Supplementary Figure 1 PRISMA Flow Diagram

Records identified through database searching
(PubMed 3201, CINAHL 1620, Embase 5533, PsycINFO 3020, Cochrane 492
(n = 13866)


Additional records identified through other sources
(n = 0)

Full-text articles assessed for eligibility
(n = 212)
Records screened at title and abstract level
(n = 8273)
Studies included in meta-analysis
(n = 12)
Records excluded
(n = 8061)
Records combined with duplicates removed
(n = 8273)
Included
Eligibility
Screening
Identification


Full-text articles excluded, with reasons
(n = 200)

Not cohort study (n=5)
Insufficient data (n=32)
Unable to source full text (n=9)
Inappropriate primary outcome (n=82)
Inappropriate population (n=40)
Inappropriate intervention (n=19)
Same dataset as included study (n=13)


Supplementary Table 1 – PubMed Search Terms

	Area
	PubMed Search Terms

	Schizophrenia
	Schizophrenia[tw] OR psychosis[tw] OR schizophrenic[tw] OR psychotic[tw])) OR "Psychotic Disorders"[Mesh]) OR "Schizophrenia"[Mesh]

	AND

	Treatment Resistant
	refractory OR refractoriness OR "treatment resistant" OR "treatment resistance" OR treatment-resistant OR treatment-resistance OR recover* OR "clinical remission" OR "symptomatic remission" OR "clinical response" OR clozapine

	AND

	First Episode
	first[tw] OR "Age at onset"




Supplementary Table 2 – Meta Regression

	
	
	
	
	Test of Model

	
	Co-efficient
	Standard Error
	2 sided P value
	Q 
	Degrees of Freedom

	Duration of Follow Up
	0.0013
	0.0032
	0.6733
	0.18
	1

	Percentage Dropout
	-0.0008
	0.0067
	0.9059
	0.01
	1




Supplementary Table 3 – Publication Bias
	
	
	tau
	2 tailed p value 

	Kendall’s tau with continuity correction 
	
	-0.0758
	0.732

	
	Intercept 
	Standard error 
	2 tailed p value

	Egger’s regression intercept
	0.676
	1.469
	0.6553



Supplementary Table 4 Modified Newcastle Ottawa Scale

	Modified Newcastle-ottawa scoring guide  
Originally used in: Mata DA, Ramos MA, Bansal N, et al. Prevalence of depression and depressive
symptoms among resident physicians: a systematic review and meta-analysis. JAMA.
doi:10.1001/jama.2015.15845 

	
	1 point
	0 points

	(1) Representativeness
	Sample could be considered reasonably representative of a community population or was not based on a sharded medical condition
	obvious sources of bias in sample selection and/or recruitment

	(2) Sample size
	sample size was greater than 200 participants. The sample in this instance is the number of schizophrenia patients at baseline entry to the study
	sample size was less than 200 participants 

	(3) Loss to Follow Up
	response rate was reasonably high and/or characteristics of non-respondents explored, non-informative loss to follow up (those lost over the course of the study without information or explanation) was minimal
	low response rate, no description of non-responder characteristics, high proportion loss to follow up

	(4) Ascertainment of diagnosis
	Diagnosis of Schizophrenia/psychotic disorder mapped to a validated measurement tool such as ICD/ DSM 
	Non-validated measurement tool

	(5) Quality of descriptive statistics reporting
	reported descriptive statistics to describe the population and sample characteristics with proper measures of dispersion. Prevalance measures provided with measures of variance. Ie; mean age, diagnosis type,mortality cause with standard deviations 
	Descriptive statistics not reported or incomplete. 

	Legend: This scale, the scoring of which ranges from 0 to 5, assesses quality in several domains: sample representativeness and size, comparability between respondents and non-respondents, ascertainment of depressive symptoms, and statistical quality






Supplementary Table 5. Assessment of Quality of Included Studies

	Author (Year)
	(1) Representativeness
	(2) Sample size
	(3) Loss to Follow Up
	(4) Ascertainment of diagnosis
	(5) Quality of descriptive statistics reporting
	Total Score

	Agid 2011
	0
	1
	0
	1
	1
	3

	Demjaha 2017
	1
	1
	0
	1
	1
	4

	Doyle 2017
	1
	0
	1
	1
	1
	4

	Johnson 2012
	1
	0
	0
	1
	1
	3

	Kahn 2018
	1
	1
	0
	1
	1
	4

	Lally 2016
	1
	1
	0
	1
	1
	4

	Lieberman 1993
	0
	0
	0
	1
	1
	2

	Malla 2006
	0
	0
	1
	1
	1
	3

	Smart 2019
	1
	1
	1
	1
	1
	5

	Ucok 2016
	0
	0
	0
	1
	1
	2

	Wimberley 2018 
	1
	1
	1
	1
	1
	5

	Yoshimura 2019 
	0
	0
	1
	1
	1
	3




Supplementary table 6  Table of Excluded Studies 

	Author Year
	Reason for Exclusion
	Reference

	Agid 2019
	Insufficient data
	(1)

	Ajnakina 2018
	Insufficient data
	(2)

	Ajnakina 2020
	Inappropriate intervention
	(3)

	Albert 2011
	Insufficient data (treatment poorly defined)
	(4)

	Alvarez-Jimenez 2011
	Insufficient data
	(5)

	Arango 2019
	Same data-set as other included study – Kahn 2018
	(6)

	Arsalan 2019
	Inappropriate population (co-morbid substance use)
	(7)

	Austin 2013
	Insufficient data (treatment poorly defined)
	(8)

	Ayessa-Arriola 2019
	Insufficient data
	(9)

	Bachmann 2008
	Inappropriate intervention (doesn’t meet definition of adequate trial)
	(10)

	Ballesteros 2020
	Inappropriate primary outcome
	(11)

	Belvederi 2020
	Inappropriate primary outcome
	(12)

	Berg 1983
	Inappropriate primary outcome
	(13)

	Berge 2016
	Inappropriate population
	(14)

	Bergink 2011
	Inappropriate population
	(15)

	Berze 2019
	Inappropriate intervention
	(16)

	Bernard 2006
	Inappropriate primary outcome
	(17)

	Bertelsen 2009
	Inappropriate primary outcome
	(18)

	Birchwood 1998
	Not cohort study
	(19)

	Bobes 2003
	Inappropriate primary outcome
	(20)

	Boden 2009
	Inappropriate primary outcome
	(21)

	Boden 2014
	Inappropriate primary outcome
	(22)

	Bowtell 2018
	Inappropriate population
	(23)

	Browne 2019
	Inappropriate primary outcome
	(24)

	Brugnolli 2008
	Inappropriate population
	(25)

	Buckley 2020
	Not cohort study
	(26)

	Bugarski-Kirola 2019
	Inappropriate primary outcome
	(27)

	Calkins 2020
	Inappropriate primary outcome
	(28)

	Cao 2020
	Inappropriate primary outcome
	(29)

	Chakos 1996
	Inappropriate primary outcome
	(30)

	Chan 2019
	Inappropriate primary outcome
	(31)

	Chan 2020
	Insufficient data
	(32)

	Chang 2019
	Insufficient data
	(33)

	Chang 2016
	Insufficient data (treatment poorly defined)
	(34)

	Chang 2018
	Inappropriate population
	(35)

	Chang 2016
	Inappropriate population and outcome
	(36)

	Chang 2013
	Inappropriate primary outcome
	(37)

	Chang 2012
	Insufficient data (treatment not described)
	(38)

	Chen 2000
	Inappropriate primary outcome 
	(39)

	Chiliza 2015
	Inappropriate intervention
	(40)

	Chiliza 2016
	Inappropriate intervention
	(41)

	Cichocki 2015
	Inappropriate population
	(42)

	Clarke 2017
	Inappropriate population
	(43)

	Coentre 2019
	Inappropriate primary outcome
	(44)

	Comacchio 2020
	Inappropriate primary outcome
	(45)

	Conus 2007
	Inappropriate primary outcome
	(46)

	Conus 2006
	Inappropriate population
	(47)

	Conus 2017
	Insufficient data
	(48)

	Craig 1999
	Insufficient data (unable to locate full text)
	(49)

	Crespo-Facorro 2013
	Inappropriate primary outcome
	(50)

	Crespo-Facorro 2011
	Inappropriate primary outcome
	(51)

	Cullberg 2002
	Inappropriate population (includes non-SCZ)
	(52)

	Dai 2020
	Inappropriate primary outcome – excluded TRS
	(53)

	Dazzan 2020
	Same data-set as other included study
	(54)

	De Haan L 2008
	Inappropriate primary outcome
	(55)

	DeLisi L. E. 1998
	Inappropriate primary outcome
	(56)

	Diaz 2013
	Inappropriate intervention (single antipsychotic randomisation) and outcome (response to 1 antipsychotic)
	(57)

	Downs 2019
	Inappropriate population (CYMHS)
	(58)

	Drake 2020
	Inappropriate primary outcome
	(59)

	Edwards 1998
	Inappropriate population
	(60)

	Eisenstadt 2012
	Inappropriate population
	(61)

	Emsley 2006
	Inappropriate intervention (not 2 trials)
	(62)

	Emsley 2009
	Inappropriate primary outcome
	(63)

	Emsley 2013
	Inappropriate intervention (single antipsychotic) 
	(64)

	Evensen 2012
	Inappropriate population and primary outcome
	(65)

	Faber 2012
	Inappropriate primary outcome
	(66)

	Farrell 2019
	Inappropriate primary outcome
	(67)

	Fraguas 2014
	Inappropriate population
	(68)

	Gade 2013
	Inappropriate intervention (monotherapy)
	(69)

	Gaebel, W. 2014
	Inappropriate intervention
	(70)

	Gasse 2019
	Same data-set as other included study – Wimberley 2016
	(71)

	Gee 2016
	Inappropriate primary outcome
	(72)

	Girgis 2011
	Inappropriate intervention
	(73)

	Hall 2019
	Inappropriate primary outcome
	(74)

	Hamilton 2019
	Inappropriate primary outcome
	(75)

	Haro 2006
	Inappropriate population
	(76)

	Hatta 2003
	Inappropriate intervention
	(77)

	Hatzimanolis 2020
	Inappropriate primary outcome
	(78)

	Harrison 2008
	Inappropriate primary outcome
	(79)

	Hegelstad 2012
	Insufficient data
	(80)

	Henry 2010
	Insufficient data
	(81)

	Henry 1994
	Insufficient data (unable to locate full text)
	(82)

	Ho 2011
	Inappropriate primary outcome
	(83)

	Hodgekins 2015
	Inappropriate primary outcome
	(84)

	Horsdal 2017
	Smaller data-set and subset as included study – Wimberley 2016
	(85)

	Horsdal 2018
	Smaller data-set and subset as included study – Wimberley 2016
	(86)

	Iasevoli 2020
	Inappropriate population
	(87)

	Jaracz 2012 
	Inappropriate primary outcome
	(88)

	Jaracz 2015
	Insufficient data – author did not reply with further details
	(89)

	Jonsson 2019
	Inappropriate population (includes children 13+)
	(90)

	Jauhar 2019
	Inappropriate primary outcome
	(91)

	Jauhar 2018
	Inappropriate primary outcome
	(92)

	Kaminga 2018
	Insufficient data
	(93)

	Kanahara 2018
	Insufficient data
	(94)

	Kayo 2012
	Inappropriate population
	(95)

	Kim 2017
	Inappropriate primary outcome
	(96)

	Killackey E. 2017
	Not cohort study - Correspondence
	(97)

	Kontaxakis 2005
	Insufficient data (unable to locate full text)
	(98)

	Kravariti 2019
	Same data-set as other included study but inappropriate primary outcome
	(99)

	Kravariti 2018
	Inappropriate primary outcome
	(100)

	Kurihara 2011
	Insufficient data
	(101)

	Lange 2019
	Inappropriate population (65+ only)
	(102)

	Langevald 2014
	Inappropriate primary outcome
	(103)

	Lee 2020
	Inappropriate population (not FEP, TRS on Clozapine)
	(104)

	Lee 2008
	Inappropriate primary outcome
	(105)

	Legge 2019
	Inappropriate primary outcome
	(106)

	Lewis 2006
	Inappropriate population
	(107)

	Li 2004
	Insufficient data (unable to locate full text)
	(108)

	Li 2020
	Insufficient data – proposal for trial, no results yet
	(109)

	Lieberman 1992
	Same dataset as other included study – Lieberman 1993
	(110)

	Lieberman 1996
	Same dataset as other included study – Lieberman 1993
	(111)

	Liffick 2010
	Not cohort study - review of multiple papers
	(112)

	Lisshammar 2019
	Inappropriate primary outcome
	(113)

	Luisa 2020
	Inappropriate primary outcome
	(114)

	Maddigan 2018
	Insufficient data
	(115)

	Maddigan 2011
	Inappropriate primary outcome
	(116)

	Malla 2001
	Insufficient data
	(117)

	Malla 2002
	Same dataset as other included study – Malla 2006 
	(118)

	Marchesi 2014
	Insufficient data
	(119)

	Marchesi 2015
	Inappropriate primary outcome
	(120)

	Meltzer 1997
	Inappropriate population
	(121)

	Menezes 2009
	Inappropriate primary outcome
	(122)

	Miller 2008
	Insufficient data (unable to locate full text)
	(123)

	Monteleone 2004
	Inappropriate population
	(124)

	Morgan 2014
	Inappropriate primary outcome
	(125)

	Mufic 2009
	Insufficient data (unable to locate full text)
	(126)

	Nasrallah 2019
	Inappropriate intervention
	(127)

	Nugent 2012
	Not cohort study
	(128)

	Nielsen 2010
	Insufficient data
	(129)

	O’Donoghue 2019
	Inappropriate primary outcome
	(130)

	O’Keeffe 2019
	Inappropriate primary outcome
	(131)

	Oh 2016
	Inappropriate primary outcome
	(132)

	Olivet 2019
	Inappropriate primary outcome
	(133)

	Oluwoye 2019
	Inappropriate primary outcome
	(134)

	Opjordsmoen 2010
	Insufficient data
	(135)

	Ortiz 2017
	Inappropriate population (separate FES and TRS cohorts, not followed up)
	(136)

	Parikh 2003
	Inappropriate primary outcome
	(137)

	Patel 2015
	Inappropriate population
	(138)

	Patel 2016
	Inappropriate population
	(139)

	Pedros 2009
	Insufficient data
	(140)

	Pelayo-Teran 2017
	Inappropriate primary outcome
	(141)

	Perkins 2004
	Inappropriate intervention 
	(142)

	Petersen 2008
	Inappropriate primary outcome
	(143)

	Phahladira 2020
	Inappropriate intervention (flupenthixol only)
	(144)

	Privat 2015
	Insufficient data (unable to locate full text)
	(145)

	Raghavan 2017
	Inappropriate primary outcome
	(146)

	Raghavan 2019
	Inappropriate primary outcome
	(147)

	Revier 2015
	Same data set as other included study – Demjaha 2017
	(148)

	Robinson 2020
	Inappropriate primary outcome
	(149)

	Robinson 2018
	Insufficient data
	(150)

	Robinson 2004
	Inappropriate primary outcome
	(151)

	Rohde 2020
	Inappropriate primary outcome
	(152)

	Roosens 2019
	Inappropriate primary outcome
	(153)

	Rowntree 2020
	Insufficient data
	(154)

	Rubio 2019
	Inappropriate population (not first episode cohort)
	(155)

	Saiz-Masvidal 2020
	Inappropriate primary outcome 
	(156)

	Santonja 2020
	Inappropriate primary outcome
	(157)

	Schimmelmann 2012
	Inappropriate population
	(158)

	Sen 2020
	Inappropriate primary outcome
	(159)

	Shah 2020
	Inappropriate population (not first episode cohort)
	(160)

	Shah 2017
	Inappropriate population
	(161)

	Shrivastava 2011
	Inappropriate primary outcome
	(162)

	Shrivastava 2010
	Inappropriate primary outcome
	(163)

	Simonsen 2019
	Inappropriate primary outcome
	(164)

	Simonsen 2018
	Inappropriate primary outcome
	(165)

	Simonsen 2010
	Inappropriate population
	(166)

	Sorensen 2014
	Same data set as other included study – Wimberley 2016
	(167)

	Spangaro 2020
	Inappropriate population (not first episode cohort)
	(168)

	Srivastava 2009
	Insufficient data
	(169)

	Stalker 1939
	Inappropriate primary outcome
	(170)

	Stokes 2020
	Inappropriate intervention (focus on positive symptoms as indicator of TRS)
	(171)

	Stralin 2019
	Insufficient data
	(172)

	Suarez 2002
	Insufficient data – treatment resistance and treatment received not clearly defined
	(173)

	Szentgyorgyi 2019
	Insufficient data (unable to locate full text)
	(174)

	Szymanski 1995
	Insufficient data (unable to locate full text)
	(175)

	Takeuchi 2019
	Inappropriate intervention
	(176)

	Tang 2016
	Inappropriate population
	(177)

	Taylor 2020
	Inappropriate population (CYMHS)
	(178)

	Ten Velden Hegelstad 2013
	Inappropriate primary outcome
	(179)

	Thara 2004
	Inappropriate primary outcome
	(180)

	Thorup 2014
	Inappropriate primary outcome
	(181)

	Tocco 2019
	Inappropriate primary outcome (Lurasidone only)
	(182)

	Tohen 2000
	Inappropriate population
	(183)

	Tonsig 2019 
	Insufficient data (poster)
	(184)

	Torgalsboen 2014
	Inappropriate primary outcome
	(185)

	Toto 2019
	Inappropriate population (not first episode cohort)
	(186)

	Tsoi 1993
	Inappropriate primary outcome
	(187)

	Turner 2009
	Insufficient data
	(188)

	Valencia 2012
	Inappropriate primary outcome
	(189)

	Ventura 2011
	Inappropriate intervention
	(190)

	Verma 2012
	Inappropriate primary outcome
	(191)

	Wade 2006
	Inappropriate population
	(192)

	Westfall 2020
	Inappropriate primary outcome
	(193)

	Wheeler 2014
	Inappropriate primary outcome
	(194)

	Winton-Brown 2017
	Inappropriate primary outcome
	(195)

	Wimberley 2016 (#6983)
	Same data set as other included study – Wimberley 2016 (#6984)
	(196)

	Yildizhan 2015
	Inappropriate population
	(197)

	Yoshimura 2019 (#7162)
	Same data set as other included study – Yoshimura 2019 (#7161)
	(198)

	Zhang 2016
	Inappropriate intervention (monotherapy)
	(199)

	Zhu 2020
	Insufficient data
	(200)
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