3.31 (1.18, 5.44)
	3.37 (1.02, 5.74)
	3.39 (1.00, 5.80)
	3.41 (0.90, 5.97)

	KarXT
	-0.40 (-0.98, 0.17)
	-0.41 (-1.23, 0.41)
	-0.41 (-1.26, 0.43)
	-0.41 (-1.29, 0.45)

	Lumateperone
	0.29 (-0.46, 1.04)
	0.29 (-0.94, 1.52)
	0.29 (-0.99, 1.57)
	0.28 (-1.03, 1.60)

	Olanzapine
	2.52 (2.23, 2.80)
	2.58 (2.12, 3.07)
	2.59 (2.11, 3.09)
	2.61 (2.04, 3.23)

	Quetiapine
	1.43 (1.05, 1.80)
	1.41 (0.73, 2.09)
	1.41 (0.70, 2.12)
	1.41 (0.68, 2.14)

	Risperidone
	1.55 (1.22, 1.87)
	1.59 (1.11, 2.08)
	1.65 (1.13, 2.19)
	1.61 (1.05, 2.19)

	Comparator
	MD KarXT vs Comparator (95% CrI)
	

	Aripiprazole
	-1.09 (-1.66, -0.51)
	-0.92 (-1.86, 0.01)
	-0.89 (-1.86, 0.08)
	-0.72 (-1.79, 0.32)

	Brexpiprazole
	-1.52 (-2.17, -0.87)
	-1.53 (-2.55, -0.54)
	-1.61 (-2.71, -0.53)
	-1.60 (-2.73, -0.47)

	Cariprazine
	-1.04 (-1.67, -0.41)
	-1.03 (-2.03, -0.05)
	-1.04 (-2.06, -0.03)
	-1.01 (-2.07, 0.04)

	Clozapine
	-3.71 (-5.92, -1.50)
	-3.78 (-6.29, -1.29)
	-3.81 (-6.36, -1.27)
	-3.82 (-6.52, -1.15)

	Lumateperone
	-0.70 (-1.64, 0.25)
	-0.70 (-2.18, 0.78)
	-0.70 (-2.22, 0.83)
	-0.69 (-2.26, 0.87)

	Olanzapine
	-2.92 (-3.56, -2.28)
	-2.99 (-3.96, -2.06)
	-3.00 (-3.99, -2.03)
	-3.02 (-4.10, -2.00)

	Quetiapine
	-1.83 (-2.51, -1.15)
	-1.82 (-2.89, -0.75)
	-1.82 (-2.92, -0.73)
	-1.82 (-2.96, -0.68)

	Risperidone
	-1.95 (-2.61, -1.29)
	-1.99 (-2.96, -1.05)
	-2.06 (-3.07, -1.08)
	-2.01 (-3.07, -0.99)

	Direct head-to-head meta-analyses

	Range of I2 values
	0-77%, considerable heterogeneity between studies for olanzapine versus placebo (77%) and quetiapine versus placebo (64%)
	0-77%, considerable heterogeneity between studies for olanzapine versus placebo (77%) and quetiapine versus placebo (64%)
	0-83%, considerable heterogeneity between studies for olanzapine versus placebo (83%) and quetiapine versus placebo (64%)

	Node-splitting analyses

	IF estimates suggesting inconsistency
	olanzapine versus aripiprazole IF: 1.48 (95% CrI: 0.31, 2.65); olanzapine versus placebo IF: -1.48 (95% CrI:-2.64, -0.32)
	aripiprazole versus placebo IF: 1.40 (95% CrI: 0.02, 2.78);
olanzapine versus aripiprazole IF: 1.44 (95% CrI: 0.21, 2.68);
olanzapine versus placebo IF: -1.44 (95% CrI: -2.68, -0.20)
	-

	Key: CrI, credible interval; DIC, deviance information criterion; FE, fixed-effects; MD, mean difference; RE, random-effects; IF, inconsistency factor; KarXT, xanomeline/trospium chloride
Notes: Pale yellow highlight indicates the base case model; statistically significant differences are highlighted in bold.


Figure S60: Change from baseline weight – distribution of potential effect modifiers by treatment node – base case network [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test, except for percentage male. The p-value for the ANOVA F-test is 0.091, 0.26, 0.14, 0.49 and 0.64, for mean age, mean PANSS total score, mean positive score at baseline, mean PANSS negative score, and mean CGI-S score at baseline, respectively. The Kruskal-Wallis rank sum test for percentage male yielded a p-value of 0.2. This indicates no significant difference between treatment nodes.  

Figure S61: Change from baseline weight – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with predominantly Asian populations [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test, except for mean CGI-S. The p-value for the ANOVA F-test is 0.061, 0.063, 0.42, 0.33 and 0.47, for percentage male, mean age, mean PANSS total score, mean positive score at baseline, and mean PANSS negative score, respectively. The Kruskal-Wallis rank sum test for mean CGI-S at baseline yielded a p-value of 0.3. This indicates no significant difference between treatment nodes.  
Figure S62: Change from baseline weight – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with outlier placebo effect size [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test, except for mean PANSS positive score, and mean CGI-S. The p-value for the ANOVA F-test is 0.13, 0.13, 0.28, and 0.54, for percentage male, mean age, mean PANSS total score, and mean PANSS negative score, respectively. The Kruskal-Wallis rank sum test for mean PANSS positive score, and mean CGI-S at baseline yielded p-values of 0.2 and 0.4, respectively. This indicates no significant difference between treatment nodes.  

Table S13‑19: Change from baseline weight – League table – random-effects model, base case network – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	Clozapine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	0.51 (0.07, 0.96)
	1.13 (0.55, 1.72)
	0.62 (0.09, 1.18)
	3.37 (1.02, 5.74)
	-0.41 (-1.23, 0.41)
	0.29 (-0.94, 1.52)
	2.58 (2.12, 3.07)
	1.41 (0.73, 2.09)
	1.59 (1.11, 2.08)

	Aripiprazole
	NA
	0.61 (-0.1, 1.32)
	0.11 (-0.54, 0.77)
	2.86 (0.47, 5.26)
	-0.92 (-1.86, 0.01)
	-0.22 (-1.54, 1.08)
	2.07 (1.48, 2.69)
	0.9 (0.08, 1.7)
	1.07 (0.49, 1.67)

	Brexpiprazole
	-0.61 (-1.32, 0.1)
	NA
	-0.5 (-1.29, 0.3)
	2.25 (-‍0.18, 4.68)
	-1.53 (-2.55, -0.54)
	-0.84 (-2.2, 0.51)
	1.46 (0.72, 2.21)
	0.29 (-0.62, 1.17)
	0.46 (-0.29, 1.22)

	Cariprazine
	-0.11 (-0.77, 0.54)
	0.5 (-0.3, 1.29)
	NA
	2.75 (0.33, 5.17)
	-1.03 (-2.03, -0.05)
	-0.34 (-1.69, 1.01)
	1.96 (1.25, 2.68)
	0.79 (-0.09, 1.65)
	0.96 (0.29, 1.64)

	Clozapine
	-2.86 (-5.26, -0.47)
	-2.25 (-4.68, 0.18)
	-2.75 (-5.17, -0.33)
	NA
	-3.78 (-6.29, -1.29)
	-3.08 (-5.76, -‍0.43)
	-0.79 (-3.1, 1.53)
	-1.96 (-‍4.42, 0.49)
	-1.79 (-4.2, 0.62)

	KarXT
	0.92 (-0.01, 1.86)
	1.53 (0.54, 2.55)
	1.03 (0.05, 2.03)
	3.78 (1.29, 6.29)
	NA
	0.7 (-0.78, 2.18)
	2.99 (2.06, 3.96)
	1.82 (0.75, 2.89)
	1.99 (1.05, 2.96)

	Lumateperone
	0.22 (-1.08, 1.54)
	0.84 (-0.51, 2.2)
	0.34 (-1.01, 1.69)
	3.08 (0.43, 5.76)
	-0.7 (-2.18, 0.78)
	NA
	2.29 (0.99, 3.62)
	1.13 (-0.28, 2.53)
	1.3 (-0.02, 2.63)

	Olanzapine
	-2.07 (-2.69, -1.48)
	-1.46 (-2.21, -‍0.72)
	-1.96 (-2.68, -1.25)
	0.79 (-‍1.53, 3.1)
	-2.99 (-3.96, -2.06)
	-2.29 (-3.62, -‍0.99)
	NA
	-1.17 (-‍2.01, -‍0.36)
	-1 (-1.67, -‍0.33)

	Quetiapine
	-0.9 (-1.7, -‍0.08)
	-0.29 (-1.17, 0.62)
	-0.79 (-1.65, 0.09)
	1.96 (-‍0.49, 4.42)
	-1.82 (-2.89, -0.75)
	-1.13 (-2.53, 0.28)
	1.17 (0.36, 2.01)
	NA
	0.17 (-0.65, 1.02)

	Risperidone
	-1.07 (-1.67, -0.49)
	-0.46 (-1.22, 0.29)
	-0.96 (-1.64, -0.29)
	1.79 (-‍0.62, 4.2)
	-1.99 (-2.96, -1.05)
	-1.3 (-2.63, 0.02)
	1 (0.33, 1.67)
	-0.17 (-‍1.02, 0.65)
	NA

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑20: Change from baseline weight – League table – fixed-effects model, base case network – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	Clozapine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	0.69 (0.62 to 0.75)
	1.12 (0.81 to 1.42)
	0.64 (0.36 to 0.91)
	3.31 (1.18 to 5.44)
	-0.4 (-0.98 to 0.17)
	0.29 (-0.46 to 1.04)
	2.52 (2.23 to 2.8)
	1.43 (1.05 to 1.8)
	1.55 (1.22 to 1.87)

	Aripiprazole
	
	0.43 (0.12 to 0.74)
	-0.05 (-0.33 to 0.23)
	2.63 (0.49 to 4.76)
	-1.09 (-1.66 to -0.51)
	-0.39 (-1.14 to 0.35)
	1.83 (1.54 to 2.12)
	0.74 (0.36 to 1.12)
	0.86 (0.53 to 1.19)

	Brexpiprazole
	-0.43 (-0.74 to -0.12)
	
	-0.48 (-0.89 to -0.07)
	2.2 (0.04 to 4.35)
	-1.52 (-2.17 to -0.87)
	-0.82 (-1.63 to -0.02)
	1.4 (0.98 to 1.82)
	0.31 (-0.17 to 0.79)
	0.43 (-0.02 to 0.88)

	Cariprazine
	0.05 (-0.23 to 0.33)
	0.48 (0.07 to 0.89)
	
	2.67 (0.53 to 4.83)
	-1.04 (-1.67 to -0.41)
	-0.34 (-1.14 to 0.45)
	1.88 (1.49 to 2.28)
	0.79 (0.33 to 1.25)
	0.91 (0.53 to 1.3)

	Clozapine

	-2.63 (-4.76 to -0.49)
	-2.2 (-4.35 to -0.04)
	-2.67 (-4.83 to -0.53)
	
	-3.71 (-5.92 to -1.5)
	-3.02 (-5.27 to -0.76)
	-0.8 (-2.9 to 1.32)
	-1.89 (-4.05 to 0.28)
	-1.76 (-3.92 to 0.39)

	KarXT
	1.09 (0.51 to 1.66)
	1.52 (0.87 to 2.17)
	1.04 (0.41 to 1.67)
	3.71 (1.5 to 5.92)
	
	0.7 (-0.25 to 1.64)
	2.92 (2.28 to 3.56)
	1.83 (1.15 to 2.51)
	1.95 (1.29 to 2.61)

	Lumateperone
	0.39 (-0.35 to 1.14)
	0.82 (0.02 to 1.63)
	0.34 (-0.45 to 1.14)
	3.02 (0.76 to 5.27)
	-0.7 (-1.64 to 0.25)
	
	2.22 (1.43 to 3.03)
	1.14 (0.31 to 1.97)
	1.26 (0.45 to 2.07)

	Olanzapine
	-1.83 (-2.12 to -1.54)
	-1.4 (-1.82 to -0.98)
	-1.88 (-2.28 to -1.49)
	0.8 (-1.32 to 2.9)
	-2.92 (-3.56 to -2.28)
	-2.22 (-3.03 to -1.43)
	
	-1.09 (-1.56 to -0.62)
	-0.97 (-1.4 to -0.54)

	Quetiapine
	-0.74 (-1.12 to -0.36)
	-0.31 (-0.79 to 0.17)
	-0.79 (-1.25 to -0.33)
	1.89 (-0.28 to 4.05)
	-1.83 (-2.51 to -1.15)
	-1.14 (-1.97 to -0.31)
	1.09 (0.62 to 1.56)
	
	0.12 (-0.37 to 0.62)

	Risperidone
	-0.86 (-1.19 to -0.53)
	-0.43 (-0.88 to 0.02)
	-0.91 (-1.3 to -0.53)
	1.76 (-0.39 to 3.92)
	-1.95 (-2.61 to -1.29)
	-1.26 (-2.07 to -0.45)
	0.97 (0.54 to 1.4)
	-0.12 (-0.62 to 0.37)
	

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑21: Change from baseline weight – League table – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	Clozapine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	0.48 (0 to 0.95)
	1.2 (0.5 to 1.91)
	0.63 (0.07 to 1.2)
	3.39 (1 to 5.8)
	-0.41 (-1.26 to 0.43)
	0.29 (-0.99 to 1.57)
	2.59 (2.11 to 3.09)
	1.41 (0.7 to 2.12)
	1.65 (1.13 to 2.19)

	Aripiprazole
	
	0.72 (-0.09 to 1.55)
	0.15 (-0.53 to 0.85)
	2.92 (0.49 to 5.35)
	-0.89 (-1.86 to 0.08)
	-0.19 (-1.56 to 1.18)
	2.11 (1.49 to 2.76)
	0.93 (0.08 to 1.79)
	1.17 (0.51 to 1.86)

	Brexpiprazole
	-0.72 (-1.55 to 0.09)
	
	-0.57 (-1.47 to 0.33)
	2.19 (-0.3 to 4.69)
	-1.61 (-2.71 to -0.53)
	-0.91 (-2.38 to 0.54)
	1.38 (0.54 to 2.24)
	0.21 (-0.79 to 1.2)
	0.45 (-0.42 to 1.33)

	Cariprazine
	-0.15 (-0.85 to 0.53)
	0.57 (-0.33 to 1.47)
	
	2.76 (0.3 to 5.23)
	-1.04 (-2.06 to -0.03)
	-0.34 (-1.75 to 1.05)
	1.95 (1.22 to 2.7)
	0.78 (-0.13 to 1.68)
	1.02 (0.31 to 1.74)

	Clozapine

	-2.92 (-5.35 to -0.49)
	-2.19 (-4.69 to 0.3)
	-2.76 (-5.23 to -0.3)
	
	-3.81 (-6.36 to -1.27)
	-3.1 (-5.83 to -0.4)
	-0.8 (-3.15 to 1.55)
	-1.98 (-4.49 to 0.5)
	-1.74 (-4.2 to 0.71)

	KarXT
	0.89 (-0.08 to 1.86)
	1.61 (0.53 to 2.71)
	1.04 (0.03 to 2.06)
	3.81 (1.27 to 6.36)
	
	0.7 (-0.83 to 2.22)
	3 (2.03 to 3.99)
	1.82 (0.73 to 2.92)
	2.06 (1.08 to 3.07)

	Lumateperone
	0.19 (-1.18 to 1.56)
	0.91 (-0.54 to 2.38)
	0.34 (-1.05 to 1.75)
	3.1 (0.4 to 5.83)
	-0.7 (-2.22 to 0.83)
	
	2.3 (0.94 to 3.68)
	1.12 (-0.35 to 2.59)
	1.36 (0 to 2.76)

	Olanzapine
	-2.11 (-2.76 to -1.49)
	-1.38 (-2.24 to -0.54)
	-1.95 (-2.7 to -1.22)
	0.8 (-1.55 to 3.15)
	-3 (-3.99 to -2.03)
	-2.3 (-3.68 to -0.94)
	
	-1.17 (-2.05 to -0.33)
	-0.94 (-1.65 to -0.23)

	Quetiapine
	-0.93 (-1.79 to -0.08)
	-0.21 (-1.2 to 0.79)
	-0.78 (-1.68 to 0.13)
	1.98 (-0.5 to 4.49)
	-1.82 (-2.92 to -0.73)
	-1.12 (-2.59 to 0.35)
	1.17 (0.33 to 2.05)
	
	0.24 (-0.62 to 1.13)

	Risperidone
	-1.17 (-1.86 to -0.51)
	-0.45 (-1.33 to 0.42)
	-1.02 (-1.74 to -0.31)
	1.74 (-0.71 to 4.2)
	-2.06 (-3.07 to -1.08)
	-1.36 (-2.76 to 0)
	0.94 (0.23 to 1.65)
	-0.24 (-1.13 to 0.62)
	

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑22: Change from baseline weight – League table – random-effects model, sensitivity analysis excluding studies with outlier placebo effect size – MD (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	Clozapine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	0.31 (-0.27 to 0.92)
	1.19 (0.46 to 1.92)
	0.6 (0.01 to 1.2)
	3.41 (0.9 to 5.97)
	-0.41 (-1.29 to 0.45)
	0.28 (-1.03 to 1.6)
	2.61 (2.04 to 3.23)
	1.41 (0.68 to 2.14)
	1.61 (1.05 to 2.19)

	Aripiprazole
	
	0.88 (-0.02 to 1.77)
	0.29 (-0.48 to 1.05)
	3.1 (0.54 to 5.69)
	-0.72 (-1.79 to 0.32)
	-0.03 (-1.47 to 1.41)
	2.3 (1.56 to 3.07)
	1.1 (0.14 to 2.04)
	1.3 (0.55 to 2.05)

	Brexpiprazole
	-0.88 (-1.77 to 0.02)
	
	-0.59 (-1.52 to 0.35)
	2.22 (-0.4 to 4.86)
	-1.6 (-2.73 to -0.47)
	-0.9 (-2.41 to 0.6)
	1.42 (0.51 to 2.38)
	0.22 (-0.82 to 1.25)
	0.42 (-0.49 to 1.35)

	Cariprazine
	-0.29 (-1.05 to 0.48)
	0.59 (-0.35 to 1.52)
	
	2.81 (0.23 to 5.41)
	-1.01 (-2.07 to 0.04)
	-0.31 (-1.76 to 1.12)
	2.01 (1.2 to 2.85)
	0.82 (-0.14 to 1.74)
	1.01 (0.27 to 1.77)

	Clozapine

	-3.1 (-5.69 to -0.54)
	-2.22 (-4.86 to 0.4)
	-2.81 (-5.41 to -0.23)
	
	-3.82 (-6.52 to -1.15)
	-3.12 (-6 to -0.3)
	-0.8 (-3.27 to 1.66)
	-2 (-4.65 to 0.62)
	-1.81 (-4.4 to 0.77)

	KarXT
	0.72 (-0.32 to 1.79)
	1.6 (0.47 to 2.73)
	1.01 (-0.04 to 2.07)
	3.82 (1.15 to 6.52)
	
	0.69 (-0.87 to 2.26)
	3.02 (2 to 4.1)
	1.82 (0.68 to 2.96)
	2.01 (0.99 to 3.07)

	Lumateperone
	0.03 (-1.41 to 1.47)
	0.9 (-0.6 to 2.41)
	0.31 (-1.12 to 1.76)
	3.12 (0.3 to 6)
	-0.69 (-2.26 to 0.87)
	
	2.33 (0.9 to 3.79)
	1.13 (-0.38 to 2.63)
	1.32 (-0.09 to 2.76)

	Olanzapine
	-2.3 (-3.07 to -1.56)
	-1.42 (-2.38 to -0.51)
	-2.01 (-2.85 to -1.2)
	0.8 (-1.66 to 3.27)
	-3.02 (-4.1 to -2)
	-2.33 (-3.79 to -0.9)
	
	-1.2 (-2.17 to -0.28)
	-1.01 (-1.81 to -0.2)

	Quetiapine
	-1.1 (-2.04 to -0.14)
	-0.22 (-1.25 to 0.82)
	-0.82 (-1.74 to 0.14)
	2 (-0.62 to 4.65)
	-1.82 (-2.96 to -0.68)
	-1.13 (-2.63 to 0.38)
	1.2 (0.28 to 2.17)
	
	0.19 (-0.71 to 1.14)

	Risperidone
	-1.3 (-2.05 to -0.55)
	-0.42 (-1.35 to 0.49)
	-1.01 (-1.77 to -0.27)
	1.81 (-0.77 to 4.4)
	-2.01 (-3.07 to -0.99)
	-1.32 (-2.76 to 0.09)
	1.01 (0.2 to 1.81)
	-0.19 (-1.14 to 0.71)
	

	Key: CrI, credible interval; MD, mean difference; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.











Figure S63: Change from baseline weight – Comparison-adjusted funnel plot – random-effects model, base case network [image: ]
Figure S64: Change from baseline weight – Comparison-adjusted funnel plot – fixed-effects model, base case network [image: ]
Figure S65: Change from baseline weight – Comparison-adjusted funnel plot – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations [image: ]
Figure S66: Change from baseline weight – Comparison-adjusted funnel plot – random-effects model, sensitivity analysis excluding studies with outlier placebo effect size [image: ]
≥ 30% improvement in PANSS total score from baseline 
Table S13‑23: Patients who experienced ≥ 30% improvement in PANSS total score from baseline – comparison of NMA results from base case and sensitivity analyses
	Treatment
	OR Treatment versus Placebo (95% CrI)
	

	
	Base case network
	Excluding studies with predominantly Asian populations
	Excluding studies with placebo effect outliers

	
	FE (DIC: 92.75)
	RE (DIC: 92.81)
	RE (DIC: 88.19)
	RE (DIC: 86.82)

	Aripiprazole
	1.91 (1.55, 2.37)
	1.89 (1.46, 2.44)
	1.90 (1.44, 2.49)
	1.89 (1.44, 2.45)

	Brexpiprazole
	1.61 (1.32, 1.96)
	1.57 (1.18, 2.03)
	1.61 (1.17, 2.13)
	1.73 (1.31, 2.26)

	Cariprazine
	1.71 (1.36, 2.17)
	1.71 (1.23, 2.34)
	1.70 (1.22, 2.37)
	1.70 (1.27, 2.30)

	KarXT
	3.45 (2.37, 5.09)
	3.49 (2.25, 5.49)
	3.49 (2.23, 5.54)
	3.46 (2.28, 5.44)

	Lumateperone
	1.68 (1.02, 2.80)
	1.69 (0.88, 3.21)
	1.68 (0.87, 3.26)
	1.69 (0.92, 3.13)

	Olanzapine
	2.78 (2.01, 3.85)
	2.78 (1.87, 4.13)
	2.81 (1.85, 4.21)
	2.79 (1.94, 4.11)

	Quetiapine
	2.65 (1.84, 3.85)
	2.53 (1.57, 3.97)
	2.53 (1.53, 4.04)
	2.66 (1.68, 4.08)

	Risperidone
	2.53 (1.92, 3.34)
	2.54 (1.83, 3.64)
	2.56 (1.81, 3.69)
	2.54 (1.84, 3.53)

	Comparator
	OR KarXT vs Comparator (95% CrI)
	

	Aripiprazole
	1.80 (1.17, 2.80)
	1.85 (1.11, 3.11)
	1.83 (1.09, 3.16)
	1.83 (1.12, 3.12)

	Brexpiprazole
	2.14 (1.40, 3.32)
	2.23 (1.34, 3.83)
	2.18 (1.29, 3.81)
	1.99 (1.22, 3.42)

	Cariprazine
	2.01 (1.30, 3.16)
	2.05 (1.19, 3.57)
	2.04 (1.17, 3.62)
	2.04 (1.21, 3.52)

	Lumateperone
	2.06 (1.09, 3.87)
	2.08 (0.94, 4.54)
	2.08 (0.93, 4.66)
	2.05 (0.98, 4.43)

	Olanzapine
	1.24 (0.76, 2.05)
	1.26 (0.69, 2.27)
	1.24 (0.68, 2.31)
	1.24 (0.71, 2.21)

	Quetiapine
	1.30 (0.77, 2.21)
	1.38 (0.73, 2.67)
	1.38 (0.73, 2.73)
	1.31 (0.72, 2.51)

	Risperidone
	1.37 (0.86, 2.19)
	1.37 (0.78, 2.37)
	1.36 (0.76, 2.43)
	1.36 (0.80, 2.38)

	Direct head-to-head meta-analyses

	Range of I2 values
	0-80%, considerable heterogeneity between studies for olanzapine versus placebo (77%) and quetiapine versus placebo (80%)
	0-80%, considerable heterogeneity between studies for brexpiprazole versus placebo (55%), olanzapine versus placebo (77%) and quetiapine versus placebo (80%)
	0-80%, considerable heterogeneity between studies for olanzapine versus placebo (77%) and quetiapine versus placebo (80%)

	Node-splitting analyses

	IF estimates suggesting inconsistency
	-
	-
	-

	Key: CrI, credible interval; DIC, deviance information criterion; FE, fixed-effects; OR, odds ratio; RE, random-effects; IF, inconsistency factor; KarXT, xanomeline/trospium chloride
Notes: Pale yellow highlight indicates the base case model; statistically significant differences are highlighted in bold.



Figure S67: Patients who experienced ≥ 30% improvement in PANSS total score from baseline – distribution of potential effect modifiers by treatment node – base case network [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.43, 0.043, 0.1, 0.021, 0.38, and 0.32, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes except for with respect to mean age and mean PANSS positive score at baseline. KarXT was among the most dissimilar treatment nodes for these potential effect modifiers. However, after applying a Bonferroni correction for six tests (p ≤ 0.0083), no treatment comparisons reached statistical significance.
Figure S68: Patients who experienced ≥ 30% improvement in PANSS total score from baseline – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with predominantly Asian populations [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test, except for mean PANSS positive score. The p-value for the ANOVA F-test is 0.27, 0.05, 0.23, 0.39, and 0.14, for percentage male, mean age, mean PANSS total score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. The Kruskal-Wallis rank sum test for mean PANSS positive score at baseline yielded a p-value of 0.06. This indicates no significant difference between treatment nodes.  
Figure S69: Patients who experienced ≥ 30% improvement in PANSS total score from baseline – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with outlier placebo effect size [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.41, 0.04, 0.1, 0.11, 0.67 and 0.29, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes, except for with respect to mean age and mean PANSS positive score at baseline. KarXT was among the most dissimilar treatment nodes for these potential effect modifiers. However, after applying a Bonferroni correction for six tests (p ≤ 0.0083), no treatment comparisons reached statistical significance.



Table S13‑24: Patients who experienced ≥ 30% improvement in PANSS total score from baseline – League table – random-effects model, base case network – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	1.89 (1.46, 2.44)
	1.57 (1.18, 2.03)
	1.71 (1.23, 2.34)
	3.49 (2.25, 5.49)
	1.69 (0.88, 3.21)
	2.78 (1.87, 4.13)
	2.53 (1.57, 3.97)
	2.54 (1.83, 3.64)

	Aripiprazole
	
	0.83 (0.57, 1.18)
	0.9 (0.62, 1.3)
	1.85 (1.11, 3.11)
	0.89 (0.45, 1.81)
	1.47 (0.93, 2.38)
	1.34 (0.78, 2.27)
	1.34 (0.93, 1.99)

	Brexpiprazole
	1.21 (0.85, 1.74)
	
	1.08 (0.72, 1.67)
	2.23 (1.34, 3.83)
	1.07 (0.54, 2.2)
	1.78 (1.12, 2.91)
	1.62 (0.99, 2.62)
	1.63 (1.07, 2.57)

	Cariprazine
	1.12 (0.77, 1.6)
	0.92 (0.6, 1.39)
	
	2.05 (1.19, 3.57)
	0.99 (0.48, 2.05)
	1.64 (0.98, 2.77)
	1.49 (0.83, 2.58)
	1.5 (1.02, 2.26)

	KarXT
	0.54 (0.32, 0.9)
	0.45 (0.26, 0.74)
	0.49 (0.28, 0.84)
	
	0.48 (0.22, 1.06)
	0.8 (0.44, 1.45)
	0.73 (0.37, 1.36)
	0.73 (0.42, 1.28)

	Lumateperone
	1.12 (0.55, 2.23)
	0.93 (0.46, 1.84)
	1.01 (0.49, 2.07)
	2.08 (0.94 to 4.54)
	
	1.65 (0.77, 3.54)
	1.51 (0.66, 3.25)
	1.51 (0.73, 3.14)

	Olanzapine
	0.68 (0.42, 1.08)
	0.56 (0.34, 0.89)
	0.61 (0.36, 1.02)
	1.26 (0.69, 2.27)
	0.61 (0.28, 1.29)
	
	0.91 (0.49, 1.65)
	0.92 (0.55, 1.56)

	Quetiapine
	0.75 (0.44, 1.29)
	0.62 (0.38, 1.01)
	0.67 (0.39, 1.21)
	1.38 (0.73, 2.67)
	0.66 (0.31, 1.51)
	1.1 (0.61, 2.05)
	
	1.01 (0.57, 1.84)

	Risperidone
	0.74 (0.5, 1.07)
	0.61 (0.39, 0.94)
	0.67 (0.44, 0.99)
	1.37 (0.78, 2.37)
	0.66 (0.32, 1.36)
	1.09 (0.64, 1.82)
	0.99 (0.54, 1.75)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT chloride versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑25: Patients who experienced ≥ 30% improvement in PANSS total score from baseline – League table – fixed-effects model, base case network – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	1.91 (1.55 to 2.37)
	1.61 (1.32 to 1.96)
	1.71 (1.36 to 2.17)
	3.45 (2.37 to 5.09)
	1.68 (1.02 to 2.8)
	2.78 (2.01 to 3.85)
	2.65 (1.84 to 3.85)
	2.53 (1.92 to 3.34)

	Aripiprazole
	
	0.84 (0.63 to 1.11)
	0.9 (0.68 to 1.17)
	1.8 (1.17 to 2.8)
	0.88 (0.51 to 1.52)
	1.45 (0.99 to 2.14)
	1.39 (0.91 to 2.12)
	1.32 (0.98 to 1.78)

	Brexpiprazole
	1.19 (0.9 to 1.58)
	
	1.06 (0.79 to 1.44)
	2.14 (1.4 to 3.32)
	1.04 (0.61 to 1.8)
	1.72 (1.18 to 2.52)
	1.65 (1.13 to 2.42)
	1.57 (1.12 to 2.2)

	Cariprazine
	1.12 (0.85 to 1.46)
	0.94 (0.69 to 1.27)
	
	2.01 (1.3 to 3.16)
	0.98 (0.56 to 1.72)
	1.62 (1.09 to 2.42)
	1.55 (1 to 2.41)
	1.48 (1.1 to 1.98)

	KarXT
	0.56 (0.36 to 0.85)
	0.47 (0.3 to 0.71)
	0.5 (0.32 to 0.77)
	
	0.49 (0.26 to 0.92)
	0.8 (0.49 to 1.32)
	0.77 (0.45 to 1.3)
	0.73 (0.46 to 1.17)

	Lumateperone
	1.14 (0.66 to 1.96)
	0.96 (0.56 to 1.64)
	1.02 (0.58 to 1.78)
	2.06 (1.09 to 3.87)
	
	1.65 (0.91 to 3)
	1.58 (0.85 to 2.94)
	1.5 (0.84 to 2.67)

	Olanzapine
	0.69 (0.47 to 1.01)
	0.58 (0.4 to 0.85)
	0.62 (0.41 to 0.92)
	1.24 (0.76 to 2.05)
	0.6 (0.33 to 1.1)
	
	0.96 (0.59 to 1.56)
	0.91 (0.6 to 1.39)

	Quetiapine
	0.72 (0.47 to 1.1)
	0.61 (0.41 to 0.88)
	0.65 (0.41 to 1)
	1.3 (0.77 to 2.21)
	0.63 (0.34 to 1.18)
	1.05 (0.64 to 1.71)
	
	0.95 (0.6 to 1.51)

	Risperidone
	0.76 (0.56 to 1.02)
	0.64 (0.45 to 0.89)
	0.68 (0.5 to 0.91)
	1.37 (0.86 to 2.19)
	0.66 (0.37 to 1.19)
	1.1 (0.72 to 1.68)
	1.05 (0.66 to 1.67)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑26: Patients who experienced ≥ 30% improvement in PANSS total score from baseline – League table – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	1.9 (1.44 to 2.49)
	1.61 (1.17 to 2.13)
	1.7 (1.22 to 2.37)
	3.49 (2.23 to 5.54)
	1.68 (0.87 to 3.26)
	2.81 (1.85 to 4.21)
	2.53 (1.53 to 4.04)
	2.56 (1.81 to 3.69)

	Aripiprazole
	
	0.84 (0.57 to 1.23)
	0.89 (0.61 to 1.32)
	1.83 (1.09 to 3.16)
	0.88 (0.44 to 1.82)
	1.47 (0.91 to 2.41)
	1.33 (0.76 to 2.27)
	1.34 (0.91 to 2.05)

	Brexpiprazole
	1.19 (0.81 to 1.76)
	
	1.06 (0.69 to 1.68)
	2.18 (1.29 to 3.81)
	1.05 (0.52 to 2.22)
	1.75 (1.06 to 2.96)
	1.58 (0.95 to 2.6)
	1.59 (1.02 to 2.62)

	Cariprazine
	1.12 (0.76 to 1.63)
	0.94 (0.59 to 1.45)
	
	2.04 (1.17 to 3.62)
	0.98 (0.47 to 2.08)
	1.65 (0.98 to 2.8)
	1.49 (0.81 to 2.62)
	1.5 (1 to 2.32)

	KarXT
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	
	0.48 (0.21 to 1.08)
	0.81 (0.43 to 1.47)
	0.73 (0.37 to 1.37)
	0.73 (0.41 to 1.31)

	Lumateperone
	1.14 (0.55 to 2.28)
	0.95 (0.45 to 1.94)
	1.02 (0.48 to 2.13)
	2.08 (0.93 to 4.66)
	
	1.68 (0.77 to 3.65)
	1.51 (0.65 to 3.36)
	1.52 (0.72 to 3.26)

	Olanzapine
	0.68 (0.41 to 1.1)
	0.57 (0.34 to 0.94)
	0.61 (0.36 to 1.03)
	1.24 (0.68 to 2.31)
	0.6 (0.27 to 1.3)
	
	0.9 (0.47 to 1.67)
	0.91 (0.54 to 1.58)

	Quetiapine
	0.75 (0.44 to 1.31)
	0.63 (0.38 to 1.05)
	0.67 (0.38 to 1.23)
	1.38 (0.73 to 2.73)
	0.66 (0.3 to 1.55)
	1.11 (0.6 to 2.14)
	
	1.01 (0.57 to 1.9)

	Risperidone
	0.74 (0.49 to 1.1)
	0.63 (0.38 to 0.98)
	0.67 (0.43 to 1)
	1.36 (0.76 to 2.43)
	0.66 (0.31 to 1.39)
	1.1 (0.63 to 1.86)
	0.99 (0.53 to 1.76)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑27: Patients who experienced ≥ 30% improvement in PANSS total score from baseline – League table – random-effects model, sensitivity analysis excluding studies with outlier placebo effect size – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	0.89 (0.61 to 1.32)
	1.73 (1.31 to 2.26)
	1.7 (1.27 to 2.3)
	3.46 (2.28 to 5.44)
	1.69 (0.92 to 3.13)
	2.79 (1.94 to 4.11)
	2.66 (1.68 to 4.08)
	2.54 (1.84 to 3.53)

	Aripiprazole
	
	0.92 (0.63 to 1.34)
	0.9 (0.64 to 1.28)
	1.83 (1.12 to 3.12)
	0.89 (0.46 to 1.75)
	1.48 (0.94 to 2.36)
	1.4 (0.83 to 2.31)
	1.35 (0.94 to 1.97)

	Brexpiprazole
	1.09 (0.75 to 1.58)
	
	0.98 (0.66 to 1.48)
	1.99 (1.22 to 3.42)
	0.97 (0.51 to 1.92)
	1.61 (1.03 to 2.6)
	1.53 (0.96 to 2.39)
	1.47 (0.97 to 2.26)

	Cariprazine
	1.11 (0.78 to 1.56)
	1.02 (0.67 to 1.52)
	
	2.04 (1.21 to 3.52)
	0.99 (0.51 to 1.96)
	1.65 (1.01 to 2.67)
	1.56 (0.89 to 2.61)
	1.49 (1.04 to 2.18)

	KarXT
	0.55 (0.32 to 0.89)
	0.5 (0.29 to 0.82)
	0.49 (0.28 to 0.83)
	
	0.49 (0.23 to 1.02)
	0.81 (0.45 to 1.41)
	0.76 (0.4 to 1.39)
	0.73 (0.42 to 1.25)

	Lumateperone
	1.12 (0.57 to 2.16)
	1.03 (0.52 to 1.97)
	1.01 (0.51 to 1.97)
	2.05 (0.98 to 4.43)
	
	1.66 (0.81 to 3.41)
	1.58 (0.72 to 3.26)
	1.51 (0.75 to 3)

	Olanzapine
	0.68 (0.42 to 1.06)
	0.62 (0.38 to 0.97)
	0.61 (0.37 to 0.99)
	1.24 (0.71 to 2.21)
	0.6 (0.29 to 1.24)
	
	0.95 (0.52 to 1.65)
	0.91 (0.56 to 1.48)

	Quetiapine
	0.71 (0.43 to 1.21)
	0.65 (0.42 to 1.05)
	0.64 (0.38 to 1.12)
	1.31 (0.72 to 2.51)
	0.63 (0.31 to 1.38)
	1.05 (0.61 to 1.94)
	
	0.96 (0.57 to 1.7)

	Risperidone
	0.74 (0.51 to 1.06)
	0.68 (0.44 to 1.03)
	0.67 (0.46 to 0.97)
	1.36 (0.8 to 2.38)
	0.66 (0.33 to 1.33)
	1.1 (0.68 to 1.79)
	1.05 (0.59 to 1.76)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT comparator treatment results. Bold text indicates statistically significant differences.




Figure S70: Patients who experienced ≥ 30% improvement in PANSS total score from baseline – Comparison-adjusted funnel plot – random-effects model, base case network [image: ]
Figure S71: Patients who experienced ≥ 30% improvement in PANSS total score from baseline – Comparison-adjusted funnel plot – fixed-effects model, base case network [image: ]
Figure S72: Patients who experienced ≥ 30% improvement in PANSS total score from baseline – Comparison-adjusted funnel plot – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations [image: ]
Figure S73: Patients who experienced ≥ 30% improvement in PANSS total score from baseline – Comparison-adjusted funnel plot – random-effects model, sensitivity analysis excluding studies with outlier placebo effect size [image: ]
Discontinuation due to all causes 
Table S13‑28: Discontinuation due to all causes – comparison of NMA results from base case and sensitivity analyses
	Treatment
	OR Treatment versus Placebo (95% CrI)
	

	
	Base case network
	Excluding studies with predominantly Asian populations

	
	FE (DIC: 159.24)
	RE (DIC: 160.67)
	RE (DIC: 149.8)

	Aripiprazole
	0.66 (0.57, 0.77)
	0.66 (0.56, 0.79)
	0.67 (0.56, 0.81)

	Brexpiprazole
	0.76 (0.63, 0.93)
	0.77 (0.62, 0.96)
	0.76 (0.59, 0.97)

	Cariprazine
	0.87 (0.74, 1.04)
	0.88 (0.73, 1.08)
	0.89 (0.70, 1.13)

	Clozapine
	0.36 (0.13, 0.98)
	0.38 (0.13, 1.07)
	0.38 (0.13, 1.09)

	KarXT
	1.24 (0.88, 1.76)
	1.24 (0.87, 1.77)
	1.24 (0.85, 1.80)

	Lumateperone
	0.45 (0.24, 0.81)
	0.45 (0.23, 0.84)
	0.44 (0.23, 0.84)

	Olanzapine
	0.52 (0.43, 0.63)
	0.52 (0.42, 0.64)
	0.53 (0.42, 0.65)

	Quetiapine
	0.60 (0.47, 0.76)
	0.59 (0.46, 0.78)
	0.60 (0.45, 0.78)

	Risperidone
	0.73 (0.61, 0.87)
	0.74 (0.61, 0.89)
	0.77 (0.63, 0.96)

	Comparator
	OR KarXT vs Comparator (95% CrI)
	

	Aripiprazole
	1.88 (1.30, 2.75)
	1.88 (1.26, 2.80)
	1.86 (1.20, 2.82)

	Brexpiprazole
	1.63 (1.10, 2.42)
	1.61 (1.07, 2.51)
	1.64 (1.03, 2.56)

	Cariprazine
	1.42 (0.97, 2.09)
	1.42 (0.93, 2.12)
	1.39 (0.89, 2.18)

	Clozapine
	3.44 (1.20, 10.32)
	3.29 (1.09, 10.06)
	3.25 (1.03, 10.18)

	Lumateperone
	2.76 (1.40, 5.59)
	2.74 (1.34, 5.93)
	2.80 (1.32, 5.93)

	Olanzapine
	2.38 (1.60, 3.54)
	2.37 (1.57, 3.56)
	2.35 (1.52, 3.65)

	Quetiapine
	2.08 (1.36, 3.18)
	2.10 (1.34, 3.27)
	2.08 (1.29, 3.33)

	Risperidone
	1.70 (1.16, 2.52)
	1.70 (1.12, 2.49)
	1.62 (1.04, 2.47)

	Direct head-to-head meta-analyses

	Range of I2 values
	0-46%
	0-52%, substantial heterogeneity between studies for risperidone versus placebo (52%)

	Node-splitting analyses

	IF estimates suggesting inconsistency
	-
	-

	Key: CrI, credible interval; DIC, deviance information criterion; FE, fixed-effects; OR, odds ratio; RE, random-effects; IF, inconsistency factor; KarXT, xanomeline/trospium chloride
Notes: Pale yellow highlight indicates the base case model; statistically significant differences are highlighted in bold.


Figure S74: Discontinuation due to all causes – distribution of potential effect modifiers by treatment node – base case network [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.17, 0.17, 0.088, 0.42, 0.34, and 0.73, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes.

Figure S75: Discontinuation due to all causes – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with predominantly Asian populations [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.026, 0.14, 0.26, 0.71, 0.39, and 0.65, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes, except for percentage male. Clozapine was among the most dissimilar treatment nodes for this potential effect modifier. However, after applying a Bonferroni correction for six tests (p ≤ 0.0083), no treatment comparisons reached statistical significance.
Table S13‑29: Discontinuation due to all causes – League table – random-effects model, base case network – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	Clozapine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	0.66 (0.56, 0.79)
	0.77 (0.62, 0.96)
	0.88 (0.73, 1.08)
	0.38 (0.13, 1.07)
	1.24 (0.87, 1.77)
	0.45 (0.23, 0.84)
	0.52 (0.42, 0.64)
	0.59 (0.46, 0.78)
	0.74 (0.61, 0.89)

	Aripiprazole
	
	1.16 (0.88, 1.52)
	1.33 (1.05, 1.7)
	0.57 (0.2, 1.6)
	1.88 (1.26, 2.8)
	0.69 (0.34, 1.3)
	0.79 (0.6, 1.03)
	0.9 (0.65, 1.23)
	1.11 (0.88, 1.41)

	Brexpiprazole
	0.86 (0.66, 1.13)
	
	1.15 (0.86, 1.54)
	0.49 (0.17, 1.41)
	1.61 (1.07, 2.51)
	0.59 (0.29, 1.15)
	0.68 (0.5, 0.91)
	0.77 (0.56, 1.07)
	0.96 (0.72, 1.28)

	Cariprazine
	0.75 (0.59, 0.95)
	0.87 (0.65, 1.16)
	
	0.43 (0.15, 1.22)
	1.42 (0.93, 2.12)
	0.51 (0.26, 0.99)
	0.59 (0.45, 0.79)
	0.68 (0.49, 0.94)
	0.84 (0.65, 1.06)

	Clozapine
	1.75 (0.62, 5.06)
	2.02 (0.71, 6.04)
	2.32 (0.82, 6.79)
	
	3.29 (1.09, 10.06)
	1.19 (0.34, 4.02)
	1.39 (0.48, 4)
	1.58 (0.55, 4.72)
	1.94 (0.7, 5.52)

	KarXT
	0.53 (0.36, 0.79)
	0.62 (0.4, 0.93)
	0.71 (0.47, 1.08)
	0.3 (0.1, 0.92)
	
	0.37 (0.17, 0.75)
	0.42 (0.28, 0.64)
	0.48 (0.31, 0.75)
	0.59 (0.4, 0.89)

	Lumateperone
	1.46 (0.77, 2.93)
	1.69 (0.87, 3.46)
	1.95 (1.01, 3.88)
	0.84 (0.25, 2.91)
	2.74 (1.34, 5.93)
	
	1.15 (0.6, 2.31)
	1.31 (0.67, 2.73)
	1.63 (0.86, 3.27)

	Olanzapine
	1.26 (0.97, 1.65)
	1.46 (1.09, 1.99)
	1.68 (1.27, 2.24)
	0.72 (0.25, 2.08)
	2.37 (1.57, 3.56)
	0.87 (0.43, 1.66)
	
	1.13 (0.81, 1.61)
	1.4 (1.08, 1.85)

	Quetiapine
	1.12 (0.82, 1.53)
	1.29 (0.93, 1.79)
	1.48 (1.07, 2.05)
	0.63 (0.21, 1.82)
	2.1 (1.34, 3.27)
	0.76 (0.37, 1.48)
	0.88 (0.62, 1.24)
	
	1.24 (0.9, 1.72)

	Risperidone
	0.9 (0.71, 1.14)
	1.04 (0.78, 1.39)
	1.19 (0.94, 1.53)
	0.52 (0.18, 1.42)
	1.7 (1.12, 2.49)
	0.62 (0.31, 1.17)
	0.71 (0.54, 0.93)
	0.8 (0.58, 1.11)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑30: Discontinuation due to all causes – League table – fixed-effects model, base case network – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	Clozapine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.87 (0.74 to 1.04)
	0.89 (0.61 to 1.32)
	1.24 (0.88 to 1.76)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)

	Aripiprazole
	
	1.16 (0.91 to 1.47)
	1.33 (1.07 to 1.64)
	0.55 (0.19 to 1.49)
	1.88 (1.3 to 2.75)
	0.68 (0.36 to 1.26)
	0.79 (0.62 to 1.01)
	0.91 (0.68 to 1.2)
	1.1 (0.89 to 1.37)

	Brexpiprazole
	0.86 (0.68 to 1.1)
	
	1.15 (0.89 to 1.49)
	0.47 (0.16 to 1.31)
	0.89 (0.61 to 1.32)
	0.59 (0.31 to 1.1)
	0.89 (0.61 to 1.32)
	0.78 (0.58 to 1.05)
	0.95 (0.74 to 1.24)

	Cariprazine
	0.89 (0.61 to 1.32)
	0.87 (0.67 to 1.13)
	
	0.41 (0.14 to 1.13)
	1.42 (0.97 to 2.09)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)

	Clozapine
	1.83 (0.67 to 5.21)
	2.11 (0.77 to 6.09)
	2.42 (0.89 to 6.91)
	
	3.44 (1.2 to 10.32)
	1.24 (0.39 to 4.13)
	1.45 (0.53 to 4.13)
	1.66 (0.59 to 4.83)
	2.02 (0.75 to 5.66)

	KarXT
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.7 (0.48 to 1.04)
	0.89 (0.61 to 1.32)
	
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)

	Lumateperone
	1.47 (0.8 to 2.75)
	1.7 (0.91 to 3.23)
	0.89 (0.61 to 1.32)
	0.8 (0.24 to 2.57)
	0.89 (0.61 to 1.32)
	
	1.16 (0.62 to 2.21)
	1.33 (0.7 to 2.57)
	1.62 (0.87 to 3.06)

	Olanzapine
	1.26 (0.99 to 1.61)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.69 (0.24 to 1.89)
	0.89 (0.61 to 1.32)
	0.86 (0.45 to 1.6)
	
	1.14 (0.84 to 1.56)
	0.89 (0.61 to 1.32)

	Quetiapine
	1.1 (0.83 to 1.47)
	1.28 (0.95 to 1.72)
	0.89 (0.61 to 1.32)
	0.6 (0.21 to 1.69)
	0.89 (0.61 to 1.32)
	0.75 (0.39 to 1.43)
	0.87 (0.64 to 1.19)
	
	1.22 (0.9 to 1.64)

	Risperidone
	0.91 (0.73 to 1.12)
	1.05 (0.81 to 1.36)
	1.2 (0.97 to 1.5)
	0.5 (0.18 to 1.33)
	0.89 (0.61 to 1.32)
	0.62 (0.33 to 1.14)
	0.72 (0.55 to 0.93)
	0.82 (0.61 to 1.11)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑31: Discontinuation due to all causes – League table – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	Clozapine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.7 to 1.13)
	0.38 (0.13 to 1.09)
	1.24 (0.85 to 1.8)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)

	Aripiprazole
	
	1.14 (0.83 to 1.54)
	1.33 (1 to 1.75)
	0.58 (0.19 to 1.64)
	1.86 (1.2 to 2.82)
	0.66 (0.33 to 1.28)
	0.79 (0.59 to 1.04)
	0.89 (0.63 to 1.24)
	1.15 (0.89 to 1.52)

	Brexpiprazole
	0.88 (0.65 to 1.2)
	
	1.17 (0.84 to 1.66)
	0.51 (0.17 to 1.48)
	0.89 (0.61 to 1.32)
	0.59 (0.29 to 1.16)
	0.89 (0.61 to 1.32)
	0.79 (0.55 to 1.12)
	1.02 (0.74 to 1.42)

	Cariprazine
	0.75 (0.57 to 1)
	0.85 (0.6 to 1.2)
	
	0.44 (0.15 to 1.25)
	1.39 (0.89 to 2.18)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.87 (0.65 to 1.16)

	Clozapine
	1.74 (0.61 to 5.2)
	1.98 (0.68 to 5.81)
	2.3 (0.8 to 6.78)
	
	0.89 (0.61 to 1.32)
	1.14 (0.34 to 4.1)
	1.37 (0.48 to 4.06)
	1.55 (0.54 to 4.7)
	2 (0.74 to 5.81)

	KarXT
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.72 (0.46 to 1.12)
	0.89 (0.61 to 1.32)
	
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)

	Lumateperone
	1.51 (0.78 to 3.02)
	1.71 (0.86 to 3.5)
	0.89 (0.61 to 1.32)
	0.88 (0.24 to 2.9)
	0.89 (0.61 to 1.32)
	
	1.18 (0.61 to 2.39)
	1.34 (0.67 to 2.75)
	1.74 (0.89 to 3.52)

	Olanzapine
	1.27 (0.96 to 1.69)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.73 (0.25 to 2.1)
	0.89 (0.61 to 1.32)
	0.84 (0.42 to 1.65)
	
	1.13 (0.8 to 1.61)
	0.89 (0.61 to 1.32)

	Quetiapine
	1.12 (0.81 to 1.58)
	1.27 (0.9 to 1.82)
	1.49 (1.05 to 2.15)
	0.65 (0.21 to 1.87)
	0.89 (0.61 to 1.32)
	0.75 (0.36 to 1.5)
	0.88 (0.62 to 1.26)
	
	1.29 (0.93 to 1.85)

	Risperidone
	0.87 (0.66 to 1.13)
	0.98 (0.7 to 1.35)
	1.15 (0.86 to 1.53)
	0.5 (0.17 to 1.36)
	0.89 (0.61 to 1.32)
	0.57 (0.28 to 1.13)
	0.89 (0.61 to 1.32)
	0.77 (0.54 to 1.07)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.




Table S13‑32: Discontinuation due to all causes – League table – random-effects model, sensitivity analysis excluding studies with outlier placebo effect size – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	Clozapine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	0.7 (0.54 to 0.9)
	0.65 (0.48 to 0.89)
	0.74 (0.57 to 0.97)
	2.9 (0.61 to 16.78)
	1.45 (0.73 to 2.95)
	2.42 (0.18 to 75.7)
	0.95 (0.63 to 1.44)
	0.61 (0.38 to 0.99)
	0.75 (0.57 to 0.99)

	Aripiprazole
	
	0.93 (0.63 to 1.38)
	1.06 (0.75 to 1.49)
	4.12 (0.85 to 24.16)
	2.06 (1 to 4.38)
	3.45 (0.26 to 109.54)
	1.36 (0.84 to 2.2)
	0.87 (0.51 to 1.5)
	1.07 (0.75 to 1.51)

	Brexpiprazole
	1.08 (0.73 to 1.6)
	
	1.14 (0.76 to 1.71)
	4.44 (0.9 to 26.34)
	2.22 (1.06 to 4.8)
	3.71 (0.28 to 119.12)
	1.46 (0.88 to 2.44)
	0.94 (0.55 to 1.63)
	1.15 (0.76 to 1.73)

	Cariprazine
	0.95 (0.67 to 1.34)
	0.88 (0.58 to 1.32)
	
	3.91 (0.81 to 22.77)
	1.95 (0.94 to 4.17)
	3.26 (0.25 to 103.8)
	1.29 (0.79 to 2.1)
	0.83 (0.48 to 1.44)
	1.01 (0.72 to 1.43)

	Clozapine
	0.24 (0.04 to 1.17)
	0.23 (0.04 to 1.11)
	0.26 (0.04 to 1.23)
	
	0.5 (0.08 to 2.78)
	0.85 (0.04 to 36.16)
	0.33 (0.06 to 1.63)
	0.21 (0.03 to 1.08)
	0.26 (0.05 to 1.21)

	KarXT
	0.49 (0.23 to 1)
	0.45 (0.21 to 0.95)
	0.51 (0.24 to 1.06)
	2.01 (0.36 to 13.01)
	
	1.68 (0.12 to 56.42)
	0.66 (0.29 to 1.46)
	0.42 (0.18 to 0.97)
	0.52 (0.24 to 1.08)

	Lumateperone
	0.29 (0.01 to 3.84)
	0.27 (0.01 to 3.6)
	0.31 (0.01 to 4.06)
	1.18 (0.03 to 27.12)
	0.59 (0.02 to 8.53)
	
	0.39 (0.01 to 5.39)
	0.25 (0.01 to 3.49)
	0.31 (0.01 to 4.12)

	Olanzapine
	0.74 (0.45 to 1.19)
	0.68 (0.41 to 1.14)
	0.78 (0.48 to 1.27)
	3.03 (0.61 to 18.07)
	1.52 (0.69 to 3.44)
	2.55 (0.19 to 82.65)
	
	0.64 (0.34 to 1.21)
	0.78 (0.48 to 1.29)

	Quetiapine
	1.15 (0.67 to 1.96)
	1.06 (0.61 to 1.83)
	1.21 (0.7 to 2.09)
	4.73 (0.92 to 29.08)
	2.37 (1.03 to 5.53)
	3.97 (0.29 to 126.97)
	1.56 (0.82 to 2.91)
	
	1.22 (0.7 to 2.11)

	Risperidone
	0.94 (0.66 to 1.33)
	0.87 (0.58 to 1.32)
	0.99 (0.7 to 1.4)
	3.87 (0.83 to 21.87)
	1.94 (0.93 to 4.13)
	3.23 (0.24 to 103.21)
	1.27 (0.78 to 2.1)
	0.82 (0.47 to 1.43)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.





[bookmark: _Ref14381272]Figure S76: Discontinuation due to all causes – Comparison-adjusted funnel plot – random-effects model, base case network [image: ]
Figure S77: Discontinuation due to all causes – Comparison-adjusted funnel plot – fixed-effects model, base case network [image: ]
Figure S78: Discontinuation due to all causes – Comparison-adjusted funnel plot – random-effects model, random-effects model, sensitivity analysis excluding studies with predominantly Asian populations [image: ]
Discontinuation due to adverse events
Table S13‑33: Discontinuation due to adverse events – comparison of NMA results from base case and sensitivity analyses
	Treatment
	OR Treatment versus Placebo (95% CrI)
	

	
	Base case network
	Excluding studies with predominantly Asian populations

	
	FE (DIC: 159.52)
	RE (DIC: 161.3)
	RE (DIC: 150.24)

	Aripiprazole
	0.70 (0.54, 0.90)
	0.71 (0.53, 0.98)
	0.71 (0.52 to 1.01)

	Brexpiprazole
	0.65 (0.48, 0.89)
	0.67 (0.48, 0.98)
	0.68 (0.44 to 1.11)

	Cariprazine
	0.74 (0.57, 0.97)
	0.75 (0.54, 1.04)
	0.75 (0.51 to 1.12)

	Clozapine
	2.90 (0.61, 16.78)
	2.93 (0.56, 17.37)
	3.18 (0.63 to 18.87)

	KarXT
	1.45 (0.73, 2.95)
	1.44 (0.67, 3.04)
	1.45 (0.69 to 3.12)

	Lumateperone
	2.42 (0.18, 75.70)
	2.26 (0.14, 63.34)
	2.48 (0.19 to 72.75)

	Olanzapine
	0.95 (0.63, 1.44)
	0.96 (0.62, 1.47)
	0.96 (0.60 to 1.50)

	Quetiapine
	0.61 (0.38, 0.99)
	0.61 (0.37, 1.04)
	0.62 (0.35 to 1.06)

	Risperidone
	0.75 (0.57, 0.99)
	0.75 (0.55, 1.02)
	0.83 (0.57 to 1.20)

	Comparator
	OR KarXT vs Comparator (95% CrI)

	Aripiprazole
	2.06 (1.00, 4.38)
	2.01 (0.89, 4.50)
	2.05 (0.89 to 4.65)

	Brexpiprazole
	2.22 (1.06, 4.80)
	2.13 (0.92, 4.93)
	2.13 (0.86 to 5.19)

	Cariprazine
	1.95 (0.94, 4.17)
	1.94 (0.85, 4.30)
	1.96 (0.83 to 4.60)

	Clozapine
	0.50 (0.08, 2.78)
	0.49 (0.08, 2.94)
	0.45 (0.07 to 2.76)

	Lumateperone
	0.59 (0.02, 8.53)
	0.64 (0.02, 10.69)
	0.57 (0.02 to 8.24)

	Olanzapine
	1.52 (0.69, 3.44)
	1.52 (0.63, 3.62)
	1.52 (0.63 to 3.69)

	Quetiapine
	2.37 (1.03, 5.53)
	2.34 (0.90, 5.94)
	2.35 (0.94 to 6.17)

	Risperidone
	1.94 (0.93, 4.13)
	1.92 (0.87, 4.41)
	1.76 (0.77 to 4.17)

	Direct head-to-head meta-analyses

	Range of I2 values
	0-35%
	0-50%, substantial heterogeneity between studies for brexpiprazole versus placebo (50%)

	Node-splitting analyses

	IF estimates suggesting inconsistency
	risperidone versus clozapine IF: 2.28 × 1021 (95% CrI: 1.44 × 104, 3.64 × 1038);
quetiapine versus brexpiprazole IF: 0.16 (95% CrI: 0.04, 0.71)
	quetiapine versus brexpiprazole IF: 0.15 (95% CrI: 0.03, 0.64)

	Key: CrI, credible interval; DIC, deviance information criterion; FE, fixed-effects; OR, odds ratio; RE, random-effects; IF, inconsistency factor; KarXT, xanomeline/trospium chloride
Notes: Pale yellow highlight indicates the base case model; statistically significant differences are highlighted in bold.


Figure S79: Discontinuation due to adverse events – distribution of potential effect modifiers by treatment node – base case network [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.18, 0.17, 0.097, 0.49, 0.14, and 0.72, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes.

Figure S80: Discontinuation due to adverse events – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with predominantly Asian populations [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test, except for mean PANSS positive score. The p-value for the ANOVA F-test is 0.03, 0.14, 0.27, 0.18, and 0.66, for percentage male, mean age, mean PANSS total score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. The Kruskal-Wallis rank sum test for mean PANSS positive score at baseline yielded a p-value of 0.6. This indicates no significant difference between treatment nodes, except for percentage male. Clozapine was among the most dissimilar treatment nodes for this potential effect modifier. However, after applying a Bonferroni correction for six tests (p ≤ 0.0083), no treatment comparisons reached statistical significance.
Table S13‑34: Discontinuation due to adverse events – League tables – random-effects model, base case network – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	Clozapine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	0.71 (0.53, 0.98)
	0.67 (0.48, 0.98)
	0.75 (0.54, 1.04)
	2.93 (0.56, 17.37)
	1.44 (0.67, 3.04)
	2.26 (0.14, 63.34)
	0.96 (0.62, 1.47)
	0.61 (0.37, 1.04)
	0.75 (0.55, 1.02)

	Aripiprazole
	
	0.94 (0.6, 1.52)
	1.05 (0.69, 1.57)
	4.1 (0.78, 24.47)
	2.01 (0.89, 4.5)
	3.17 (0.2, 90.97)
	1.34 (0.78, 2.24)
	0.86 (0.47, 1.57)
	1.04 (0.7, 1.57)

	Brexpiprazole
	1.06 (0.66, 1.68)
	
	1.11 (0.68, 1.8)
	4.39 (0.79, 26.18)
	2.13 (0.92, 4.93)
	3.33 (0.21, 94.61)
	1.43 (0.8, 2.44)
	0.91 (0.5, 1.66)
	1.11 (0.69, 1.75)

	Cariprazine
	0.96 (0.64, 1.44)
	0.9 (0.56, 1.47)
	
	3.96 (0.72, 23.51)
	1.94 (0.85, 4.3)
	3.05 (0.19, 87.1)
	1.28 (0.74, 2.19)
	0.83 (0.45, 1.52)
	1 (0.67, 1.47)

	Clozapine
	0.24 (0.04, 1.28)
	0.23 (0.04, 1.27)
	0.25 (0.04, 1.38)
	
	0.49 (0.08, 2.94)
	0.81 (0.03, 28.89)
	0.33 (0.05, 1.78)
	0.21 (0.03, 1.22)
	0.25 (0.04, 1.31)

	KarXT
	0.5 (0.22, 1.12)
	0.47 (0.2, 1.09)
	0.52 (0.23, 1.18)
	2.06 (0.34, 13.32)
	
	1.56 (0.09, 47.47)
	0.66 (0.28, 1.6)
	0.43 (0.17, 1.11)
	0.52 (0.23, 1.15)

	Lumateperone
	0.32 (0.01, 5.07)
	0.3 (0.01, 4.73)
	0.33 (0.01, 5.29)
	1.23 (0.03, 35.53)
	0.64 (0.02, 10.69)
	
	0.41 (0.02, 7)
	0.27 (0.01, 4.42)
	0.33 (0.01, 5.29)

	Olanzapine
	0.75 (0.45, 1.28)
	0.7 (0.41, 1.24)
	0.78 (0.46, 1.35)
	3.07 (0.56, 19.3)
	1.52 (0.63, 3.62)
	2.41 (0.14, 65.34)
	
	0.64 (0.34, 1.27)
	0.78 (0.45, 1.33)

	Quetiapine
	1.16 (0.64, 2.11)
	1.09 (0.6, 2.02)
	1.21 (0.66, 2.24)
	4.7 (0.82, 30.62)
	2.34 (0.9, 5.94)
	3.73 (0.23, 109.54)
	1.55 (0.79, 2.97)
	
	1.21 (0.66, 2.19)

	Risperidone
	0.96 (0.63, 1.43)
	0.9 (0.57, 1.45)
	1 (0.68, 1.5)
	3.94 (0.76, 23.28)
	1.92 (0.87, 4.41)
	3 (0.19, 86.21)
	1.28 (0.75, 2.2)
	0.82 (0.46, 1.52)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑35: Discontinuation due to adverse events – League tables – fixed-effects model, base case network – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	Clozapine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	0.7 (0.54 to 0.9)
	0.65 (0.48 to 0.89)
	0.74 (0.57 to 0.97)
	2.9 (0.61 to 16.78)
	1.45 (0.73 to 2.95)
	2.42 (0.18 to 75.7)
	0.95 (0.63 to 1.44)
	0.61 (0.38 to 0.99)
	0.75 (0.57 to 0.99)

	Aripiprazole
	
	0.93 (0.63 to 1.38)
	1.06 (0.75 to 1.49)
	4.12 (0.85 to 24.16)
	2.06 (1 to 4.38)
	3.45 (0.26 to 109.54)
	1.36 (0.84 to 2.2)
	0.87 (0.51 to 1.5)
	1.07 (0.75 to 1.51)

	Brexpiprazole
	1.08 (0.73 to 1.6)
	
	1.14 (0.76 to 1.71)
	4.44 (0.9 to 26.34)
	2.22 (1.06 to 4.8)
	3.71 (0.28 to 119.12)
	1.46 (0.88 to 2.44)
	0.94 (0.55 to 1.63)
	1.15 (0.76 to 1.73)

	Cariprazine
	0.95 (0.67 to 1.34)
	0.88 (0.58 to 1.32)
	
	3.91 (0.81 to 22.77)
	1.95 (0.94 to 4.17)
	3.26 (0.25 to 103.8)
	1.29 (0.79 to 2.1)
	0.83 (0.48 to 1.44)
	1.01 (0.72 to 1.43)

	Clozapine
	0.24 (0.04 to 1.17)
	0.23 (0.04 to 1.11)
	0.26 (0.04 to 1.23)
	
	0.5 (0.08 to 2.78)
	0.85 (0.04 to 36.16)
	0.33 (0.06 to 1.63)
	0.21 (0.03 to 1.08)
	0.26 (0.05 to 1.21)

	KarXT
	0.49 (0.23 to 1)
	0.45 (0.21 to 0.95)
	0.51 (0.24 to 1.06)
	2.01 (0.36 to 13.01)
	
	1.68 (0.12 to 56.42)
	0.66 (0.29 to 1.46)
	0.42 (0.18 to 0.97)
	0.52 (0.24 to 1.08)

	Lumateperone
	0.29 (0.01 to 3.84)
	0.27 (0.01 to 3.6)
	0.31 (0.01 to 4.06)
	1.18 (0.03 to 27.12)
	0.59 (0.02 to 8.53)
	
	0.39 (0.01 to 5.39)
	0.25 (0.01 to 3.49)
	0.31 (0.01 to 4.12)

	Olanzapine
	0.74 (0.45 to 1.19)
	0.68 (0.41 to 1.14)
	0.78 (0.48 to 1.27)
	3.03 (0.61 to 18.07)
	1.52 (0.69 to 3.44)
	2.55 (0.19 to 82.65)
	
	0.64 (0.34 to 1.21)
	0.78 (0.48 to 1.29)

	Quetiapine
	1.15 (0.67 to 1.96)
	1.06 (0.61 to 1.83)
	1.21 (0.7 to 2.09)
	4.73 (0.92 to 29.08)
	2.37 (1.03 to 5.53)
	3.97 (0.29 to 126.97)
	1.56 (0.82 to 2.91)
	
	1.22 (0.7 to 2.11)

	Risperidone
	0.94 (0.66 to 1.33)
	0.87 (0.58 to 1.32)
	0.99 (0.7 to 1.4)
	3.87 (0.83 to 21.87)
	1.94 (0.93 to 4.13)
	3.23 (0.24 to 103.21)
	1.27 (0.78 to 2.1)
	0.82 (0.47 to 1.43)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑36: Discontinuation due to adverse events – League tables – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	Clozapine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	0.71 (0.52 to 1.01)
	0.68 (0.44 to 1.11)
	0.75 (0.51 to 1.12)
	3.18 (0.63 to 18.87)
	1.45 (0.69 to 3.12)
	2.48 (0.19 to 72.75)
	0.96 (0.6 to 1.5)
	0.62 (0.35 to 1.06)
	0.83 (0.57 to 1.2)

	Aripiprazole
	
	0.96 (0.57 to 1.69)
	1.06 (0.65 to 1.67)
	4.45 (0.85 to 27.14)
	2.05 (0.89 to 4.65)
	3.45 (0.27 to 103.41)
	1.35 (0.75 to 2.32)
	0.88 (0.45 to 1.62)
	1.16 (0.73 to 1.86)

	Brexpiprazole
	1.05 (0.59 to 1.76)
	
	1.1 (0.59 to 1.96)
	4.65 (0.85 to 28.58)
	2.13 (0.86 to 5.19)
	3.66 (0.27 to 108.89)
	1.41 (0.72 to 2.63)
	0.91 (0.44 to 1.74)
	1.21 (0.66 to 2.15)

	Cariprazine
	0.95 (0.6 to 1.54)
	0.91 (0.51 to 1.7)
	
	4.24 (0.81 to 25.94)
	1.96 (0.83 to 4.6)
	3.32 (0.26 to 94.4)
	1.29 (0.7 to 2.3)
	0.83 (0.41 to 1.61)
	1.11 (0.67 to 1.8)

	Clozapine
	0.22 (0.04 to 1.17)
	0.22 (0.03 to 1.17)
	0.24 (0.04 to 1.24)
	
	0.45 (0.07 to 2.76)
	0.83 (0.03 to 30.86)
	0.3 (0.05 to 1.57)
	0.19 (0.03 to 1.11)
	0.26 (0.05 to 1.28)

	KarXT
	0.49 (0.22 to 1.13)
	0.47 (0.19 to 1.16)
	0.51 (0.22 to 1.2)
	2.21 (0.36 to 15.17)
	
	1.75 (0.12 to 53.29)
	0.66 (0.27 to 1.58)
	0.43 (0.16 to 1.07)
	0.57 (0.24 to 1.31)

	Lumateperone
	0.29 (0.01 to 3.74)
	0.27 (0.01 to 3.72)
	0.3 (0.01 to 3.91)
	1.2 (0.03 to 30.61)
	0.57 (0.02 to 8.24)
	
	0.38 (0.01 to 4.92)
	0.25 (0.01 to 3.44)
	0.34 (0.01 to 4.38)

	Olanzapine
	0.74 (0.43 to 1.33)
	0.71 (0.38 to 1.39)
	0.78 (0.44 to 1.43)
	3.3 (0.64 to 20.21)
	1.52 (0.63 to 3.69)
	2.65 (0.2 to 76.45)
	
	0.65 (0.32 to 1.31)
	0.86 (0.49 to 1.56)

	Quetiapine
	1.14 (0.62 to 2.21)
	1.1 (0.58 to 2.25)
	1.2 (0.62 to 2.43)
	5.13 (0.9 to 33.17)
	2.35 (0.94 to 6.17)
	4.06 (0.29 to 121.46)
	1.55 (0.77 to 3.14)
	
	1.33 (0.69 to 2.63)

	Risperidone
	0.86 (0.54 to 1.37)
	0.83 (0.47 to 1.52)
	0.9 (0.55 to 1.5)
	3.83 (0.78 to 21.97)
	1.76 (0.77 to 4.17)
	2.98 (0.23 to 87.39)
	1.16 (0.64 to 2.03)
	0.75 (0.38 to 1.45)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.





Figure S81: Discontinuation due to adverse events – Comparison-adjusted funnel plot – random-effects model, base case network [image: ]
Figure S82: Discontinuation due to adverse events – Comparison-adjusted funnel plot – fixed-effects model, base case network [image: ]
Figure S83: Discontinuation due to adverse events – Comparison-adjusted funnel plot – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations[image: ]
≥ 7% increase in weight
Table S13‑37: ≥7% increase in weight – comparison of NMA results from base case and sensitivity analyses
	Treatment
	OR Treatment versus Placebo (95% CrI)

	
	Base case network
	Excluding studies with exclusively Asian populations
	Excluding studies with unclear weight gain threshold

	
	FE (DIC: 127.85)
	RE (DIC: 127.56)
	RE (DIC: 122.34)
	RE (DIC: 110.70)

	Aripiprazole
	2.62 (1.86, 3.73)
	2.54 (1.64, 3.98)
	2.62 (1.62, 4.18)
	2.51 (1.50, 4.11)

	Brexpiprazole
	2.66 (1.75, 4.09)
	2.67 (1.60, 4.54)
	2.59 (1.47, 4.56)
	2.99 (1.57, 5.94)

	Cariprazine
	2.23 (1.44, 3.51)
	2.27 (1.26, 4.18)
	2.27 (1.27, 4.21)
	2.26 (1.17, 4.54)

	KarXT
	0.47 (0.24, 0.87)
	0.48 (0.22, 1.04)
	0.48 (0.22, 1.06)
	0.49 (0.21, 1.16)

	Lumateperone
	2.34 (0.89, 7.02)
	2.37 (0.73, 8.52)
	2.40 (0.70, 8.43)
	2.36 (0.63, 9.66)

	Olanzapine
	3.42 (2.49, 4.77)
	3.34 (2.17, 5.01)
	3.32 (2.15, 5.05)
	3.07 (1.85, 4.96)

	Quetiapine
	6.16 (3.36, 11.71)
	6.18 (3.01, 13.61)
	6.21 (3.00, 14.07)
	7.60 (2.35, 33.68)

	Risperidone
	4.54 (3.14, 6.66)
	4.74 (3.07, 7.62)
	4.62 (2.98, 7.72)
	4.51 (2.58, 8.50)

	Comparator
	OR KarXT vs Comparator (95% CrI)

	Aripiprazole
	0.18 (0.08, 0.36)
	0.19 (0.08, 0.47)
	0.18 (0.07, 0.46)
	0.19 (0.07, 0.54)

	Brexpiprazole
	0.18 (0.08, 0.37)
	0.18 (0.07, 0.45)
	0.18 (0.07, 0.49)
	0.16 (0.05, 0.48)

	Cariprazine
	0.21 (0.09, 0.45)
	0.21 (0.08, 0.55)
	0.21 (0.08, 0.57)
	0.22 (0.07, 0.65)

	Lumateperone
	0.20 (0.06, 0.63)
	0.20 (0.04, 0.83)
	0.20 (0.05, 0.87)
	0.20 (0.04, 1.00)

	Olanzapine
	0.14 (0.07, 0.27)
	0.14 (0.06, 0.35)
	0.14 (0.06, 0.36)
	0.16 (0.06, 0.44)

	Quetiapine
	0.08 (0.03, 0.18)
	0.08 (0.03, 0.22)
	0.08 (0.03, 0.22)
	0.06 (0.01, 0.27)

	Risperidone
	0.10 (0.05, 0.21)
	0.10 (0.04, 0.24)
	0.10 (0.04, 0.25)
	0.11 (0.04, 0.30)

	Direct head-to-head meta-analyses

	Range of I2 values
	0-61%, considerable heterogeneity between studies for olanzapine versus placebo (61%)
	0-61%, substantial heterogeneity between studies for olanzapine versus placebo (61%)
	0-66%, substantial heterogeneity between studies for olanzapine versus placebo (66%)

	Node-splitting analyses

	IF estimates suggesting inconsistency
	-
	-
	-

	Key: CrI, credible interval; DIC, deviance information criterion; FE, fixed-effects; OR, odds ratio; RE, random-effects; IF, inconsistency factor; KarXT, xanomeline/trospium chloride
Notes: Pale yellow highlight indicates the base case model; statistically significant differences are highlighted in bold.


Figure S84: ≥7% increase in weight – distribution of potential effect modifiers by treatment node – base case network [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.36, 0.1, 0.12, 0.18, 0.36, and 0.72, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes.

Figure S85: ≥7% increase in weight – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with predominantly Asian populations [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test, except for mean PANSS positive score. The p-value for the ANOVA F-test is 0.3, 0.12, 0.28, 0.41, and 0.67, for percentage male, mean age, mean PANSS total score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. The Kruskal-Wallis rank sum test for mean PANSS positive score at baseline yielded a p-value of 0.3. This indicates no significant difference between treatment nodes.
Figure S86: ≥7% increase in weight – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with unclear weight gain threshold [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.71, 0.051, 0.11, 0.037, 0.39 and 0.34, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes, except for with respect to mean PANSS positive score. KarXT was among the most dissimilar nodes for this potential effect modifier. However, after applying a Bonferroni correction for six tests (p ≤ 0.0083), no treatment comparisons reached statistical significance.
Table S13‑38: ≥7% increase in weight – League tables – random-effects model, base case network – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	2.54 (1.64, 3.98)
	2.67 (1.60, 4.54)
	2.27 (1.26, 4.18)
	0.48 (0.22, 1.04)
	2.37 (0.73, 8.52)
	3.34 (2.17, 5.01)
	6.18 (3.01, 13.61)
	4.74 (3.07, 7.62)

	Aripiprazole
	
	1.04 (0.56, 2.04)
	0.89 (0.47, 1.75)
	0.19 (0.08, 0.47)
	0.93 (0.27, 3.61)
	1.31 (0.71, 2.39)
	2.42 (1.06, 6.04)
	1.86 (1.08, 3.36)

	Brexpiprazole
	0.96 (0.49, 1.79)
	
	0.85 (0.39, 1.84)
	0.18 (0.07, 0.45)
	0.89 (0.25, 3.51)
	1.25 (0.63, 2.39)
	2.30 (1.05, 5.32)
	1.78 (0.91, 3.53)

	Cariprazine
	1.13 (0.57, 2.12)
	1.18 (0.54, 2.54)
	
	0.21 (0.08, 0.55)
	1.05 (0.28, 4.19)
	1.47 (0.69, 2.94)
	2.72 (1.07, 7.11)
	2.08 (1.13, 4.08)

	KarXT
	5.32 (2.11, 12.9)
	5.56 (2.21, 14.44)
	4.74 (1.81, 12.28)
	
	4.99 (1.2, 22.48)
	6.96 (2.84, 16.62)
	13.02 (4.5, 38.02)
	9.93 (4.12, 24.25)

	Lumateperone
	1.08 (0.28, 3.76)
	1.12 (0.28, 4.06)
	0.95 (0.24, 3.60)
	0.2 (0.04, 0.83)
	
	1.39 (0.36, 4.87)
	2.60 (0.6, 11.03)
	2.00 (0.52, 7.27)

	Olanzapine
	0.76 (0.42, 1.41)
	0.80 (0.42, 1.59)
	0.68 (0.34, 1.45)
	0.14 (0.06, 0.35)
	0.72 (0.21, 2.77)
	
	1.85 (0.82, 4.54)
	1.42 (0.79, 2.75)

	Quetiapine
	0.41 (0.17, 0.94)
	0.43 (0.19, 0.95)
	0.37 (0.14, 0.93)
	0.08 (0.03, 0.22)
	0.39 (0.09, 1.67)
	0.54 (0.22, 1.22)
	
	0.77 (0.31, 1.82)

	Risperidone
	0.54 (0.3, 0.92)
	0.56 (0.28, 1.10)
	0.48 (0.25, 0.89)
	0.1 (0.04, 0.24)
	0.50 (0.14, 1.92)
	0.7 (0.36, 1.26)
	1.30 (0.55, 3.19)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑39: ≥7% increase in weight – League tables – fixed-effects model, base case network – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	2.62 (1.86 to 3.73)
	2.66 (1.75 to 4.09)
	2.23 (1.44 to 3.51)
	0.47 (0.24 to 0.87)
	2.34 (0.89 to 7.02)
	3.42 (2.49 to 4.77)
	6.16 (3.36 to 11.71)
	4.54 (3.14 to 6.66)

	Aripiprazole
	
	1.02 (0.6 to 1.72)
	0.85 (0.53 to 1.39)
	0.18 (0.08 to 0.36)
	0.89 (0.32 to 2.81)
	1.31 (0.81 to 2.11)
	2.35 (1.18 to 4.84)
	1.73 (1.12 to 2.68)

	Brexpiprazole
	0.98 (0.58 to 1.66)
	
	0.84 (0.46 to 1.53)
	0.89 (0.61 to 1.32)
	0.88 (0.31 to 2.83)
	1.29 (0.76 to 2.19)
	2.32 (1.24 to 4.42)
	1.71 (0.98 to 2.98)

	Cariprazine
	1.17 (0.72 to 1.9)
	1.19 (0.65 to 2.18)
	
	0.21 (0.09 to 0.45)
	1.05 (0.36 to 3.39)
	1.53 (0.88 to 2.65)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)

	KarXT
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)

	Lumateperone
	1.12 (0.36 to 3.12)
	1.14 (0.35 to 3.28)
	0.96 (0.29 to 2.77)
	0.89 (0.61 to 1.32)
	
	1.46 (0.47 to 4.08)
	2.63 (0.75 to 8.38)
	1.94 (0.61 to 5.47)

	Olanzapine
	0.77 (0.47 to 1.23)
	0.78 (0.46 to 1.32)
	0.65 (0.38 to 1.14)
	0.14 (0.07 to 0.27)
	0.68 (0.25 to 2.15)
	
	1.8 (0.91 to 3.68)
	1.33 (0.81 to 2.18)

	Quetiapine
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.38 (0.12 to 1.33)
	0.56 (0.27 to 1.1)
	
	0.74 (0.35 to 1.49)

	Risperidone
	0.89 (0.61 to 1.32)
	0.59 (0.34 to 1.02)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.51 (0.18 to 1.63)
	0.75 (0.46 to 1.24)
	1.36 (0.67 to 2.83)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑40: ≥7% increase in weight – League tables – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations – OR (95% CrI)
	Treatment (column versus row)

	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	2.62 (1.62 to 4.18)
	2.59 (1.47 to 4.56)
	2.27 (1.27 to 4.21)
	0.48 (0.22 to 1.06)
	2.4 (0.7 to 8.43)
	3.32 (2.15 to 5.05)
	6.21 (3 to 14.07)
	4.62 (2.98 to 7.72)

	Aripiprazole
	
	0.99 (0.5 to 2)
	0.86 (0.45 to 1.75)
	0.18 (0.07 to 0.46)
	0.91 (0.25 to 3.52)
	1.27 (0.67 to 2.38)
	2.39 (1.02 to 6.05)
	1.77 (1.01 to 3.31)

	Brexpiprazole
	1.01 (0.5 to 1.99)
	
	0.87 (0.39 to 2.03)
	0.18 (0.07 to 0.49)
	0.93 (0.24 to 3.64)
	1.28 (0.63 to 2.56)
	2.41 (1.09 to 5.6)
	1.79 (0.89 to 3.81)

	Cariprazine
	1.16 (0.57 to 2.22)
	1.14 (0.49 to 2.55)
	
	0.21 (0.08 to 0.57)
	1.06 (0.26 to 4.17)
	1.47 (0.68 to 2.96)
	2.76 (1.07 to 7.37)
	2.04 (1.08 to 3.94)

	KarXT
	5.47 (2.19 to 13.51)
	5.45 (2.03 to 14.11)
	4.75 (1.76 to 12.93)
	
	5.07 (1.15 to 21.42)
	6.97 (2.8 to 16.56)
	13.1 (4.47 to 39.27)
	9.67 (3.96 to 24.46)

	Lumateperone
	1.1 (0.28 to 4.02)
	1.08 (0.27 to 4.14)
	0.94 (0.24 to 3.79)
	0.2 (0.05 to 0.87)
	
	1.39 (0.36 to 5.1)
	2.61 (0.6 to 11.32)
	1.93 (0.51 to 7.37)

	Olanzapine
	0.79 (0.42 to 1.5)
	0.78 (0.39 to 1.58)
	0.68 (0.34 to 1.47)
	0.14 (0.06 to 0.36)
	0.72 (0.2 to 2.75)
	
	1.87 (0.81 to 4.72)
	1.39 (0.76 to 2.76)

	Quetiapine
	0.42 (0.17 to 0.98)
	0.42 (0.18 to 0.92)
	0.36 (0.14 to 0.94)
	0.08 (0.03 to 0.22)
	0.38 (0.09 to 1.66)
	0.53 (0.21 to 1.23)
	
	0.74 (0.3 to 1.79)

	Risperidone
	0.57 (0.3 to 0.99)
	0.56 (0.26 to 1.13)
	0.49 (0.25 to 0.93)
	0.1 (0.04 to 0.25)
	0.52 (0.14 to 1.94)
	0.72 (0.36 to 1.31)
	1.35 (0.56 to 3.35)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑41: ≥7% increase in weight – League tables – random-effects model, sensitivity analysis excluding studies with unclear weight gain threshold – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	2.51 (1.5 to 4.11)
	2.99 (1.57 to 5.94)
	2.26 (1.17 to 4.54)
	0.49 (0.21 to 1.16)
	2.36 (0.63 to 9.66)
	3.07 (1.85 to 4.96)
	7.6 (2.35 to 33.68)
	4.51 (2.58 to 8.5)

	Aripiprazole
	
	1.19 (0.56 to 2.73)
	0.9 (0.44 to 1.95)
	0.19 (0.07 to 0.54)
	0.94 (0.23 to 4.19)
	1.23 (0.61 to 2.47)
	3.07 (0.85 to 14.64)
	1.8 (0.96 to 3.66)

	Brexpiprazole
	0.84 (0.37 to 1.8)
	
	0.75 (0.29 to 1.94)
	0.16 (0.05 to 0.48)
	0.79 (0.18 to 3.63)
	1.03 (0.44 to 2.28)
	2.56 (0.65 to 12.54)
	1.51 (0.63 to 3.69)

	Cariprazine
	1.11 (0.51 to 2.29)
	1.33 (0.52 to 3.41)
	
	0.22 (0.07 to 0.65)
	1.05 (0.23 to 4.92)
	1.37 (0.57 to 3.07)
	3.4 (0.85 to 17.03)
	2 (0.96 to 4.33)

	KarXT
	5.16 (1.84 to 13.52)
	6.15 (2.09 to 18.34)
	4.63 (1.55 to 13.75)
	
	4.88 (1 to 24.91)
	6.32 (2.26 to 16.5)
	15.69 (3.67 to 85.48)
	9.27 (3.3 to 26.96)

	Lumateperone
	1.06 (0.24 to 4.32)
	1.26 (0.28 to 5.68)
	0.95 (0.2 to 4.29)
	0.2 (0.04 to 1)
	
	1.31 (0.29 to 5.25)
	3.29 (0.53 to 23.66)
	1.91 (0.44 to 8.43)

	Olanzapine
	0.81 (0.41 to 1.64)
	0.97 (0.44 to 2.3)
	0.73 (0.33 to 1.76)
	0.16 (0.06 to 0.44)
	0.76 (0.19 to 3.46)
	
	2.5 (0.7 to 11.74)
	1.47 (0.7 to 3.36)

	Quetiapine
	0.33 (0.07 to 1.18)
	0.39 (0.08 to 1.54)
	0.29 (0.06 to 1.18)
	0.06 (0.01 to 0.27)
	0.3 (0.04 to 1.9)
	0.4 (0.09 to 1.43)
	
	0.59 (0.12 to 2.25)

	Risperidone
	0.56 (0.27 to 1.04)
	0.66 (0.27 to 1.59)
	0.5 (0.23 to 1.04)
	0.11 (0.04 to 0.3)
	0.52 (0.12 to 2.29)
	0.68 (0.3 to 1.43)
	1.7 (0.44 to 8.13)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Figure S87: ≥7% increase in weight – Comparison-adjusted funnel plot – random-effects model, base case network [image: ]
Figure S88: ≥7% increase in weight – Comparison-adjusted funnel plot – fixed-effects model, base case network [image: ]
Figure S89: ≥7% increase in weight – Comparison-adjusted funnel plot – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations [image: ]
Figure S90: ≥7% increase in weight – Comparison-adjusted funnel plot – random-effects model, sensitivity analysis excluding studies with outlier placebo effect size [image: ]
Sedation
Table S13‑42: Sedation – comparison of NMA results from base case and sensitivity analyses
	Treatment
	OR Treatment versus Placebo (95% CrI)

	
	Base case network
	Excluding studies with exclusively Asian populations
	Excluding studies with placebo effect outliers

	
	FE (DIC: 63.35)
	RE (DIC: 64.58)
	RE (DIC: 62.35)
	RE (DIC: 56.68)

	Aripiprazole
	5.80 (1.17, 35.07)
	6.39 (1.04, 59.52)
	6.95 (1.13, 67.40)
	8.03 (1.01, 153.17)

	Brexpiprazole
	2.06 (0.98, 4.48)
	2.25 (0.92, 6.82)
	2.29 (0.92, 7.40)
	2.60 (0.82, 13.07)

	Cariprazine
	1.07 (0.62, 1.88)
	1.05 (0.42, 2.54)
	1.08 (0.39, 2.81)
	1.35 (0.19, 8.17)

	KarXT
	1.00 (0.17, 5.83)
	1.02 (0.14, 6.95)
	1.00 (0.14, 7.04)
	0.99 (0.11, 9.18)

	Lumateperone
	2.63 (1.13, 6.65)
	2.66 (0.67, 10.58)
	2.64 (0.62, 11.59)
	2.67 (0.34, 21.51)

	Olanzapine
	3.43 (1.71, 7.40)
	3.49 (1.27, 10.28)
	3.44 (1.21, 11.17)
	5.23 (0.62, 51.77)

	Quetiapine
	2.47 (1.33, 4.96)
	2.54 (1.00, 7.24)
	2.58 (0.97, 7.68)
	3.25 (0.47, 25.71)

	Risperidone
	2.18 (1.21, 3.93)
	2.10 (0.91, 4.61)
	2.27 (0.87, 5.50)
	2.25 (0.65, 6.27)

	Comparator
	OR KarXT vs Comparator (95% CrI)

	Aripiprazole
	0.17 (0.01, 1.85)
	0.16 (0.01, 2.06)
	0.14 (0.01, 2.02)
	0.12 (0.00, 2.44)

	Brexpiprazole
	0.49 (0.07, 3.30)
	0.45 (0.04, 3.75)
	0.43 (0.04, 3.66)
	0.37 (0.02, 4.60)

	Cariprazine
	0.93 (0.15, 5.89)
	0.99 (0.11, 8.06)
	0.93 (0.10, 8.53)
	0.74 (0.05, 13.95)

	Lumateperone
	0.38 (0.05, 2.67)
	0.39 (0.04, 3.99)
	0.37 (0.03, 4.34)
	0.37 (0.02, 7.41)

	Olanzapine
	0.29 (0.04, 1.94)
	0.29 (0.03, 2.49)
	0.29 (0.03, 2.60)
	0.19 (0.01, 4.20)

	Quetiapine
	0.40 (0.06, 2.63)
	0.40 (0.04, 3.34)
	0.38 (0.04, 3.43)
	0.30 (0.02, 6.12)

	Risperidone
	0.46 (0.07, 2.94)
	0.49 (0.06, 4.11)
	0.44 (0.05, 3.85)
	0.44 (0.04, 5.93)

	Direct head-to-head meta-analyses

	Range of I2 values
	0-24%
	0-24%
	0-8%

	Node-splitting analyses

	IF estimates suggesting inconsistency
	-
	-
	-

	Key: CrI, credible interval; DIC, deviance information criterion; FE, fixed-effects; OR, odds ratio; RE, random-effects; IF, inconsistency factor; KarXT, xanomeline/trospium chloride
Notes: Pale yellow highlight indicates the base case model; statistically significant differences are highlighted in bold.


Figure S91: Sedation – distribution of potential effect modifiers by treatment node – base case network [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test, except for mean PANSS total score. The p-value for the ANOVA F-test is 0.56, 0.69, 0.62, 0.13 and 0.47, for percentage male, mean age, mean positive score at baseline, mean PANSS negative score, and mean CGI-S score at baseline, respectively. The Kruskal-Wallis rank sum test for mean PANSS total score yielded a p-value of 0.2. This indicates no significant difference between treatment nodes.  
Figure S92: Sedation – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with predominantly Asian populations [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test, except for mean PANSS total score. The p-value for the ANOVA F-test is 0.31, 0.46, 0.62, 0.13 and 0.47, for percentage male, mean age, mean positive score at baseline, mean PANSS negative score, and mean CGI-S score at baseline, respectively. The Kruskal-Wallis rank sum test for mean PANSS total score yielded a p-value of 0.2. This indicates no significant difference between treatment nodes.  
Figure S93: Sedation – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with outlier placebo effect size [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test, except for mean PANSS total score. The p-value for the ANOVA F-test is 0.49, 0.67, 0.58, 0.11 and 0.49, for percentage male, mean age, mean positive score at baseline, mean PANSS negative score, and mean CGI-S score at baseline, respectively. The Kruskal-Wallis rank sum test for mean PANSS total score yielded a p-value of 0.2. This indicates no significant difference between treatment nodes. 
Table S13‑43: Sedation – League tables – random-effects model, base case network – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	6.39 (1.04, 59.52)
	2.25 (0.92, 6.82)
	1.05 (0.42, 2.54)
	1.02 (0.14, 6.95)
	2.66 (0.67, 10.58)
	3.49 (1.27, 10.28)
	2.54 (1, 7.24)
	2.1 (0.91, 4.61)

	Aripiprazole
	
	0.35 (0.04, 2.14)
	0.16 (0.01, 1.18)
	0.16 (0.01, 2.06)
	0.42 (0.03, 3.73)
	0.54 (0.05, 4.27)
	0.4 (0.04, 2.86)
	0.33 (0.03, 2.31)

	Brexpiprazole
	2.88 (0.47, 22.94)
	
	0.47 (0.11, 1.59)
	0.45 (0.04, 3.75)
	1.19 (0.19, 5.73)
	1.55 (0.34, 6.01)
	1.13 (0.32, 3.5)
	0.94 (0.22, 3.00)

	Cariprazine
	6.12 (0.85, 68.59)
	2.15 (0.63, 9.44)
	
	0.99 (0.11, 8.06)
	2.53 (0.49, 13.58)
	3.33 (0.88, 13.98)
	2.43 (0.69, 9.83)
	2.01 (0.7, 5.38)

	KarXT
	6.44 (0.49, 136.56)
	2.23 (0.27, 22.29)
	1.01 (0.12, 8.71)
	
	2.59 (0.25, 28.31)
	3.45 (0.4, 32.34)
	2.52 (0.3, 24.05)
	2.03 (0.24, 17.47)

	Lumateperone
	2.41 (0.27, 33.84)
	0.84 (0.17, 5.32)
	0.39 (0.07, 2.03)
	0.39 (0.04, 3.99)
	
	1.32 (0.23, 7.54)
	0.96 (0.18, 5.73)
	0.79 (0.15, 3.76)

	Olanzapine
	1.84 (0.23, 21.03)
	0.64 (0.17, 2.93)
	0.3 (0.07, 1.13)
	0.29 (0.03, 2.49)
	0.76 (0.13, 4.26)
	
	0.72 (0.18, 3.18)
	0.6 (0.15, 2.15)

	Quetiapine
	2.51 (0.35, 25.69)
	0.88 (0.29, 3.09)
	0.41 (0.1, 1.46)
	0.4 (0.04, 3.34)
	1.05 (0.17, 5.45)
	1.38 (0.31, 5.62)
	
	0.83 (0.21, 2.7)

	Risperidone
	3.07 (0.43, 34.7)
	1.07 (0.33, 4.49)
	0.5 (0.19, 1.44)
	0.49 (0.06, 4.11)
	1.26 (0.27, 6.77)
	1.67 (0.46, 6.8)
	1.21 (0.37, 4.8)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑44: Sedation – League tables – fixed-effects model, base case network – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	5.8 (1.17 to 35.07)
	2.06 (0.98 to 4.48)
	1.07 (0.62 to 1.88)
	1 (0.17 to 5.83)
	2.63 (1.13 to 6.65)
	3.43 (1.71 to 7.4)
	2.47 (1.33 to 4.96)
	2.18 (1.21 to 3.93)

	Aripiprazole
	
	0.35 (0.06 to 1.83)
	0.19 (0.03 to 1.01)
	0.17 (0.01 to 1.85)
	0.46 (0.06 to 2.89)
	0.59 (0.09 to 3.5)
	0.43 (0.07 to 2.36)
	0.38 (0.06 to 2.07)

	Brexpiprazole
	2.83 (0.55 to 16.95)
	
	0.52 (0.2 to 1.32)
	0.49 (0.07 to 3.3)
	1.28 (0.41 to 4.17)
	1.67 (0.59 to 4.84)
	1.2 (0.52 to 2.81)
	1.06 (0.4 to 2.73)

	Cariprazine
	5.39 (0.99 to 35.5)
	1.92 (0.76 to 4.92)
	
	0.93 (0.15 to 5.89)
	2.46 (0.89 to 7.14)
	3.2 (1.31 to 8.21)
	2.31 (1 to 5.56)
	2.03 (1.13 to 3.64)

	KarXT
	5.84 (0.54 to 70.51)
	2.05 (0.3 to 14.01)
	1.07 (0.17 to 6.82)
	
	2.64 (0.37 to 19.2)
	3.44 (0.52 to 23.25)
	2.49 (0.38 to 16.3)
	2.17 (0.34 to 14.01)

	Lumateperone
	2.19 (0.35 to 15.76)
	0.78 (0.24 to 2.46)
	0.41 (0.14 to 1.12)
	0.38 (0.05 to 2.67)
	
	1.3 (0.41 to 4.06)
	0.94 (0.31 to 2.82)
	0.82 (0.28 to 2.32)

	Olanzapine
	1.68 (0.29 to 11.64)
	0.6 (0.21 to 1.69)
	0.31 (0.12 to 0.76)
	0.29 (0.04 to 1.94)
	0.77 (0.25 to 2.43)
	
	0.72 (0.27 to 1.91)
	0.63 (0.24 to 1.58)

	Quetiapine
	2.33 (0.42 to 15.13)
	0.83 (0.36 to 1.91)
	0.43 (0.18 to 1)
	0.4 (0.06 to 2.63)
	1.07 (0.35 to 3.2)
	1.38 (0.52 to 3.75)
	
	0.88 (0.36 to 2.08)

	Risperidone
	2.66 (0.48 to 17.73)
	0.94 (0.37 to 2.51)
	0.49 (0.27 to 0.89)
	0.46 (0.07 to 2.94)
	1.21 (0.43 to 3.59)
	1.58 (0.63 to 4.13)
	1.14 (0.48 to 2.82)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑45: Sedation – League tables – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	6.95 (1.13 to 67.4)
	2.29 (0.92 to 7.4)
	1.08 (0.39 to 2.81)
	1 (0.14 to 7.04)
	2.64 (0.62 to 11.59)
	3.44 (1.21 to 11.17)
	2.58 (0.97 to 7.68)
	2.27 (0.87 to 5.5)

	Aripiprazole
	
	0.33 (0.04 to 2.1)
	0.15 (0.01 to 1.2)
	0.14 (0.01 to 2.02)
	0.38 (0.02 to 3.79)
	0.5 (0.04 to 4.11)
	0.37 (0.03 to 2.75)
	0.33 (0.03 to 2.41)

	Brexpiprazole
	3.02 (0.48 to 24.02)
	
	0.47 (0.1 to 1.68)
	0.43 (0.04 to 3.66)
	1.16 (0.17 to 6.18)
	1.52 (0.31 to 6.2)
	1.12 (0.29 to 3.62)
	0.99 (0.21 to 3.43)

	Cariprazine
	6.45 (0.83 to 77.45)
	2.11 (0.59 to 10.28)
	
	0.93 (0.1 to 8.53)
	2.46 (0.43 to 14.97)
	3.2 (0.79 to 14.97)
	2.38 (0.62 to 10.69)
	2.12 (0.67 to 6.22)

	KarXT
	7.03 (0.49 to 144)
	2.35 (0.27 to 23.72)
	1.08 (0.12 to 9.85)
	
	2.7 (0.23 to 32.42)
	3.46 (0.38 to 34.9)
	2.61 (0.29 to 25.31)
	2.26 (0.26 to 19.69)

	Lumateperone
	2.63 (0.26 to 40.44)
	0.86 (0.16 to 6.06)
	0.41 (0.07 to 2.31)
	0.37 (0.03 to 4.34)
	
	1.31 (0.21 to 8.65)
	0.97 (0.17 to 6.23)
	0.86 (0.15 to 4.54)

	Olanzapine
	1.98 (0.24 to 24.75)
	0.66 (0.16 to 3.28)
	0.31 (0.07 to 1.26)
	0.29 (0.03 to 2.6)
	0.76 (0.12 to 4.87)
	
	0.74 (0.17 to 3.41)
	0.66 (0.14 to 2.54)

	Quetiapine
	2.7 (0.36 to 29.18)
	0.89 (0.28 to 3.41)
	0.42 (0.09 to 1.62)
	0.38 (0.04 to 3.43)
	1.03 (0.16 to 5.92)
	1.35 (0.29 to 5.94)
	
	0.88 (0.2 to 3.21)

	Risperidone
	3.06 (0.41 to 35.42)
	1.01 (0.29 to 4.74)
	0.47 (0.16 to 1.5)
	0.44 (0.05 to 3.85)
	1.16 (0.22 to 6.87)
	1.52 (0.39 to 7.09)
	1.14 (0.31 to 4.95)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑46: Sedation – League tables – random-effects model, sensitivity analysis excluding studies with outlier placebo effect size – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	8.03 (1.01 to 153.17)
	2.6 (0.82 to 13.07)
	1.35 (0.19 to 8.17)
	0.99 (0.11 to 9.18)
	2.67 (0.34 to 21.51)
	5.23 (0.62 to 51.77)
	3.25 (0.47 to 25.71)
	2.25 (0.65 to 6.27)

	Aripiprazole
	
	0.33 (0.02 to 2.68)
	0.17 (0 to 2.19)
	0.12 (0 to 2.44)
	0.34 (0.01 to 5.21)
	0.65 (0.02 to 11.27)
	0.4 (0.01 to 5.4)
	0.28 (0.01 to 2.58)

	Brexpiprazole
	3.07 (0.37 to 40.49)
	
	0.52 (0.04 to 3.78)
	0.37 (0.02 to 4.6)
	1.05 (0.07 to 9.42)
	2.04 (0.13 to 21.48)
	1.24 (0.15 to 7.88)
	0.88 (0.1 to 3.83)

	Cariprazine
	5.99 (0.46 to 242.29)
	1.91 (0.26 to 27.62)
	
	0.74 (0.05 to 13.95)
	1.99 (0.14 to 34.26)
	3.94 (0.24 to 80.04)
	2.42 (0.19 to 42.23)
	1.71 (0.25 to 10.02)

	KarXT
	8.35 (0.41 to 330.87)
	2.69 (0.22 to 41.86)
	1.36 (0.07 to 21.87)
	
	2.7 (0.13 to 54.05)
	5.33 (0.24 to 119.65)
	3.32 (0.16 to 66.63)
	2.26 (0.17 to 25.01)

	Lumateperone
	2.96 (0.19 to 120.87)
	0.95 (0.11 to 15.23)
	0.5 (0.03 to 7.26)
	0.37 (0.02 to 7.41)
	
	1.96 (0.11 to 41.37)
	1.21 (0.07 to 24.81)
	0.85 (0.07 to 7.48)

	Olanzapine
	1.53 (0.09 to 60.98)
	0.49 (0.05 to 7.88)
	0.25 (0.01 to 4.23)
	0.19 (0.01 to 4.2)
	0.51 (0.02 to 9.5)
	
	0.62 (0.03 to 12.27)
	0.43 (0.03 to 4.34)

	Quetiapine
	2.49 (0.19 to 73.56)
	0.8 (0.13 to 6.7)
	0.41 (0.02 to 5.34)
	0.3 (0.02 to 6.12)
	0.83 (0.04 to 13.72)
	1.62 (0.08 to 30.77)
	
	0.7 (0.06 to 5.65)

	Risperidone
	3.59 (0.39 to 97.29)
	1.14 (0.26 to 9.64)
	0.59 (0.1 to 3.98)
	0.44 (0.04 to 5.93)
	1.17 (0.13 to 14.04)
	2.31 (0.23 to 34.26)
	1.44 (0.18 to 17.85)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



[bookmark: _Ref213857422][bookmark: _Ref14307878][bookmark: _Ref14170253]Figure S94: Sedation – Comparison-adjusted funnel plot – random-effects model, base case network [image: ]
Figure S95: Sedation – Comparison-adjusted funnel plot – fixed-effects model, base case network [image: ]
Figure S96: Sedation – Comparison-adjusted funnel plot – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations [image: ]
Figure S97: Sedation – Comparison-adjusted funnel plot – random-effects model, sensitivity analysis excluding studies with outlier placebo effect size [image: ]
Somnolence
Table S13‑47: Somnolence – comparison of NMA results from base case and sensitivity analyses
	Treatment
	OR Treatment versus Placebo (95% CrI)

	
	Base case network
	Excluding studies with predominantly Asian populations
	Excluding studies with placebo effect outliers

	
	FE (DIC: 103.13)
	RE (DIC: 104.64)
	RE (DIC: 96.08)
	RE (DIC: 96.21)

	Aripiprazole
	1.29 (0.82, 2.05)
	1.28 (0.74, 2.20)
	1.31 (0.75, 2.28)
	1.49 (0.66, 3.35)

	Brexpiprazole
	0.98 (0.55, 1.73)
	1.00 (0.53, 1.92)
	0.99 (0.52, 1.88)
	1.03 (0.54, 2.09)

	Cariprazine
	1.00 (0.25, 4.30)
	0.98 (0.22, 4.63)
	NA
	0.98 (0.20, 4.99)

	KarXT
	1.49 (0.63, 3.73)
	1.49 (0.61, 4.15)
	1.52 (0.63, 4.15)
	1.56 (0.59, 4.46)

	Lumateperone
	5.31 (2.21, 14.85)
	5.28 (1.88, 16.81)
	5.40 (1.84, 17.05)
	5.22 (1.68, 18.49)

	Olanzapine
	3.55 (2.44, 5.28)
	3.64 (2.41, 5.83)
	3.62 (2.37, 5.89)
	4.18 (2.50, 7.54)

	Quetiapine
	4.95 (3.02, 8.43)
	4.98 (2.85, 9.16)
	5.00 (2.83, 9.13)
	5.07 (2.73, 10.16)

	Risperidone
	1.37 (0.82, 2.30)
	1.33 (0.74, 2.36)
	1.53 (0.83, 2.80)
	1.19 (0.40, 3.21)

	Comparator
	OR KarXT vs Comparator (95% CrI)

	Aripiprazole
	1.16 (0.44, 3.21)
	1.17 (0.41, 3.63)
	1.16 (0.40, 3.70)
	1.05 (0.30, 4.01)

	Brexpiprazole
	1.54 (0.54, 4.46)
	1.50 (0.49, 4.91)
	1.54 (0.52, 5.22)
	1.51 (0.45, 5.18)

	Cariprazine
	1.50 (0.28, 7.85)
	1.54 (0.26, 9.02)
	NA
	1.62 (0.23, 10.76)

	Lumateperone
	0.28 (0.07, 0.99)
	0.28 (0.07, 1.22)
	0.28 (0.07, 1.23)
	0.30 (0.06, 1.44)

	Olanzapine
	0.42 (0.16, 1.13)
	0.41 (0.15, 1.18)
	0.42 (0.15, 1.22)
	0.38 (0.12, 1.17)

	Quetiapine
	0.30 (0.11, 0.86)
	0.30 (0.10, 0.96)
	0.30 (0.10, 0.97)
	0.31 (0.09, 1.04)

	Risperidone
	1.09 (0.40, 3.11)
	1.12 (0.39, 3.65)
	1.01 (0.34, 3.25)
	1.34 (0.33, 6.00)

	Direct head-to-head meta-analyses

	Range of I2 values
	0-57%, substantial heterogeneity between studies for quetiapine versus placebo (57%)
	0-57%, substantial heterogeneity between studies for quetiapine versus placebo (57%)
	0-57%, substantial heterogeneity between studies for quetiapine versus placebo (57%)

	Node-splitting analyses

	IF estimates suggesting inconsistency
	Brexpiprazole versus aripiprazole IF: 5.60 × 1019 (95% CrI 5.12, 6.12 × 1038)
	Brexpiprazole versus aripiprazole IF: 6.80 x 1028 (95% CrI 1.23 x 1012, 3.76 × 1045)
	Brexpiprazole versus aripiprazole IF: 7.83 x 1011 (95% CrI 0, 1.16 × 1028)

	Key: CrI, credible interval; DIC, deviance information criterion; FE, fixed-effects; OR, odds ratio; RE, random-effects; IF, inconsistency factor; KarXT, xanomeline/trospium chloride
Notes: Pale yellow highlight indicates the base case model; statistically significant differences are highlighted in bold.


Figure S98: Somnolence – distribution of potential effect modifiers by treatment node – base case network [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.51, 0.14, 0.12, 0.84, 0.27, and 0.45, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes.

Figure S99: Somnolence – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with predominantly Asian populations [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.36, 0.11, 0.12, 0.84, 0.27, and 0.45, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes.

Figure S100: Somnolence – distribution of potential effect modifiers by treatment node – sensitivity analysis excluding studies with outlier placebo effect size [image: ]
The normality assumption of the ANOVA residuals for each potential effect modifier was confirmed by the Shapiro-Wilk normality test. The p-value for the ANOVA F-test is 0.44, 0.16, 0.23, 0.92, 0.32, and 0.57, for percentage male, mean age, mean PANSS total score, mean PANSS positive score, mean PANSS negative score, and mean CGI-S score at baseline, respectively. This indicates no significant difference between treatment nodes.

Table S13‑48: Somnolence – League tables – random-effects model, base case network – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	1.28 (0.74, 2.2)
	1 (0.53, 1.92)
	0.98 (0.22, 4.63)
	1.49 (0.61, 4.15)
	5.28 (1.88, 16.81)
	3.64 (2.41, 5.83)
	4.98 (2.85, 9.16)
	1.33 (0.74, 2.36)

	Aripiprazole
	
	0.78 (0.35, 1.83)
	0.77 (0.16, 3.99)
	1.17 (0.41, 3.63)
	4.15 (1.33, 14.9)
	2.86 (1.47, 6)
	3.92 (1.79, 8.95)
	1.04 (0.52, 2.04)

	Brexpiprazole
	1.29 (0.55, 2.89)
	
	1 (0.19, 5.12)
	1.5 (0.49, 4.91)
	5.34 (1.56, 19.92)
	3.67 (1.71, 8.06)
	5.02 (2.36, 10.47)
	1.33 (0.55, 3.08)

	Cariprazine
	1.29 (0.25, 6.08)
	1 (0.2, 5.17)
	
	1.54 (0.26, 9.02)
	5.42 (0.82, 34.83)
	3.72 (0.75, 17.84)
	5.08 (0.99, 25.44)
	1.33 (0.28, 6.08)

	KarXT
	0.85 (0.28, 2.44)
	0.67 (0.2, 2.04)
	0.65 (0.11, 3.86)
	
	3.57 (0.82, 14.73)
	2.46 (0.85, 6.54)
	3.37 (1.04, 9.75)
	0.89 (0.27, 2.58)

	Lumateperone
	0.24 (0.07, 0.75)
	0.19 (0.05, 0.64)
	0.18 (0.03, 1.22)
	0.28 (0.07, 1.22)
	
	0.69 (0.2, 2.18)
	0.94 (0.26, 3.06)
	0.25 (0.07, 0.81)

	Olanzapine
	0.35 (0.17, 0.68)
	0.27 (0.12, 0.58)
	0.27 (0.06, 1.33)
	0.41 (0.15, 1.18)
	1.45 (0.46, 4.98)
	
	1.37 (0.66, 2.84)
	0.37 (0.17, 0.73)

	Quetiapine
	0.26 (0.11, 0.56)
	0.2 (0.1, 0.42)
	0.2 (0.04, 1.01)
	0.3 (0.1, 0.96)
	1.06 (0.33, 3.83)
	0.73 (0.35, 1.52)
	
	0.27 (0.12, 0.59)

	Risperidone
	0.96 (0.49, 1.93)
	0.75 (0.32, 1.81)
	0.75 (0.16, 3.56)
	1.12 (0.39, 3.65)
	4 (1.24, 14.77)
	2.73 (1.37, 5.87)
	3.76 (1.7, 8.66)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.




Table S13‑49: Somnolence – League tables – fixed-effects model, base case network – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Cariprazine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	1.29 (0.82 to 2.05)
	0.98 (0.55 to 1.73)
	1 (0.25 to 4.3)
	1.49 (0.63 to 3.73)
	5.31 (2.21 to 14.85)
	3.55 (2.44 to 5.28)
	4.95 (3.02 to 8.43)
	1.37 (0.82 to 2.3)

	Aripiprazole
	
	0.76 (0.37 to 1.54)
	0.77 (0.18 to 3.51)
	1.16 (0.44 to 3.21)
	4.14 (1.52 to 12.8)
	2.76 (1.52 to 5.03)
	3.85 (1.97 to 7.67)
	1.06 (0.6 to 1.87)

	Brexpiprazole
	1.32 (0.65 to 2.72)
	
	1.02 (0.23 to 4.91)
	1.54 (0.54 to 4.46)
	5.48 (1.9 to 17.47)
	3.64 (1.83 to 7.3)
	5.08 (2.73 to 9.74)
	1.41 (0.65 to 3.01)

	Cariprazine
	1.29 (0.29 to 5.48)
	0.98 (0.2 to 4.41)
	
	1.5 (0.28 to 7.85)
	5.4 (0.98 to 29.56)
	3.56 (0.79 to 14.87)
	5 (1.06 to 21.94)
	1.38 (0.31 to 5.65)

	KarXT
	0.86 (0.31 to 2.29)
	0.65 (0.22 to 1.85)
	0.67 (0.13 to 3.59)
	
	3.57 (1.01 to 13.64)
	2.38 (0.88 to 6.16)
	3.32 (1.17 to 9.22)
	0.91 (0.32 to 2.53)

	Lumateperone
	0.24 (0.08 to 0.66)
	0.18 (0.06 to 0.53)
	0.19 (0.03 to 1.02)
	0.28 (0.07 to 0.99)
	
	0.67 (0.22 to 1.74)
	0.93 (0.3 to 2.6)
	0.26 (0.08 to 0.72)

	Olanzapine
	0.36 (0.2 to 0.66)
	0.27 (0.14 to 0.55)
	0.28 (0.07 to 1.26)
	0.42 (0.16 to 1.13)
	1.49 (0.57 to 4.48)
	
	1.4 (0.74 to 2.69)
	0.39 (0.2 to 0.73)

	Quetiapine
	0.26 (0.13 to 0.51)
	0.2 (0.1 to 0.37)
	0.2 (0.05 to 0.94)
	0.3 (0.11 to 0.86)
	1.07 (0.38 to 3.35)
	0.72 (0.37 to 1.35)
	
	0.28 (0.13 to 0.57)

	Risperidone
	0.94 (0.53 to 1.67)
	0.71 (0.33 to 1.53)
	0.73 (0.18 to 3.2)
	1.09 (0.4 to 3.11)
	3.89 (1.39 to 12.25)
	2.59 (1.37 to 4.96)
	3.62 (1.77 to 7.55)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.



Table S13‑50: Somnolence – League tables – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	1.31 (0.75 to 2.28)
	0.99 (0.52 to 1.88)
	1.52 (0.63 to 4.15)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	1.53 (0.83 to 2.8)

	Aripiprazole
	
	0.75 (0.33 to 1.74)
	1.16 (0.4 to 3.7)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	1.16 (0.59 to 2.3)

	Brexpiprazole
	1.33 (0.57 to 3.03)
	
	1.54 (0.52 to 5.22)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	1.54 (0.63 to 3.77)

	KarXT
	0.86 (0.27 to 2.48)
	0.65 (0.19 to 1.93)
	
	3.54 (0.81 to 15.11)
	2.36 (0.82 to 6.66)
	0.89 (0.61 to 1.32)
	0.99 (0.31 to 2.92)

	Lumateperone
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.28 (0.07 to 1.23)
	
	0.67 (0.2 to 2.21)
	0.93 (0.26 to 3.22)
	0.89 (0.61 to 1.32)

	Olanzapine
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.42 (0.15 to 1.22)
	1.48 (0.45 to 5.07)
	
	1.38 (0.66 to 2.79)
	0.42 (0.19 to 0.87)

	Quetiapine
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	1.08 (0.31 to 3.85)
	0.72 (0.36 to 1.52)
	
	0.89 (0.61 to 1.32)

	Risperidone
	0.87 (0.43 to 1.71)
	0.65 (0.27 to 1.58)
	1.01 (0.34 to 3.25)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.




[bookmark: _Ref214011022]Table S13‑51: Somnolence – League tables – random-effects model, sensitivity analysis excluding studies with outlier placebo effect size – OR (95% CrI)
	Treatment (column versus row)
	Aripiprazole
	Brexpiprazole
	Clozapine
	KarXT
	Lumateperone
	Olanzapine
	Quetiapine
	Risperidone

	Placebo
	1.49 (0.66 to 3.35)
	1.03 (0.54 to 2.09)
	0.98 (0.2 to 4.99)
	1.56 (0.59 to 4.46)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	1.19 (0.4 to 3.21)

	Aripiprazole
	
	0.69 (0.26 to 2.01)
	0.65 (0.11 to 4.11)
	1.05 (0.3 to 4.01)
	3.46 (0.89 to 15.69)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.79 (0.21 to 2.86)

	Brexpiprazole
	1.46 (0.5 to 3.86)
	
	0.95 (0.17 to 5.38)
	1.51 (0.45 to 5.18)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	0.89 (0.61 to 1.32)
	1.14 (0.31 to 3.76)

	Cariprazine
	1.53 (0.24 to 8.9)
	1.06 (0.19 to 5.98)
	
	1.62 (0.23 to 10.76)
	5.42 (0.75 to 41.34)
	4.31 (0.78 to 23.33)
	5.21 (0.92 to 28.56)
	1.21 (0.2 to 6.16)

	KarXT
	0.95 (0.25 to 3.33)
	0.66 (0.19 to 2.2)
	0.62 (0.09 to 4.26)
	
	3.36 (0.69 to 16.47)
	2.66 (0.85 to 8.47)
	3.25 (0.96 to 10.59)
	0.75 (0.17 to 3.05)

	Lumateperone
	0.29 (0.06 to 1.12)
	0.2 (0.05 to 0.77)
	0.18 (0.02 to 1.33)
	0.3 (0.06 to 1.44)
	
	0.8 (0.21 to 2.94)
	0.97 (0.24 to 3.62)
	0.22 (0.04 to 1.04)

	Olanzapine
	0.36 (0.13 to 0.9)
	0.25 (0.1 to 0.59)
	0.23 (0.04 to 1.27)
	0.38 (0.12 to 1.17)
	1.25 (0.34 to 4.77)
	
	1.21 (0.51 to 2.91)
	0.28 (0.08 to 0.85)

	Quetiapine
	0.29 (0.1 to 0.8)
	0.2 (0.09 to 0.46)
	0.19 (0.04 to 1.09)
	0.31 (0.09 to 1.04)
	1.03 (0.28 to 4.15)
	0.83 (0.34 to 1.97)
	
	0.23 (0.06 to 0.75)

	Risperidone
	1.27 (0.35 to 4.73)
	0.88 (0.27 to 3.23)
	0.83 (0.16 to 5.05)
	1.34 (0.33 to 6)
	4.51 (0.96 to 23.61)
	3.58 (1.17 to 12.46)
	4.34 (1.33 to 15.68)
	

	Key: CrI, credible interval; OR, odds ratio; KarXT, xanomeline/trospium chloride
Notes: Blue shaded cells highlight KarXT versus comparator treatment results. Bold text indicates statistically significant differences.




Figure S101: Somnolence – Comparison-adjusted funnel plot – random-effects model, base case network [image: ]
Figure S102: Somnolence – Comparison-adjusted funnel plot – fixed-effects model, base case network [image: ]
Figure S103: Somnolence – Comparison-adjusted funnel plot – random-effects model, sensitivity analysis excluding studies with predominantly Asian populations [image: ]
[bookmark: _Ref231992890]Figure S104: Somnolence – Comparison-adjusted funnel plot – random-effects model, sensitivity analysis excluding studies with outlier placebo effect size [image: ]
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