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[bookmark: _Toc149924241]Model development
[bookmark: _Ref68360458][bookmark: _Toc149924242]Assumptions and simplifications
Assumptions and simplifications are essential to any model (Robinson 2008, Kaltenthaler et al. 2011, Roberts et al. 2012). Assumptions have been defined as ways of incorporating uncertainties and beliefs about the real world into the model. Simplifications, on the other hand, are ways of reducing the model complexity by eliminating parts that are deemed less relevant or accessory to answer the question at hand (Robinson 2008). 
Although assumptions and simplifications are considered necessary when developing a model, they can also introduce bias and limitations. Current guidelines suggest transparency by detailing all assumptions and simplifications imposed to the model (Kaltenthaler et al. 2011, Roberts et al. 2012). In this way, external reviewers and decision makers can gauge how close an assumption or simplification can be compared to existent knowledge or data. 
A list of the model assumptions and simplifications is provided in Table S1.

Table S1. Model assumptions and simplifications
	Assumptions
	Simplifications

	Both groups received comparable pharmacological interventions.
	incident cases were not modelled.

	Profile of comorbidities were similar in both groups.
	CHR-P were not included.

	Relapse and FEP had equivalent symptomatology
	The clinical outcome of interest was remission. Therefore, recovery was not included. 

	Both groups had similar adherence rate to treatment.
	Deaths due to natural and unnatural causes were modelled as one health state

	Patients need to experience acute exacerbations of symptoms before developing TRS or PNS.
	

	TRS and relapse had equivalent severity level of positive symptoms.
	

	The HSUVs of schizophrenia patients in remission was considered similar to the HSUVs of the general population .
	

	SMR of schizophrenia was considered the same in both arms.
	

	CHR-P: clinical high-risk of psychosis, FEP: first-episode psychosis, TRS: treatment-resistant schizophrenia, PNS: persistent negative symptoms, HSUVs: health-state utility values, SMR: standardised mortality ratio


[bookmark: _Ref45719669][bookmark: _Toc81317830][bookmark: _Toc149924243]Rapid reviews for model health states
Following the model conceptualisation we conducted a rapid review on each health state following the recommendations given by the National Institute for Health and Care Excellence (NICE) Decision Support Unit (DSU) (Kaltenthaler et al. 2011). The search strategies and results of each rapid review is presented below.
[bookmark: _Toc81317831][bookmark: _Toc149924244]Remission in psychosis
Search strategy
	1. Database: Medline (Ovid ®)

	Date: August/2019

	Filter: yes: http://libguides.sph.uth.tmc.edu/search_filters/ovid_medline_filters 

	Hits: 250

	Search terms:

	1. remission.mp.
2. clinical remission.mp.
3. clinical recovery.mp.	
4. recovery.mp.	
5. response.mp.

6. exp Schizophrenia/	
7. psychosis.mp. or exp Psychotic Disorders/	

8. or/1-5	

9. 6 or 7

10. (((comprehensive* or integrative or systematic*) adj3 (bibliographic* or review* or literature)) or (meta-analy* or metaanaly* or "research synthesis" or ((information or data) adj3 synthesis) or (data adj2 extract*))).ti,ab. or (cinahl or (cochrane adj3 trial*) or embase or medline or psyclit or (psycinfo not "psycinfo database") or pubmed or scopus or "sociological abstracts" or "web of science").ab. or ("cochrane database of systematic reviews" or evidence report technology assessment or evidence report technology assessment summary).jn. or Evidence Report: Technology Assessment*.jn. or ((review adj5 (rationale or evidence)).ti,ab. and review.pt.) or meta-analysis as topic/ or Meta-Analysis.pt.

11. 8 AND 9 AND 10



	2. Database: Psycinfo (Ovid ®)

	Date: August/2019

	Filter: yes. http://libguides.sph.uth.tmc.edu/search_filters/ovid_psycinfo_filters

	Hits: 584

	Search terms:

	1. remission.mp. or exp "Remission (Disorders)"/ or exp Symptom Remission/
2. clinical remission.mp.
3. clinical recovery.mp.	
4. exp "Recovery (Disorders)"/ or recovery.mp.	
5. response.mp.

6. exp SCHIZOPHRENIA/
7. psychotic disorders.mp. 
8. exp PSYCHOSIS/

9. (((comprehensive* or integrative or systematic*) adj3 (bibliographic* or review* or literature)) or (meta-analy* or metaanaly* or "research synthesis" or ((information or data) adj3 synthesis) or (data adj2 extract*))).ti,ab,id. or ((review adj5 (rationale or evidence)).ti,ab,id. and "Literature Review".md.) or (cinahl or (cochrane adj3 trial*) or embase or medline or psyclit or pubmed or scopus or "sociological abstracts" or "web of science").ab. or ("systematic review" or "meta analysis").md.

10. Or/1-5

11. Or/6-8

12. 10 AND 11 AND 9



	3. Database: LILACS

	Date: August/2019

	Filter: no

	Hits: 96

	Search terms:

	1. r(tw:(schizophrenia or psychosis or "psychotic disorders")) 

2. (tw:(remission or "clinical remission" or "symptoms remission" or recovery))

3. 1 and 2



Other sources of information
	Source
	Hits

	Grey literature
	Not searched



Search results
	Total hits databases
	930

	Total hits other sources
	0

	Total unduplicated abstracts screened
	786

	Full texts reviewed
	31

	Records included in the model
	2


[bookmark: _Toc81317832][bookmark: _Toc149924245]Relapse in psychosis
Search strategy
	1. Database: Medline (Ovid ®)

	Date: May/2019

	Filter: no

	Hits:984

	Search terms:

	1. Relapse.ti,ab,kf
2. exp Recurrence/
3. exp Schizophrenia/	
4. psychosis.ti,ab,kf or exp Psychotic Disorders/	

5. 1 or 2
6. 3 or 4	

7. 5 and 6

Limit: 	reviews



	2. Database: Psycinfo (Ovid ®)

	Date: May/2019

	Filter: no

	Hits: 490

	Search terms:

	1. exp SCHIZOPHRENIA/
2. psychotic disorders.ti,ab,id
3. exp PSYCHOSIS/
4. exp "RELAPSE (DISORDERS)"/
5. recurrence.ab,ti,id

6. 1 or 2 or 3

7. 4 or 5

8. 6 and 7

Limits: reviews



	3. Database: LILACS

	Date: May/2019

	Filter: no

	Hits: 74

	Search terms:

	1. tw:Relapse
2. tw:Recurrence

3. tw:Schizophrenia
4. tw:psychosis 
5. tw:Psychotic Disorders

6. 1 or 2

7. 3 or 4 or 5	

8. 6 and 7



Other sources of information
	Source
	Hits

	Grey literature
	Not searched



Search results
	Total hits databases
	1548

	Total hits other sources
	0

	Total unduplicated abstracts screened
	1449

	Full texts reviewed
	29

	Records included in the model
	2



[bookmark: _Toc81317833][bookmark: _Toc149924246]Treatment resistant schizophrenia
Search strategy
	1. Database: Medline (Ovid ®)

	Date: August/2019

	Filter: yes http://libguides.sph.uth.tmc.edu/search_filters/ovid_medline_filters

	Hits: 592

	Search terms:

	1. treatment resistance.mp
2. Drug Resistance/
3. non-response.mp.
4. resistant.mp.
5. 1 or 2 or 3 or 4


6. exp Schizophrenia/	
7. psychosis.mp. or exp Psychotic Disorders/	

8. 6 or 7

9. 5 AND 8	

10. Epidemiologic Studies/
11. cohort studies/ or longitudinal studies/ or follow-up studies/ or prospective studies/ or retrospective studies/ or cohort.ti,ab. or longitudinal.ti,ab. or prospective.ti,ab. or retrospective.ti,ab.
12. Prevalence/ or prevalence.ti,ab,kw.
13. Incidence/ or incidence.ti,ab,kw.
	
14. 10 or 11 or 12 or 13

15. 9 AND 14




	2. Database: Psycinfo (Ovid ®)

	Date: August/2019

	Filter: yes. http://libguides.sph.uth.tmc.edu/search_filters/ovid_psycinfo_filters

	Hits: 407

	Search terms:

	1. treatment resistance.mp
2. drug resistance.mp
3. non-response.mp.
4. resistant.mp.

5. 1 or 2 or 3 or 4


6. exp SCHIZOPHRENIA/
7. psychotic disorders.mp. 
8. exp PSYCHOSIS/

9.  6 or 7 or 8

10. 5 AND 9

11. (cohort or longitudinal or prospective or retrospective).ti,ab,id. or longitudinal study.md. or prospective study.md. or retrospective study.md.
12. Incidence/ or incidence.ti,ab,id.

13. 11 or 12

14. 10 AND 13



	3. Database: LILACS

	Date: August/2019

	Filter: no

	Hits: 7

	Search terms:

	1. Treatment resistance
2. Non-response

3. schizophrenia
4. psychotic disorders

5. 1 or 2

6. 3 or 4

7. 6 and 6



Other sources of information
	Source
	Hits

	Grey literature
	Not searched



Search results
	Total hits databases
	1006

	Total hits other sources
	0

	Total unduplicated abstracts screened
	768

	Full texts reviewed
	11

	Records included in the model
	1



[bookmark: _Toc81317834][bookmark: _Toc149924247]Persistent negative symptoms
Search strategy
	1. Database: Medline (Ovid ®)

	Date: August/2019

	Filter: no

	Hits: 339

	Search terms:

	1. Persistent negative symptoms.mp
2. Deficit syndrome.mp

3. exp Schizophrenia/	
4. psychosis.mp. or exp Psychotic Disorders/	
5. residual schizophrenia.mp

6. 1 or 2

7. 3 or 4 or 5

8. 6 or 7



	2. Database: Psycinfo (Ovid ®)

	Date: January/2019

	Filter: yes. Modified from Arber, 2017 

	Hits: 417

	Search terms:

	1. Persistent negative symptoms.mp
2. Deficit syndrome.mp	

3. exp SCHIZOPHRENIA/
4. psychotic disorders.mp. 
5. exp PSYCHOSIS/

6.  1 or 2

7. 3 or 4 or 5

8. 6 and 7



	3. Database: LILACS

	Date: August/2019

	Filter: no

	Hits: 4

	Search terms:

	1. Persistent negative symptoms.mp
2. Deficit syndrome.mp
3. Schizophrenia
4. psychotic disorders

5. 1 or 2

6. 3 or 4

7. 5 AND 6



Other sources of information
	Source
	Hits

	Grey literature
	Not searched



Search results
	Total hits databases
	760

	Total hits other sources
	0

	Total unduplicated abstracts screened
	503

	Full texts reviewed
	31

	Records included in the model
	2


[bookmark: _Toc81317835][bookmark: _Toc149924248]Mortality in schizophrenia
Search strategy
	1. Database: Medline (Ovid ®)

	Date: August/2019

	Filter: yes http://libguides.sph.uth.tmc.edu/search_filters/ovid_medline_filters

	Hits:333

	Search terms:

	1. exp Mortality/
2. exp Life expectancy/
3. life-years lost
4. exp Mortality, Premature/

5. exp Schizophrenia/	
6. psychosis.mp. or exp Psychotic Disorders/	

7. 1 or 2 or 3 or 4

8. 5 or 6	

9. cohort studies/ or longitudinal studies/ or follow-up studies/ or prospective studies/ or retrospective studies/ or cohort.ti,ab. or longitudinal.ti,ab. or prospective.ti,ab. or retrospective.ti,ab.

10. (((comprehensive* or integrative or systematic*) adj3 (bibliographic* or review* or literature)) or (meta-analy* or metaanaly* or "research synthesis" or ((information or data) adj3 synthesis) or (data adj2 extract*))).ti,ab. or (cinahl or (cochrane adj3 trial*) or embase or medline or psyclit or (psycinfo not "psycinfo database") or pubmed or scopus or "sociological abstracts" or "web of science").ab. or ("cochrane database of systematic reviews" or evidence report technology assessment or evidence report technology assessment summary).jn. or Evidence Report: Technology Assessment*.jn. or ((review adj5 (rationale or evidence)).ti,ab. and review.pt.) or meta-analysis as topic/ or Meta-Analysis.pt.

11.  9 or 10

12. 7 AND 8 AND 11	



	2. Database: Psycinfo (Ovid ®)

	Date: August/2019

	Filter: yes. http://libguides.sph.uth.tmc.edu/search_filters/ovid_psycinfo_filters

	Hits: 523

	Search terms:

	1. mortality.mp. or exp "Death and Dying"/
2. exp Mortality Rate/ or exp Life Expectancy/ or life-years lost.mp.	

3. exp SCHIZOPHRENIA/
4. psychotic disorders.mp. 
5. exp PSYCHOSIS/

6. (cohort or longitudinal or prospective or retrospective).ti,ab,id. or longitudinal study.md. or prospective study.md. or retrospective study.md.	
7. (((comprehensive* or integrative or systematic*) adj3 (bibliographic* or review* or literature)) or (meta-analy* or metaanaly* or "research synthesis" or ((information or data) adj3 synthesis) or (data adj2 extract*))).ti,ab,id. or ((review adj5 (rationale or evidence)).ti,ab,id. and "Literature Review".md.) or (cinahl or (cochrane adj3 trial*) or embase or medline or psyclit or pubmed or scopus or "sociological abstracts" or "web of science").ab. or ("systematic review" or "meta analysis").md.

8. 1 or 2

9. 3 or 4 or 5

10. 6 or 7

11. 8 AND 9 AND 10



	3. Database: LILACS

	Date: August/2019

	Filter: no

	Hits: 45

	Search terms:

	1. Mortality
2. Life expectancy
3. Premature mortality

4. schizophrenia
5. psychotic disorders
6. Psychosis

7. 1 or 2 or 3

8. 4 or 5 or 6

9. 7 AND 8



Other sources of information
	Source
	Hits

	Grey literature
	Not searched


Search results
	Total hits databases
	901

	Total hits other sources
	0

	Total unduplicated abstracts screened
	782

	Full texts reviewed
	19

	Records included in the model
	4
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[bookmark: _Ref70088481]Table S2. List of relevant resource items
	Cost component
	Item
	Included
	Reason for exclusion

	Formal healthcare sector
	
	
	

	
	
	
	

	Clinical Staff
	
	
	

	Psychiatrists
	visits per patient
	✓
	

	General practitioners
	visits per patient
	✓
	

	Occupational therapists
	visits per patient
	✓
	

	Psychologists
	visits per patient
	✓
	

	Social workers
	visits per patient
	✓
	

	Mental health nurse
	visits per patient
	✓
	

	Counsellors
	visits per patient
	✕
	No data

	Peer workers
	visits per patient
	✕
	No data

	Training
	training package
	✕
	No data

	
	
	
	

	Service-level interventions
	
	
	

	Day care
	number of days
	✓
	

	Inpatient care
	number of days
	✓
	

	Residential care
	number of days
	✕
	No data

	Physical in-patient
	number of days
	✓
	

	Emergency department visits
	Visits per patient
	✓
	

	
	
	
	

	Laboratory tests and imaging
	
	
	

	WBC
	unit requested
	✓
	

	Glycemia
	unit requested
	✓
	

	Liver function tests
	unit requested
	✓
	

	Thyroid function tests
	unit requested
	✓
	

	Lipid blood tests
	unit requested
	✓
	

	Creatinine test
	unit requested
	✓
	

	Urine drug test
	unit requested
	✓
	

	Prolactin 
	unit requested
	✓
	

	Electroencephalogram
	unit requested
	✓
	

	Brain scanner
	unit requested
	✓
	

	Brain MRI
	unit requested
	✓
	

	
	
	
	

	Group interventions
	
	
	

	Group psychotherapy
	Per session
	✓
	

	Family psychoeducation
	Per session
	✓
	

	Vocational counselling
	Per session
	✓
	

	
	
	
	

	Medication
	
	
	

	FGA
	monthly pills per patient
	✓
	

	SGA
	monthly pills per patient
	✓
	

	Clozapine
	monthly pills per patient
	✓
	

	Benzodiazepines
	monthly pills per patient
	✓
	

	Parkinsonism management
	monthly pills per patient
	✓
	

	Akathisia treatment
	monthly pills per patient
	✓
	

	Metabolic syndrome management
	monthly pills per patient
	✓
	

	
	
	
	

	Informal healthcare sector
	
	
	

	Patient time
	time
	✕
	Out of perspective

	Unpaid caregiver time
	time
	✕
	Out of perspective

	Transportation costs
	money
	✕
	Out of perspective

	out-of-pockets expenses
	money
	✕
	Out of perspective

	
	
	
	

	Non-healthcare sectors
	
	
	

	Productivity
	Production loss
	✕
	Out of perspective

	Consumption
	money
	✕
	Out of perspective

	Social sector
	social services
	✕
	Out of perspective

	Legal or criminal justice
	crime and its consequences
	✕
	Out of perspective

	Education
	education services
	✕
	Out of perspective

	
	


WBC: whole blood count, MRI: magnetic resonance imaging, FGA: first-generation antipsychotics, SGA: second-generation antipsychotics.


[bookmark: _Toc149924250]Model parameters
The table below shows the list of all parameters included in the model with their respective sources. Mean values were used in the base case analyses, while low and high values were used in the deterministic sensitivity analysis. The distribution column shows the parameterisation applied in order to sample the parameter in the probabilistic sensitivity analysis.
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[bookmark: _Ref79158899]Table S3 Model parameters
	Parameter
	Mean value
	Low value
	High value
	Distribution
	Source

	Transition probabilities

	Probability of remission after FEP
	0.167
	0.054
	0.237
	beta(𝛼 = 29.72, 𝛽 = 147.57)
	(Correll et al. 2018)

	Probability of remission after FEP (calibrated)
	0.182
	0.161
	0.198
	beta(𝛼 = 39.13, 𝛽 = 175.67)
	Calibration

	Probability of resistance after FEP
	0.059
	0.041
	0.073
	beta(𝛼 = 4.93, 𝛽 = 78.68)
	(Mena et al. 2018)

	Probability of PNS after FEP
	0.107
	0.077
	0.140
	beta(𝛼 = 25.59, 𝛽 = 212.91)
	Experts elicitation1

	Probability of relapse after remission
	0.078
	0.062
	0.093
	beta(𝛼 = 62.41, 𝛽 = 735.66)
	(Alvarez-Jiménez et al. 2011)

	Probability of remission after resistance
	0.132
	0.076
	0.208
	beta(𝛼 = 9.34, 𝛽 = 61.02)
	(Siskind et al. 2017)

	Probability of PNS after resistance
	0.107
	0.077
	0.140
	beta(𝛼 = 25.59, 𝛽 = 212.91)
	Assumption2

	Probability of relapse after PNS
	0.078
	0.062
	0.093
	beta(𝛼 = 62.41, 𝛽 = 735.66)
	(Alvarez-Jiménez et al. 2011)

	Probability of remission after PNS
	0.147
	0.103
	0.196
	beta(𝛼 = 22.50, 𝛽 = 130.80)
	(Buchanan et al. 2012)

	Probability of receiving Clozapine if TRS in CAPS
	0.163
	0.119
	0.211
	beta(𝛼 = 27.71, 𝛽 = 142.29)
	(Doyle et al. 2017)

	Probability of receiving Clozapine if TRS in EIP
	0.620
	0.246
	0.942
	beta(𝛼 = 2.37, 𝛽 = 1.45)
	Experts elicitation

	Probability of hospitalisation if relapse
	0.357
	0.109
	0.661
	beta(𝛼 = 2.50, 𝛽 = 4.45)
	Experts elicitation

	Effectiveness

	Log RR of remission in EIP
	0.231
	0.048
	0.411
	Normal(𝜇 = 0.231, 𝜎 = 0.110)
	Bayesian MA

	Log RR of relapse in EIP
	-0.843
	-1.328
	-0.399
	Normal(𝜇 = -0.843, 𝜎 = 0.290)
	Bayesian MA

	Log RR of remission with clozapine
	0.157
	-0.211
	0.543
	Normal(𝜇 = 0.157, 𝜎 = 0.238)
	(Siskind et al. 2016)

	Log RR of inpatient care in EIP
	-0.113
	-0.204
	-0.026
	Normal(𝜇 = -0.113, 𝜎 = 0.055)
	(Randall et al. 2015)

	Mortality

	Log SMR of people with psychosis
	1.125
	1.068
	1.183
	Normal(𝜇 = 1.125, 𝜎 = 0.035)
	(Oakley et al. 2018)

	Log SMR of people with schizophrenia (calibrated)
	1.095
	1.058
	1.134
	Normal(𝜇 = 1.095, 𝜎 = 0.023)
	Calibration

	Health utilities

	Utility of  FEP and relapses
	0.34
	0.165
	0.524
	Trunc Normal(b = 1, 𝜇 = 0.34, 𝜎 = 0.109)
	(Aceituno et al. 2020)

	Utility of remission
	0.80
	0.745
	0.853
	Trunc Normal(b = 1, 𝜇 = 0.80, 𝜎 = 0.033)
	(Garcia-Gordillo et al. 2018)

	Utility of resistance
	0.65
	0.222
	0.935
	Trunc Normal(b = 1, 𝜇 = 0.65, 𝜎 = 0.26)
	(Davies et al. 2008)

	Utility of PNS
	0.69
	0.553
	0.821
	Trunc Normal(b = 1, 𝜇 = 0.69, 𝜎 = 0.079)
	(Aceituno et al. 2020)

	Costs

	Per diem inpatient care costs
	371.66
	-
	-
	fixed
	(Becker and Razzouk, 2018)

	probability of being admitted
	0.357
	0.109
	0.661
	beta(𝛼 = 2.50, 𝛽 = 4.45)
	Experts elicitation

	Average length of stay
	42.98
	30.19
	56.04
	gamma(k = 31.04, 𝜃 = 1.384)
	(Randall et al. 2015)

	costs relapses CAPS3
	R$ 5,080
	R$2,776.86
	R$ 7,689.47
	gamma(k = 11.1, 𝜃 = 450.63)
	

	costs remission CAPS
	R$ 1,550
	R$901.5
	R$2,423.5
	gamma(k = 11.1, 𝜃 = 142.56)
	(Razzouk et al. 2015, Becker & Razzouk 2018, Razzouk 2019)

	costs resistance CAPS
	R$ 8,213
	R$4,713.0
	R$12,453.2
	gamma(k = 11.1, 𝜃 = 732.69)
	(Razzouk et al. 2015, Becker & Razzouk 2018, Razzouk 2019)

	costs PNS CAPS
	R$ 4,002
	R$2,235.5
	R$6,002.3
	gamma(k = 11.1, 𝜃 = 354.51)
	(Razzouk et al. 2015, Becker & Razzouk 2018, Razzouk 2019)

	costs relapses EIP3
	R$ 7,120
	R$3,850.1
	R$10,566.1
	gamma(k = 11.1, 𝜃 = 629.1)
	(Razzouk et al. 2015, Becker & Razzouk 2018, Razzouk 2019)

	costs remission EIP
	R$ 1,791
	R$912.8
	R$2,580
	gamma(k = 11.1, 𝜃 = 147.87)
	(Razzouk et al. 2015, Becker & Razzouk 2018, Razzouk 2019)

	costs resistance EIP
	R$ 10,502
	R$5,984.6
	R$16,069.8
	gamma(k = 11.1, 𝜃 = 938.7)
	(Razzouk et al. 2015, Becker & Razzouk 2018, Razzouk 2019)

	costs PNS EIP
	R$ 5,676
	R$3,136.9
	R$8,317.9
	gamma(k = 11.1, 𝜃 = 499.23)
	(Razzouk et al. 2015, Becker & Razzouk 2018, Razzouk 2019)

	FEP: first-episode psychosis, PNS: persistent negative symptoms, CAPS: Centros de Atenção Psicosocial, EIP: early intervention in psychosis, RR: risk ratio, SMR: standardised mortality rate, MA: meta-analysis, 𝜇 : mean, 𝜎: standard deviation, k: shape, 𝜃: scale.
1. Parametrisation can differ from chapter 7 because of rescaling to 3-month cycle.
2. Assumed equal to probability of PNS in acute episode.
3. Does not include hospitalisation. Cost of hospitalisation was added as a probabilistic parameter in the model.
PNS defined as per the latest European Psychiatric Association guidelines (Galderisi et al. 2021)
TRS defined as per the latest Treatment Response and Resistance in Psychosis (TRRIP) consensus (Howes et al. 2017).



[bookmark: _Toc149924251][bookmark: _Toc47045359]List of randomised trials included in the remission and relapse meta-analyses.
[bookmark: _Ref77536219]Table S4. Studies informing aggregate data
	Study
	Reference
	Country
	Duration (months)
	Sample size

	LEO
	(Craig et al. 2004)
	UK
	18
	144

	OPUS
	(Petersen et al. 2005)
	Denmark
	24
	369

	OTP
	(Grawe et al. 2006)
	Norway
	24
	50

	Valencia-12
	(Valencia et al. 2012)
	Mexico
	12
	88

	PIANO
	(Ruggeri et al. 2015)
	Italy
	9
	444

	Valencia-6
	(Valencia et al. 2017)
	Mexico
	6
	120

	JCAP
	(Nishida et al. 2018)
	Japan
	18
	77

	LEO: Lambeth Early Onset, OPUS: Specialized assertive intervention (Danish) , OTP: Optimal Treatment Project, PIANO: Psychosis early Intervention and Assessment of Needs and Outcome, JCAP: Japanese Comprehensive Approach for First-episode Psychosis. 
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[bookmark: _Ref77537007]Figure S2 Bayesian meta-analysis of remission
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	Forest plot showing the results of a Bayesian random-effects meta-analysis of the effectiveness of EIP in terms of remission. Each green point-and-range line represents the effect size and 95% credible interval (CrI) for each study assuming they are independent. The red point-and-range lines represent the effect sizes and 95% CrI assuming exchangeability. The blue point-and-range line is the pooled effect estimate with its 95% CrI. RR: risk ratio.



[bookmark: _Ref77616498]Figure S3 Bayesian meta-analysis of relapses
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	Forest plot showing the results of a Bayesian random-effects meta-analysis of the effectiveness of EIP in terms of relapses. Each green point-and-range line represents the effect size and 95% credible interval (CrI) for each study assuming they are independent. The red point-and-range lines represent the effect sizes and 95% CrI assuming exchangeability. The blue point-and-range line is the pooled effect estimate with its 95% CrI. RR: risk ratio.





[bookmark: _Toc149924253]Cost-effectiveness acceptability curves
In a cost-effectiveness acceptability curve (CEAC), the probability of an intervention being cost-effective is plotted against different thresholds of willingness to pay for a quality-adjusted life year (QALY) (Fenwick & Byford 2005). In the Figure below, the willingness to pay is expressed in Brazilian Real (R$). The WHO recommended threshold of 1 – 3 gross domestic per capita (GDPpc) is represented by the blue dashed lines.
[bookmark: _Ref77951170]Figure S4 Cost-effectiveness acceptability curve
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	CEAC: cost-effectiveness acceptability curve, EIP: Early Intervention in Psychosis, WTP: willingness to pay, GDPpc: gross domestic product per capita.
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