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1. Complete search strategy
1.1 MEDLINE (Ovid)
1	exp Antipsychotic Agents/	
2	(Antipsychotic* or neuroleptic or acepromazine or acetophenazine or amisulpride or aripiprazole or asenapine or benperidol or brexpiprazole or bromperidol or butaperazine or cariprazine or chlorpromazine or chlorproethazine or chlorprothixene or clopenthixol or clotiapine or clozapine or cyamemazine or dixyrazine or droperidol or fluanisone or flupentixol or fluphenazine or fluspirilene or haloperidol or iloperidone or levomepromazine or levosulpiride or loxapine or lurasidone or melperone or mesoridazine or molindone or moperone or mosapramine or olanzapine or oxypertine or paliperidone or penfluridol or perazine or periciazine or perphenazine or pimavanserin or pimozide or pipamperone or pipotiazine or prochlorperazine or promazine or prothipendyl or quetiapine or remoxipride or risperidone or sertindole or sulpiride or sultopride or tiapride or thiopropazate or thioproperazine or thioridazine or tiotixene or trifluoperazine or trifluperidol or triflupromazine or veralipride or ziprasidone or zotepine or zuclopenthixol).ti,ab,kw,kf.
3	(("first episode" or "early onset") adj5 (psycho* or schizophre* or bipolar or manic or mania or schizoaffective)).ti,ab,kw,kf.
4	("first episode" or "early onset").ti,ab,kw,kf. adj5 exp Psychotic Disorders/
5	Clinical trial.pt. or randomized.ab. or placebo.ab. or drug therapy.fs. or randomly.ab. or trial.ab. or groups.ab.
6	exp Withholding Treatment/
7	(Withholding or withdraw* or Maintenance or Continue or adjust or stop or reduction or discontinuation or Cessation or placebo or prophylactic or halt* or intermittent).ti,ab,kw,kf.
8	(1 or 2) and (3 or 4) and 5 and (6 or 7)


Supplemental Table 1. The Effect of Antipsychotic Discontinuation on Hospital Admission - Subgroup Analysis
	Subgroup
	Trials
	Participants
	I2
	Risk ratio
IV, Random, 95% CI

	Overall
	6
	336
	28%
	2.01 (0.96, 4.22)

	Bias
	
	
	
	

	· Low risk of bias
	0
	0
	-
	

	· Some concerns
	2
	193
	0%
	3.54 (1.28, 9.77)

	· High risk of bias
	4
	143
	12%
	1.35 (0.62, 2.96)

	Discontinuation method
	
	
	
	

	· Abrupt discontinuation
	2
	15
	-
	10.13 (0.64, 160.32)

	· Gradual discontinuation
	5
	321
	24%
	1.75 (0.85, 3.58)

	Remission duration 
	
	
	
	

	· < 12 months
	2
	79
	0%
	0.96 (0.47, 1.97)

	· ≥ 12 months
	4
	257
	0%
	3.83 (1.61, 9.08)

	Antipsychotics
	
	
	
	

	· FGA
	1
	15
	-
	10.13 (0.64, 160.32)

	· SGA
	2
	207
	0%
	2.28 (0.89, 5.83)

	· Mixed
	3
	114
	41%
	1.88 (0.53, 6.72)

	DDDa
	
	
	
	

	· < 0.9 
	3
	114
	41%
	1.88 (0.53, 6.72)

	· [0.9, 1.1] 
	2
	207
	0%
	2.28 (0.89, 5.83)

	· > 1.1 
	0
	0
	-
	-


IV: inverse variance; CI: confidence intervals; FGA: First generation antipsychotics; SGA: Second generation antipsychotics; DDD: Defined Daily Dose.
aMcCreadie et al. did not report any doses of antipsychotic used by participants. 

Supplemental Figure 1. Funnel Diagram for the Hospital Admission Outcome
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Supplemental Figure 2. The Effect of Antipsychotic Discontinuation on Positive Symptomsa
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Std.: Standardized; IV: inverse variance; CI: confidence intervals.
a The following scales were used for the meta-analysis: Positive And Negative Syndrome Scale – Positive subscale in Gaebel et al., Hui et al. and Wunderink et al. The Scales for the Assessment of Positive Symptoms was used in Stürup et al. 


Supplemental Table 2. The Effect of Antipsychotic Discontinuation on Positive Symptomsa - Subgroup Analysis
	Subgroup
	Trials
	Participants
	I2
	SMDb
IV, Random, 95% CI

	Overall
	4
	350
	76%
	0.28 (-0.21, 0.77)

	Remission duration 
	
	
	
	

	· < 12 months
	2
	128
	67%
	-0.01 (-0.76, 0.74)

	· ≥ 12 months
	2
	222
	72%
	0.53 (-0.12, 1.18)

	Antipsychotics
	
	
	
	

	· FGA
	0
	-
	-
	-

	· SGA
	2
	203
	0%
	0.28 (0.00, 0.56)

	· Mixed
	2
	172
	83%
	0.45 (-0.41, 1.30)

	DDD
	
	
	
	

	· < 0.9 
	2
	147
	91%
	0.28 (-0.94, 1.50)

	· [0.9, 1.1] 
	2
	203
	0%
	0.28 (0.00, 0.56)

	· > 1.1
	0
	0
	-
	-


SMD: Standardized mean difference; IV: Inverse variance; CI: Confidence intervals; FGA: First generation antipsychotics; SGA: Second generation antipsychotics; DDD: Defined Daily Dose.
a The following scales were used for the meta-analysis: Positive And Negative Syndrome Scale – Positive subscale in Gaebel et al., Hui et al. and Wunderink et al. The Scales for the Assessment of Positive Symptoms was used in Stürup et al. 
b Positive values favours antipsychotic maintenance.


Supplemental Figure 3. The Effect of Antipsychotic Discontinuation on Negative Symptomsa
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Std.: Standardized; IV: inverse variance; CI: confidence intervals.
a The following scales were used for the meta-analysis: Positive And Negative Syndrome Scale – Negative subscale in Gaebel et al., Hui et al. and Wunderink et al. The Scales for the Assessment of Negative Symptoms was used in Stürup et al. 


Supplemental Table 3. The Effect of Antipsychotic Discontinuation on Negative Symptomsa - Subgroup Analysis
	Subgroup
	Trials
	Participants
	I2
	SMDb
IV, Random, 95% CI

	Overall
	4
	350
	50%
	-0.03 [-0.36, 0.30]

	Remission duration 
	
	
	
	

	· < 12 months
	2
	128
	0%
	-0.24 [-0.59, 0.11]

	· ≥ 12 months
	2
	222
	77%
	0.21 [-0.49, 0.91]

	Antipsychotics
	
	
	
	

	· FGA
	0
	
	-
	-

	· SGA
	2
	203
	0%
	-0.13 [-0.41, 0.14]

	· Mixed
	2
	147
	80%
	0.17 [-0.64, 0.98]

	DDD
	
	
	
	

	· < 0.9 
	2
	147
	80%
	0.17 (-0.64, 0.98)

	· [0.9, 1.1] 
	2
	203
	0%
	-0.13 [-0.41, 0.14]

	· > 1.1 
	0
	0
	-
	-



SMD: Standardized mean difference; IV: Inverse variance; CI: Confidence intervals; FGA: First generation antipsychotics; SGA: Second generation antipsychotics; DDD: Defined Daily Dose.
a The following scales were used for the meta-analysis: Positive And Negative Syndrome Scale – Negative subscale in Gaebel et al., Hui et al. and Wunderink et al. The Scales for the Assessment of Negative Symptoms was used in Stürup et al. 
b Positive values favours antipsychotic maintenance.


Supplemental Figure 4. The Effect of Antipsychotic Discontinuation on Global Functioninga
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Std.: Standardized; IV: inverse variance; CI: confidence intervals.
a The following scales were used for the meta-analysis: Global Assessment in Functioning (GAF) was used in Gaebel et al. and Stürup et al. Social and Occupational Functioning Assessment Scale (SOFAS) was used in Hui et al. and Groningen Social Disabilities Schedule (GSDS) was used in Wunderink et al. 


Supplemental Table 4. The Effect of Antipsychotic Discontinuation on Global Functioninga - Subgroup Analysis
	Subgroup
	Trials
	Participants
	I2
	SMDb
IV, Random, 95% CI

	Overall
	4
	314
	82%
	-0.32 [-0.91, 0.27]

	Remission duration 
	
	
	
	

	· < 12 months
	2
	128
	31%
	-0.13 [-0.61, 0.35]

	· ≥ 12 months
	2
	186
	94%
	-0.48 [-1.92, 0.96]

	Antipsychotics
	
	
	
	

	· FGA
	0
	-
	-
	-

	· SGA
	2
	167
	65%
	-0.06 [-0.76, 0.65]

	· Mixed
	2
	147
	91%
	-0.58 [-1.82, 0.66]

	DDD
	
	
	
	

	· < 0.9 
	2
	147
	91%
	-0.58 (-1.82, 0.66)

	· [0.9, 1.1] 
	2
	167
	65%
	-0.06 [-0.76, 0.65]

	· > 1.1 
	0
	0
	-
	-


SMD: Standardized mean difference; IV: Inverse variance; CI: Confidence intervals; FGA: First generation antipsychotics; SGA: Second generation antipsychotics; DDD: Defined Daily Dose.
a The following scales were used for the meta-analysis: Global Assessment in Functioning (GAF) was used in Gaebel et al. and Stürup et al. Social and Occupational Functioning Assessment Scale (SOFAS) was used in Hui et al. and Groningen Social Disabilities Schedule (GSDS) was used in Wunderink et al. 
b Positive values favours antipsychotic maintenance.



Supplemental Figure 5. The Effect of Antipsychotic Discontinuation on Quality of Lifea[image: A screenshot of a report
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Std.: Standardized; IV: inverse variance; CI: confidence intervals.
a The following scales were used for the meta-analysis: Lancashire Quality of Life Profile (LQLP) was used in Gaebel et al. Short-Form 36 item Health survey – mental component summary was used in Hui et al. World Health Organization - 5 wellbeing index was used and Stürup et al. World Health Organization Quality of Life scale was used in Wunderink et al. 


Supplemental Table 5. The Effect of Antipsychotic Discontinuation on Quality of Lifea - Subgroup Analysis
	Subgroup
	Trials
	Participants
	I2
	SMDb
IV, Random, 95% CI

	Overall
	4
	299
	0%
	-0.11 [-0.34, 0.12]

	Remission duration 
	
	
	
	

	· < 12 months
	2
	127
	0%
	-0.19 [-0.54, 0.16]

	· ≥ 12 months
	2
	172
	59%
	-0.13 [-0.66, 0.40]

	Antipsychotics
	
	
	
	

	· FGA
	0
	-
	-
	-

	· SGA
	2
	152
	0%
	0.05 [-0.27, 0.37]

	· Mixed
	2
	147
	0%
	-0.27 [-0.59, 0.06]

	DDD
	
	
	
	

	· < 0.9 
	2
	147
	0%
	-0.27 (-0.59, 0.06)

	· [0.9, 1.1] 
	2
	152
	0%
	0.05 [-0.27, 0.37]

	· > 1.1 
	0
	0
	-
	-


SMD: Standardized mean difference; IV: Inverse variance; CI: Confidence intervals; FGA: First generation antipsychotics; SGA: Second generation antipsychotics; DDD: Defined Daily Dose.
a The following scales were used for the meta-analysis: Lancashire Quality of Life Profile (LQLP) was used in Gaebel et al. Short-Form 36 item Health survey – mental component summary was used in Hui et al. World Health Organization - 5 wellbeing index was used and Stürup et al. World Health Organization Quality of Life scale was used in Wunderink et al. 
b Negative values favours antipsychotic maintenance.


Supplemental Figure 6. The Effect of Antipsychotic Discontinuation on employment 
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IV: inverse variance; CI: confidence intervals.


Supplemental Figure 7. Risk of bias for the adverse drug reaction outcome 
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