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Supplementary Figure 2. Risk of bias summary[image: ]





Supplementary Figure 3. Forest plot for the relapse rate at 12 months[image: ]




















Supplementary Figure 4. Funnel plot[image: ]














Supplementary Figure 5. Forest plot for the relapse rate at 1 month[image: ]






















Supplementary Figure 6. Forest plot for the relapse rate at 2 months[image: ]






















Supplementary Figure 7. Forest plot for the relapse rate at 3 months[image: ]






















Supplementary Figure 8. Forest plot for the relapse rate at 6 months[image: ]






















Supplementary Figure 9. Forest plot for the relapse rate at 9 months[image: ]






















Supplementary Figure 10. Forest plot for the relapse rate at 18–24 months[image: ]























Supplementary Figure 11. Forest plot for discontinuation due to all causes[image: ]






















Supplementary Figure 12. Forest plot for discontinuation due to adverse events[image: ]
























Supplementary Figure 13. Forest plot for discontinuation because of withdrawn consent[image: ]























Supplementary Figure 14. Forest plot for discontinuation due to loss to follow-up[image: ]























Supplementary Figure 15. Forest plot for Positive and Negative Syndrome Scale positive subscale scores[image: ]























Supplementary Figure 16. Forest plot for Positive and Negative Syndrome Scale negative subscale scores[image: ]























Supplementary Figure 17. Forest plot for Positive and Negative Syndrome Scale general subscale scores[image: ]
























Supplementary Figure 18. Forest plot for quality of life scores[image: ]
























Supplementary Figure 19. Forest plot for extrapyramidal symptoms scores[image: ]























Supplementary Figure 20. Forest plot for the use of anticholinergic drugs/incidence of tremor[image: ]







Supplementary Table 1. Definitions of remission and relapse
	
	Remission
	Relapse

	Boonstra 2011
	> 1 PANSS core psychosis item score (delusions, conceptual disorganization, hallucinatory behavior, suspiciousness or persecution)  ≤ 3 for > 1 year
	> 1 PANSS core psychosis item score (delusions, conceptual disorganization, hallucinatory behavior, suspiciousness or persecution) > 4 and PANSS total score > 20% increase or hospitalization for any psychiatric indication.

	Chen 2010
	PANSS delusions score ≤ 2, conceptual disorganization score ≤ 3, hallucinatory behavior score ≤ 2, suspiciousness score ≤ 4, unusual thought content score ≤ 3, CGI-S ≤ 2 for > 8 weeks
	PANSS delusions score > 3, conceptual disorganization score > 4, hallucinatory behavior score > 3, suspiciousness score > 5, unusual thought content score > 4, CGI-S > 3, CHI-I > 5 for > 1 week

	Crow 1986
	Discharge maintained for > 30 days post index episode
	Hospitalization or imminent relapse requiring antipsychotic medication

	Gaebel 2002
	NR
	BPRS psychosis item score (hostile suspiciousness, though disturbance, activation) > 10, GAS < 20, CGI-S > 6, clinician’s judgement

	Gaebel 2011
	NR
	PANSS positive score > 10 increase, GAF > 20 decrease, CGI-C > 6

	Hogarty 1973
	NR
	Clinical deterioration of such magnitude that hospitalization appeared imminent

	Kane 1982
	NR
	Substantial clinical deterioration with a potential for marked social impairment

	McCreadie 1989
	NR
	Hospitalization

	Rifkin 1979
	No positive symptoms
	Significant clinical deterioration with a potential for, or actual, marked social impairment

	Wunderink 2007
	Sustained improvement of positive symptoms as measured by
PANSS reﬂecting symptom severity levels at or below the level of response (i.e., clinical improvement to a non-ﬂorid psychotic state for > 1 week, reported by clinician and conﬁrmed by PANSS positive subscale score) for > 6 months
	Clinical deterioration for > 1 week having consequences
(increased antipsychotic dose, hospitalization, increased frequency of consultations) reported by clinician and conﬁrmed by > 1 PANSS positive subscale items score > 5



BPRS: Brief Psychiatric Rating Scale, CGI-C: Clinical Global Impression-Global Change, CGI-I: Clinical Global Impression-Global Improvement, CGI-S: Clinical Global Impressions-Severity Illness Scale, GAF: Global Assessment of Functioning, GAS: Global Assessment Scale, NR: not report, PANSS: Positive and Negative Syndrome Scale

Supplementary Table 2. Results of the subgroup analyses
	Modulators
	Subgroup
	N
	n
	RR
	95% CI
	p
	I2
	NNT
	p for subgroup difference

	Antipsychotic class
	SGAs (quetiapine) alone
	1
	178
	0.48
	0.34–0.69
	<0.0001
	na
	3
	0.76

	
	SGAs and FGAs
	3
	192
	0.27
	0.09–0.80
	0.02
	52%
	2
	

	
	FGAs alone
	5
	254
	0.51
	0.31–0.84
	0.009
	31%
	3
	

	
	Unknown
	1
	115
	0.43
	0.21–0.87
	0.02
	na
	3
	

	Placebo use
	Placebo-controlled studies
	6
	432
	0.53
	0.39–0.71
	<0.0001
	22%
	3
	0.26

	
	Non-placebo-controlled studies
	4
	307
	0.37
	0.21–0.64
	0.0005
	26%
	3
	

	Diagnosis
	Schizophrenia-only studies
	5
	223
	0.20
	0.04–0.95
	0.04
	66%
	3
	0.31

	
	Studies with various psychotic disorders
	5
	516
	0.45
	0.35–0.58
	<0.00001
	0%
	3
	

	Sponsorship
	Industry-sponsored studies
	4
	341
	0.45
	0.33–0.61
	<0.00001
	0%
	3
	0.08

	
	[bookmark: _GoBack]Non-industry-sponsored studies
	5
	278
	0.37
	0.22–0.65
	0.0005
	17%
	3
	

	
	Unknown
	1
	120
	0.69
	0.50–0.97
	0.03
	na
	5
	

	Antipsychotic discontinuation
	Studies with abrupt discontinuation of antipsychotics
	4
	134
	0.40
	0.23–0.68
	0.0009
	0%
	3
	0.98

	
	Studies where the antipsychotics were discontinued after gradually tapering the dose over several months
	6
	605
	0.48
	0.34–0.69
	<0.0001
	47%
	3
	

	Remission at baseline
	Studies that included only patients remitted at baseline
	5
	370
	0.45
	0.33–0.61
	<0.00001
	0%
	3
	0.55

	
	Other studies
	5
	369
	0.45
	0.25–0.79
	0.006
	59%
	3
	

	Wunderink 2007 study
	Wunderink 2007 study
	1
	128
	0.47
	0.24–0.91
	0.03
	na
	6
	0.92

	
	Other studies
	9
	611
	0.45
	0.32–0.64
	<0.00001
	39%
	3
	

	Psychological intervention
	Studies with known psychological intervention
	7
	481
	0.46
	0.31–0.69
	0.0001
	46%
	3
	0.82

	
	Other studies
	3
	258
	0.43
	0.27–0.69
	0.0005
	0%
	4
	



95% CI: 95% confidence interval, FGAs: First-generation antipsychotics, N: number of studies, n: number of patients, na: not applicable, NNT: number-needed-to-treat, RR: risk ratio, SGAs: second generation antipsychotics





Supplementary Table 3. Results of the meta-regression analysis
	
	Number of studies
	Coefficient
	Standard error
	95% confidence interval
	Z
	p

	Total number of patients
	10
	0.0043
	0.0032
	–0.0019 to 0.0106
	1.35
	0.177

	Study duration
	10
	0.0122
	0.0255
	–0.0377 to 0.0621
	0.48
	0.632

	Publication year
	10
	–0.0068
	0.0102
	–0.0268 to 0.0132
	–0.67
	0.506

	Percentage of males
	7
	–0.0050
	0.0174
	–0.0391 to 0.0290
	–0.29
	0.773

	Age
	7
	–0.0664
	0.0741
	–0.212 to 0.0787
	–0.90
	0.370

	Duration of illness
	5
	0.0024
	0.0191
	–0.0350 to 0.0398
	0.13
	0.899

	Antipsychotic dose at baseline
	4
	–1.78
	1.07
	–3.88 to 0.321
	–1.66
	0.0968


















Supplementary Table 4. Results of the meta-regression analysis: relapse rate and length of time from tapering antipsychotic to antipsychotic discontinuation (6 studies, 605 patients)
	
	Point estimate
	Standard error
	95% confidence interval
	Z
	p

	Relapse rate at 1 month
	–0.119
	0.0896
	–0.294 to 0.0571
	–1.32
	0.186

	Relapse rate at 2 months
	–0.0959
	0.0568
	–0.207 to 0.0155
	–1.69
	0.0915

	Relapse rate at 3 months
	0.00602
	0.0442
	–0.0807 to 0.0927
	0.136
	0.892

	Relapse rate at 6 months
	–0.0103
	0.0315
	–0.0721 to 0.0515
	–0.328
	0.743

	Relapse rate at 9 months
	0.0120
	0.0265
	–0.0400 to 0.0641
	0.454
	0.650

	Relapse rate at 12 months
	0.0102
	0.0241
	–0.0370 to 0.0575
	0.425
	0.671
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