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Supplementary Method
Detailed description of the propensity score matching
The treated group is represented by clozapine users (ClozUs), while the control group consists of non-clozapine antipsychotic users (Non-ClozUs). The propensity score indicates the probability of receiving treatment (i.e., being a ClozU), estimated using logistic regression based on the following variables measured before or at the first antipsychotic prescription date, which serves as a proxy for illness onset: 1) Demographics: Age, sex, and education level; 2) Physical Comorbidities: Cardiovascular disease (CVD), hypertension, atrial fibrillation, diabetes, cancer, dyslipidemia, and chronic obstructive pulmonary disease (COPD); 3) Psychiatric Comorbidities: Depression, anxiety disorder, bipolar affective disorder, personality disorder, alcohol use disorder, and substance use disorder; and 4) Suicide Attempts: Only those occurring prior to the illness onset were included in the propensity score calculation. Nearest neighbor matching was employed to pair each treated individual (ClozU) with a control individual (Non-ClozU) who had the closest propensity score at a 1:2 ratio.








eTable 1.  Supplementary information about the definition of variables and outcomes
	
	ICD-9-CM codes

	Physical comorbidities
	

	  Cardiovascular diseases (CVD)
	CVD diagnostic categories included coronary heart disease (ICD-9-CM 410-414), stroke (362.3, 430.x, 431.x, 433.x1, 434.x1, 435.x, and 436), peripheral arterial disease (ICD-9-CM 443.8-443.9) and heart failure (428, 402.x1, 404.x1, 404.x3).

	  Hypertension
	401-405

	  Atrial fibrillation
	427.3

	  Diabetes
	249.[0-3, 5-9]0, 249.5-249.9, 250, 366.41, 357.2, 362.0, 251.3

	  Cancer
	140-239

	  Dyslipidemia
	272.0-272.5, 272.8-272.9

	  Chronic obstructive pulmonary disease (COPD)
	491, 492, 494, 496

	Psychiatric comorbidities
	

	  Depression
	296.2, 296.3, 300.4, 311

	  Substance use disorder
	292.0-292.2, 292.8, 292.9, 304, 305

	  Anxiety disorder
	293.84, 300.0-300.3, 300.5-300.9

	  Bipolar disorder
	296.0, 296.4-8

	  Personality disorder
	301

	  Alcohol use disorder
	291, 303.0, 303.9, 305.0

	
	ICD-10-CM codes

	Cause-specific mortality
	

	Suicide
	X60-84, Y10-34

	CVD
	I00-99

	Infection
	A00-99, B00-99, G00-04, H30.0, H44.0, H44.1, H45, H60, H65, H66, H70, I30.0, I30.1, I31.1, I33.0, I33.9, I39, I40.0, I41, J00-J22, J36, J39.0, J85, J86, K65.0, K65.9, K67, K75.0, K75.3, K77.0, K81.0, L03, L08.0, M01-03, M72.6, M86, N39.0, N41, N45.9, N70-73, R02, R50, R57, R83, U07.1

	Cancer
	C00-97










eTable 2. Incidence rates and IRRs of all-cause and cause-specific mortality stratified by clozapine prescription
	Cause of death
	Clozapine users
N=3,152
	Non-clozapine antipsychotic users
N=6,304
	IRR (95% CI)
	P value

	
	Events, n
	Incidence per 100 person-years (95% CI)
	Events, n
	Incidence per 100 person-years (95% CI)
	
	

	  All-cause
	429
	1.11 (1.01–1.21)
	865
	1.13 (1.06–1.21)
	0.98 (0.87–1.10)
	0.74

	  Suicide
	62
	0.16 (0.12–0.20)
	167
	0.22 (0.19–0.25)
	0.73 (0.55–0.98)
	0.037

	  CVD
	33
	0.09 (0.06–0.12)
	95
	0.12 (0.10–0.15)
	0.69 (0.46–1.02)
	0.061

	  Infection
	113
	0.29 (0.24–0.35)
	160
	0.21 (0.18–0.24)
	1.40 (1.10–1.78)
	0.0064

	  Cancer
	50
	0.13 (0.10–0.17)
	103
	0.13 (0.11–0.16)
	0.96 (0.68–1.35)
	0.81


Note. CVD, cardiovascular disease; IRR, incidence rate ratio

eTable 3.  Counts of other antipsychotics prescribed when clozapine was discontinued
	
	Discontinuous clozapine users
N=1132

	Other antipsychotics
	No. of patients (%)

	Olanzapine
	791 (69.88)

	Haloperidol
	621 (54.86)

	Amisulpride
	530 (46.82)

	Risperidone
	512 (45.23)

	Quetiapine
	476 (42.05)

	Aripiprazole
	402 (35.51)

	Paliperidone
	363 (32.07)

	Flupenthixol
	335 (29.59)

	Sulpiride
	314 (27.74)

	Zuclopenthixol
	260 (22.97)

	Trifluoperazine
	221 (19.52)

	Chlorpromazine
	209 (18.46)

	Ziprasidone
	111 (9.81)

	Perphenazine
	61 (5.39)

	Lurasidone
	37 (3.27)

	Deanxit
	24 (2.12)

	Pericyazine
	19 (1.68)

	Thiothixene
	13 (1.15)

	Pimozide
	12 (1.06)

	Brexpiprazole
	9 (0.80)

	Sertindole
	8 (0.71)

	Thioridazine
	6 (0.53)





eTable 4.  Counts of other antipsychotics co-prescribed with clozapine as polypharmacy
	
	Clozapine polypharmacy

	
	All
N=1,524
	Discontinuous
N=429
	Continuous
N=1,095

	Other antipsychotics
	No. of patients (%)
	No. of patients (%)
	No. of patients (%)

	Amisulpride
	606 (39.76)
	159 (37.06)
	447 (40.82)

	Sulpiride
	510 (33.46)
	124 (28.90)
	386 (35.25)

	Aripiprazole
	322 (21.13)
	78 (18.18)
	244 (22.28)

	Risperidone
	248 (16.27)
	66 (15.38)
	182 (16.62)

	Haloperidol
	169 (11.09)
	53 (12.35)
	116 (10.59)

	Olanzapine
	162 (10.63)
	58 (13.52)
	104 (9.50)

	Flupenthixol
	138 (9.06)
	38 (8.86)
	100 (9.13)

	Quetiapine
	127 (8.33)
	35 (8.16)
	92 (8.40)

	Paliperidone
	84 (5.51)
	23 (5.36)
	61 (5.57)

	Zuclopenthixol
	81 (5.31)
	29 (6.76)
	52 (4.75)

	Trifluoperazine
	52 (3.41)
	16 (3.73)
	36 (3.29)

	Chlorpromazine
	47 (3.08)
	16 (3.73)
	31 (2.83)

	Deanxit
	14 (0.92)
	2 (0.47)
	12 (1.10)

	Perphenazine
	10 (0.66)
	5 (1.17)
	5 (0.46)

	Lurasidone
	9 (0.59)
	3 (0.70)
	6 (0.55)

	Ziprasidone
	6 (0.39)
	1 (0.23)
	5 (0.46)

	Pericyazine
	1 (0.07)
	0 (0.00)
	1 (0.09)

	Pimozide
	1 (0.07)
	1 (0.23)
	0 (0.00)

	Thioridazine
	1 (0.07)
	0 (0.00)
	1 (0.09)






eTable 5. Sample characteristics at the index date (i.e., the date of the first clozapine prescription) stratified by monotherapy and polypharmacy
	
	Clozapine users
	Non-clozapine antipsychotic users
	P value
	Maximum Pairwise SMD

	
	Monotherapy
	Polypharmacy
	
	
	

	
	Continuous
	Discontinuous
	Continuous
	Discontinuous
	Continuous
	Discontinuous
	
	

	Characteristics 
	N=925
	N=703
	N=1,095
	N=429
	N=4,326
	N=1,978
	
	

	Age, mean(SD)
	37.99 (13.34)
	41.50 (13.53)
	37.17 (11.59)
	39.31 (12.00)
	40.61 (12.76)
	36.64 (13.13)
	<0.001
	0.38

	Sex, n (%)
	
	
	
	
	
	
	0.0056
	0.17

	  Female
	486 (52.54)
	391(55.62)
	516 (47.12)
	214 (49.88)
	2159 (49.91)    
	1031 (52.12)    
	
	

	  Male
	439 (47.46)
	312 (44.38)
	579 (52.88)
	215 (50.12)
	2167 (50.09)
	947 (47.88)
	
	

	Educational level, n (%)
	
	
	
	
	
	
	<0.001
	

	  Less than primary
	14 (1.51)
	12 (1.71)
	13 (1.19)
	6 (1.40)
	61 (1.41)
	27 (1.37)
	
	0.04

	  Primary
	17 (1.84)
	9 (1.28)
	14 (1.28)
	5 (1.17)
	609 (14.08)
	195 (9.86)
	
	0.22

	  Secondary
	116 (12.54)
	118 (16.79)
	106 (9.68)
	50 (11.66)
	2976 (68.79)
	1367 (69.11)
	
	0.16

	  Tertiary or above
	614 (66.38)
	453 (64.44)
	785 (71.69)
	294 (68.53)
	615 (14.22)
	367 (18.55)
	
	0.12

	  Unknown
	164 (17.73)
	111 (15.79)
	177 (16.16)
	74 (17.25)
	65 (1.50)
	22 (1.11)
	
	0.06

	Conditions before or at the first antipsychotic date, n (%)

	  Suicidal attempt 
	198 (21.41)
	155 (22.05)
	254 (23.20)
	98 (22.84)
	980 (22.65)
	463 (23.41)
	0.88
	0.05

	  Physical comorbidities
	
	
	
	
	
	
	
	

	    CVD
	7 (0.76)
	4 (0.57)
	2 (0.18)
	3 (0.70)
	15 (0.35)
	6 (0.30)
	0.25
	0.08

	    Hypertension
	5 (0.54)
	9 (1.28)
	3 (0.27)
	2 (0.47)
	19 (0.44)
	5 (0.25)
	0.021
	0.14

	    Atrial fibrillation
	1 (0.11)
	0 (0.00)
	0 (0.00)
	0 (0.00)
	2 (0.05)
	0 (0.00)
	0.65
	0.07

	    Diabetes
	16 (1.73)
	14 (1.99)
	12 (1.10)
	6 (1.40)
	59 (1.36)
	24 (1.21)
	0.58
	0.07

	    Cancer
	20 (2.16)
	9 (1.28)
	17 (1.55)
	3 (0.70)
	53 (1.23)
	29 (1.47)
	0.24
	0.12

	    Dyslipidemia
	1 (0.11)
	1 (0.14)
	2 (0.18)
	0 (0.00)
	4 (0.09)
	2 (0.10)
	0.94
	0.06

	    COPD
	2 (0.22)
	1 (0.14)
	0 (0.00)
	0 (0.00)
	6 (0.14)
	2 (0.10)
	0.73
	0.07

	  Psychiatric comorbidities
	
	
	
	
	
	
	
	

	    Depression
	53 (5.73)
	41 (5.83)
	43 (3.93)
	23 (5.36)
	198 (4.58)
	109 (5.51)
	0.18
	0.09

	    Anxiety disorder
	31 (3.35)
	22 (3.13)
	38 (3.47)
	15 (3.50)
	104 (2.40)
	99 (5.01)
	<0.001
	0.14

	    Bipolar affective disorder
	20 (2.16)
	26 (3.70)
	29 (2.65)
	11 (2.56)
	152 (3.51)
	85 (4.30)
	0.031
	0.12

	    Personality disorder
	45 (4.86)
	27 (3.84)
	38 (3.47)
	14 (3.26)
	178 (4.11)
	65 (3.29)
	0.32
	0.08

	    Alcohol use disorder
	14 (1.51)
	22 (3.13)
	16 (1.46)
	13 (3.03)
	56 (1.29)
	40 (2.02)
	0.0018
	0.13

	    Substance use disorder
	5 (0.54)
	7 (1.00)
	17 (1.55)
	6 (1.40)
	27 (0.62)
	19 (0.96)
	0.035
	0.10

	Conditions between the first antipsychotic date and the index date, n (%)

	  Suicidal attempt 
	199 (21.51)
	163 (23.19)
	280 (25.57)
	98 (22.84)
	845 (19.53)
	381 (19.26)
	<0.001
	0.15

	  Physical comorbidities
	
	
	
	
	
	
	
	

	    CVD
	17 (1.84)
	15 (2.13)
	8 (0.73)
	1 (0.23)
	77 (1.78)
	20 (1.01)
	0.0036
	0.17

	    Hypertension
	33 (3.57)
	19 (2.70)
	24 (2.19)
	11 (2.56)
	127 (2.94)
	36 (1.82)
	0.060
	0.11

	    Atrial fibrillation
	1 (0.11)
	1 (0.14)
	1 (0.09)
	0 (0.00)
	10 (0.23)
	1 (0.05)
	0.51
	0.07

	    Diabetes
	38 (4.11)
	23 (3.27)
	37 (3.38)
	9 (2.10)
	159 (3.68)
	38 (1.92)
	0.0032
	0.13

	    Cancer
	14 (1.51)
	14 (1.99)
	10 (0.91)
	6 (1.40)
	103 (2.38)
	33 (1.67)
	0.024
	0.12

	    Dyslipidemia
	8 (0.86)
	10 (1.42)
	9 (0.82)
	0 (0.00)
	38 (0.88)
	4 (0.20)
	0.0043
	0.17

	    COPD
	2 (0.22)
	3 (0.43)
	0 (0.00)
	1 (0.23)
	14 (0.32)
	2 (0.10)
	0.24
	0.09

	  Psychiatric comorbidities
	
	
	
	
	
	
	
	

	    Depression
	43 (4.65)
	45 (6.40)
	45 (4.11)
	12 (2.80)
	195 (4.51)
	112 (5.66)
	0.024
	0.17

	    Anxiety disorder
	31 (3.35)
	25 (3.56)
	41 (3.74)
	15 (3.50)
	144 (3.33)
	158 (7.99)
	<0.001
	0.23

	    Bipolar affective disorder
	17 (1.84)
	18 (2.56)
	31 (2.83)
	12 (2.80)
	94 (2.17)
	49 (2.48)
	0.64
	0.06

	    Personality disorder
	46 (4.97)
	35 (4.98)
	66 (6.03)
	11 (2.56)
	211 (4.88)
	85 (4.30)
	0.089
	0.17

	    Alcohol use disorder
	36 (3.89)
	13 (1.85)
	37 (3.38)
	14 (3.26)
	80 (1.85)
	59 (2.98)
	<0.001
	0.12

	    Substance use disorder
	4 (0.43)
	8 (1.14)
	11 (1.00)
	3 (0.70)
	45 (1.04)
	39 (1.97)
	0.0042
	0.15

	Number of antipsychotics prescribed before the index date, mean (SD)
	5.91 (2.30)
	5.91 (2.55)
	6.38 (2.34)
	6.15 (2.54)
	3.15 (1.90)
	2.64 (1.75)
	<0.001
	1.66

	Duration of schizophrenia at the index date, mean (SD)
	5.33 (3.47)
	4.95 (3.47)
	5.43 (3.35)
	4.95 (3.26)
	6.00 (3.32)
	4.94 (3.24)
	<0.001
	0.32


Note. CVD, cardiovascular disease; COPD, chronic obstructive pulmonary disease

eTable 6.  Risk of mortality associated with continuous and discontinuous use of clozapine compared to other antipsychotics within samples recruited between 2003 and 2012
	
	All-cause
	Suicide
	CVD
	
	Infection
	
	Cancer
	

	Factors 
	AF (99% CI)
	Adjusted p value
	AF (99% CI)
	Adjusted p value
	AF (99% CI)
	Adjusted p value
	AF (99% CI)
	Adjusted p value
	AF (99% CI)
	Adjusted p value

	Antipsychotic use (Ref. Other antipsychotics)
	
	
	
	
	
	
	
	
	
	

	  Discontinuous clozapine
	1.32 (1.02–1.70)
	0.025
	2.18 (0.99–4.80)
	0.056
	1.28 (0.62–2.63)
	1.00
	0.87 (0.61–1.25)
	1.00
	1.03 (0.59–1.78)
	1.00

	  Continuous clozapine
	1.26 (1.01–1.57)
	0.040
	3.33 (1.59–6.98)
	<0.001
	1.38 (0.71–2.69)
	1.00
	0.74 (0.54–1.01)
	0.066
	1.09 (0.66–1.80)
	1.00


Note. Accelerated failure time (AFT) models are controlled for 6 imbalanced covariates out of 33 covariates (standardized mean difference (SMD)>0.1; i.e., age, educational level, alcohol use disorder before or at the first antipsychotic date, suicidal attempt between the first antipsychotic date and the index date, schizophrenia duration, and count of previous antipsychotics)








Initial clozapine users between Jan.1, 2003, and Dec. 31, 2012, 
N=3,107
Excluded those who had a clozapine prescription before Jan.1, 2005, 
N=1,466
Schizophrenia patients had clozapine between Jan.1, 2005, and Dec. 31, 2014, N=4,573












Schizophrenia patients never had clozapine between Jan.1, 1999, and Mar. 31, 2021, N=63,151




Propensity score matching at a ratio of 1:2











Clozapine users (ClozUs)
 N=3,107
Non-clozapine antipsychotic users (Non-ClozUs) 
 N=6,214





eFigure 1. Flowchart of the sample selection




eTable 7. Sample characteristics at the index date (i.e., the date of the first clozapine prescription) of samples recruited between 2005 and 2014
	
	Clozapine users
	Non-clozapine antipsychotic users
	
	Maximum Pairwise SMD

	
	All
	Continuous
	Discontinuous
	All
	Continuous
	Discontinuous
	P value
	

	Characteristics 
	N=3,107
	N=2,032
	N=1,075
	N=6,214
	N=4,296
	N=1,918
	
	

	Age, mean(SD)
	39.17 (13.05)
	37.98 (12.67)
	41.43 (13.46)
	40.25 (13.34)
	41.41 (13.05)
	37.63 (13.61)
	<0.001
	0.29

	Sex, n (%)
	
	
	
	
	
	
	0.23
	0.06

	  Female
	1604 (51.63)
	1027 (50.54)
	577 (53.67)   
	3189 (51.32)
	2183 (50.81)    
	1006 (52.45)    
	
	

	  Male
	1503 (48.37)
	1005 (49.46)
	498 (46.33)
	3025 (48.68)
	2113 (49.19)
	912 (47.55)
	
	

	Educational level, n (%)
	
	
	
	
	
	
	<0.001
	

	  Less than primary
	38 (1.22)
	23 (1.13)
	15 (1.40)
	64 (1.03)
	49 (1.14)
	15 (0.78)
	       
	0.06

	  Primary
	354 (11.39)
	199 (9.79)
	155 (14.42)
	725 (11.67)
	553 (12.87)
	172 (8.97)
	       
	0.17

	  Secondary
	2119 (68.20)
	1433 (70.52)
	686 (63.81)
	4276 (68.81)
	2953 (68.74)
	1323 (68.98)
	       
	0.14

	  Tertiary or above
	552 (17.77)
	351 (17.27)
	201 (18.70)
	1065 (17.14)
	681 (15.85)
	384 (20.02)
	
	0.11

	  Unknown
	44 (1.42)
	26 (1.28)
	18 (1.67)
	84 (1.35)
	60 (1.40)
	24 (1.25)
	
	0.04

	Conditions before or at the first antipsychotic date, n (%)

	  Suicidal attempt 
	672 (21.63)
	441 (21.70)
	231 (21.49)
	1358 (21.85)
	921 (21.44)
	437 (22.78)
	0.68
	0.03

	  Physical comorbidities
	
	
	
	
	
	
	
	

	    CVD
	19 (0.61)
	9 (0.44)
	10 (0.93)
	24 (0.39)
	12 (0.28)
	12 (0.63)
	0.025
	0.09

	    Hypertension
	22 (0.71)
	10 (0.49)
	12 (1.12)
	39 (0.63)
	24 (0.56)
	15 (0.78)
	0.14
	0.07

	    Atrial fibrillation
	1 (0.03)
	1 (0.05)
	0 (0.00)
	2 (0.03)
	2 (0.05)
	0 (0.00)
	0.70
	0.03

	    Diabetes
	41 (1.32)
	24 (1.18)
	17 (1.58)
	72 (1.16)
	50 (1.16)
	22 (1.15)
	0.71
	0.04

	    Cancer
	46 (1.48)
	33 (1.62)
	13 (1.21)
	78 (1.26)
	52 (1.21)
	26 (1.36)
	0.59
	0.04

	    Dyslipidemia
	4 (0.13)
	2 (0.10)
	2 (0.19)
	4 (0.06)
	2 (0.05)
	2 (0.10)
	0.54
	0.04

	    COPD
	4 (0.13)
	4 (0.20)
	0 (0.00)
	3 (0.05)
	1 (0.02)
	2 (0.10)
	0.087
	0.07

	  Psychiatric comorbidities
	
	
	
	
	
	
	
	

	    Depression
	177 (5.70)
	110 (5.41)
	67 (6.23)
	337 (5.42)
	220 (5.12)
	117 (6.10)
	0.30
	0.05

	    Anxiety disorder
	95 (3.06)
	68 (3.35)
	27 (2.51)
	200 (3.22)
	95 (2.21)
	105 (5.47)
	<0.001
	0.18

	    Bipolar affective disorder
	102 (3.28)
	61 (3.00)
	41 (3.81)
	247 (3.97)
	168 (3.91)
	79 (4.12)
	0.24
	0.06

	    Personality disorder
	120 (3.86)
	76 (3.74)
	44 (4.09)
	235 (3.78)
	164 (3.82)
	71 (3.70)
	0.96
	0.02

	    Alcohol use disorder
	56 (1.80)
	31 (1.53)
	25 (2.33)
	70 (1.13)
	47 (1.09)
	23 (1.20)
	0.014
	0.10

	    Substance use disorder
	36 (1.16)
	21 (1.03)
	15 (1.40)
	58 (0.93)
	34 (0.79)
	24 (1.25)
	0.19
	0.06

	Conditions between the first antipsychotic date and the index date, n (%)

	  Suicidal attempt 
	727 (23.40)
	480 (23.62)
	247 (22.98)
	1213 (19.52)
	838 (19.51)
	375 (19.55)
	<0.001
	0.10

	  Physical comorbidities
	
	
	
	
	
	
	
	

	    CVD
	48 (1.54)
	28 (1.38)
	20 (1.86)
	110 (1.77)
	87 (2.03)
	23 (1.20)
	0.071
	0.07

	    Hypertension
	102 (3.28)
	61 (3.00)
	41 (3.81)
	206 (3.32)
	161 (3.75)
	45 (2.35)
	0.022
	0.08

	    Atrial fibrillation
	3 (0.10)
	2 (0.10)
	1 (0.09)
	10 (0.16)
	8 (0.19)
	2 (0.10)
	0.74
	0.03

	    Diabetes
	120 (3.86)
	88 (4.33)
	32 (2.98)
	239 (3.85)
	192 (4.47)
	47 (2.45)
	<0.001
	0.11

	    Cancer
	54 (1.74)
	34 (1.67)
	20 (1.86)
	184 (2.96)
	138 (3.21)
	46 (2.40)
	0.0011
	0.10

	    Dyslipidemia
	29 (0.93)
	19 (0.94)
	10 (0.93)
	63 (1.01)
	53 (1.23)
	10 (0.52)
	0.071
	0.08

	    COPD
	6 (0.19)
	3 (0.15)
	3 (0.28)
	18 (0.29)
	13 (0.30)
	5 (0.26)
	0.73
	0.03

	  Psychiatric comorbidities
	
	
	
	
	
	
	
	

	    Depression
	167 (5.37)
	111 (5.46)
	56 (5.21)
	335 (5.39)
	209 (4.86)
	126 (6.57)
	0.054
	0.07

	    Anxiety disorder
	138 (4.44)
	90 (4.43)
	48 (4.47)
	309 (4.97)
	160 (3.72)
	149 (7.77)
	<0.001
	0.18

	    Bipolar affective disorder
	102 (3.28)
	65 (3.20)
	37 (3.44)
	179 (2.88)
	113 (2.63)
	66 (3.44)
	0.23
	0.05

	    Personality disorder
	160 (5.15)
	108 (5.31)
	52 (4.84)
	340 (5.47)
	243 (5.66)
	97 (5.06)
	0.64
	0.04

	    Alcohol use disorder
	124 (3.99)
	91 (4.48)
	33 (3.07)
	157 (2.53)
	92 (2.14)
	65 (3.39)
	<0.001
	0.13

	    Substance use disorder
	29 (0.93)
	18 (0.89)
	11 (1.02)
	99 (1.59)
	53 (1.23)
	46 (2.40)
	<0.001
	0.13

	Number of antipsychotics prescribed before the index date, mean (SD)
	6.45 (2.49)
	6.51 (2.41)
	6.33 (2.62)
	3.25 (2.01)
	3.44 (2.04)
	2.82 (1.88)
	<0.001
	1.63

	Duration of schizophrenia at the index date, mean (SD)
	6.19 (3.92)
	6.39 (3.91)
	5.80 (3.93)
	7.12 (3.73)
	7.53 (3.64)
	6.19 (3.78)
	<0.001
	0.45


Note. CVD, cardiovascular disease; COPD, chronic obstructive pulmonary disease



eTable 8. Incidence rates and IRRs of all-cause and cause-specific mortality stratified by clozapine prescription of samples recruited between 2005 and 2014
	Cause of death
	Clozapine users
N=3,107
	Non-clozapine antipsychotic users
N=6,214
	IRR (95% CI)
	P value

	
	Events, n
	Incidence per 100 person-years (95% CI)
	Events, n
	Incidence per 100 person-years (95% CI)
	
	

	  All-cause
	361
	1.09 (0.98–1.21)
	726
	1.11 (1.03–1.19)
	0.98 (0.87–1.12)
	0.80

	  Suicide
	50
	0.15 (0.11–0.20)
	137
	0.21 (0.18–0.25)
	0.72 (0.52–1.00)
	0.048

	  CVD
	26
	0.08 (0.05–0.11)
	81
	0.12 (0.10–0.15)
	0.63 (0.41–0.99)
	0.042

	  Infection
	97
	0.29 (0.24–0.36)
	135
	0.21 (0.17–0.24)
	1.42 (1.09–1.84)
	0.0080

	  Cancer
	45
	0.14 (0.10–0.18)
	86
	0.13 (0.11–0.16)
	1.03 (0.72–1.48)
	0.85


Note. CVD, cardiovascular disease; IRR, incidence rate ratio




eTable 9.  Risk of mortality associated with continuous and discontinuous use of clozapine compared to continuous use of other antipsychotics within samples recruited between 2005 and 2014
	
	All-cause
	Suicide
	CVD
	
	Infection
	
	Cancer
	

	Factors 
	AF (99% CI)
	Adjusted p value
	AF (99% CI)
	Adjusted p value
	AF (99% CI)
	Adjusted p value
	AF (99% CI)
	Adjusted p value
	AF (99% CI)
	Adjusted p value

	Antipsychotic use (Ref. Continuous other antipsychotics)
	
	
	
	
	
	
	
	
	
	

	  Discontinuous other antipsychotics
	0.97 (0.78–1.20)
	1.00
	1.07 (0.57–2.02)
	1.00
	1.47 (0.74–2.94)
	0.76
	0.98 (0.68–1.42)
	1.00
	1.02 (0.61–1.70)
	1.00

	  Discontinuous clozapine
	1.20 (0.91–1.59)
	0.48
	2.02 (0.81–5.09)
	0.24
	1.82 (0.70–4.71)
	0.53
	0.83 (0.54–1.28)
	1.00
	1.03 (0.54–1.97)
	1.00

	  Continuous clozapine
	1.17 (0.91–1.49)
	0.52
	3.64 (1.49–8.90)
	<0.001
	1.58 (0.72–3.49)
	0.68
	0.75 (0.52–1.10)
	0.26
	0.90 (0.52–1.58)
	1.00


Note. Accelerated failure time (AFT) models are controlled for 12 imbalanced covariates out of 33 covariates (standardized mean difference (SMD)>0.1; i.e., age, educational level, anxiety disorder, and alcohol use disorder before or at the first antipsychotic date, diabetes, cancer, anxiety disorder,  alcohol use disorder, substance use disorder and suicidal attempt between the first antipsychotic date and the index date, schizophrenia duration, and count of previous antipsychotics)

eTable 10.  Risk of mortality associated with clozapine monotherapy and polypharmacy compared to continuous use of other antipsychotics within samples recruited between 2005 and 2014
	
	All-cause
	Suicide
	CVD
	
	Infection
	
	Cancer
	

	Factors 
	AF (99% CI)
	Adjusted p value
	AF (99% CI)
	Adjusted p value
	AF (99% CI)
	Adjusted p value
	AF (99% CI)
	Adjusted p value
	AF (99% CI)
	Adjusted p value

	Antipsychotic use (Ref. Continuous other antipsychotics)
	
	
	
	
	
	
	
	
	
	

	  Discontinuous other antipsychotics 
	0.95 (0.77–1.17)
	1.00
	1.08 (0.57–2.03)
	1.00
	1.52 (0.76–3.05)
	0.60
	0.93 (0.64–1.34)
	1.00
	1.01 (0.61–1.68)
	1.00

	  Discontinuous clozapine monotherapy
	1.18 (0.86–1.63)
	0.84
	1.64 (0.60–4.50)
	1.00
	2.25 (0.73–6.98)
	0.33
	0.76 (0.48–1.21)
	0.65
	1.14 (0.53–2.44)
	1.00

	  Continuous clozapine monotherapy
	1.08 (0.81–1.45)
	1.00
	3.45 (1.13–10.40)
	0.021
	1.66 (0.63–4.40)
	0.89
	0.78 (0.50–1.22)
	0.75
	0.75 (0.40–1.39)
	1.00

	  Discontinuous clozapine polypharmacy
	1.32 (0.87–1.99)
	0.43
	3.26 (0.71–14.90)
	0.23
	1.49 (0.40–5.59)
	1.00
	1.00 (0.51–1.96)
	1.00
	0.91 (0.38–2.19)
	1.00

	  Continuous clozapine polypharmacy
	1.31 (0.97–1.78)
	0.095
	4.03 (1.33–12.20)
	0.0059
	1.52 (0.57–4.08)
	1.00
	0.73 (0.47–1.15)
	0.38
	1.21 (0.56–2.60)
	1.00


Note. Accelerated failure time (AFT) models are controlled for 21 imbalanced covariates out of 33 covariates (standardized mean difference (SMD)>0.1; i.e., age, sex, educational level, cardiovascular disease (CVD), hypertension, chronic obstructive pulmonary disease (COPD), anxiety disorder, and alcohol use before or at the first antipsychotic date, CVD, hypertension, diabetes, cancer, dyslipidemia, depression, anxiety disorder, personality disorder, alcohol use disorder, substance use disorder and suicidal attempt between the first antipsychotic date and the index date, schizophrenia duration, and count of previous antipsychotics)
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eFigure 2. Distribution of the percentage of clozapine use



eTable 11. Risk of mortality associated with the percentage of clozapine use during the entire observation period within samples recruited between 2003 and 2012 
	
	All-cause
	Suicide
	CVD
	
	Infection
	
	Cancer
	

	Factors 
	AF (99% CI)
	Adjusted p value
	AF (99% CI)
	Adjusted p value
	AF (99% CI)
	Adjusted p value
	AF (99% CI)
	Adjusted p value
	AF (99% CI)
	Adjusted p value

	Percentage of clozapine use during the entire observation period
	1.09 (0.89–1.34)
	1.00
	2.99 (1.46–6.08)
	<0.001
	1.28 (0.69–2.38)
	1.00
	0.76 (0.57–1.01)
	0.059
	0.89 (0.56–1.43)
	1.00


Note. Accelerated failure time (AFT) models are controlled for covariates (i.e., age, sex, educational level, cardiovascular disease (CVD), hypertension, atrial fibrillation, diabetes, cancer, dyslipidemia, chronic obstructive pulmonary disease (COPD), depression, anxiety disorder, bipolar disorder, personality disorder, alcohol use disorder, substance use disorder and suicidal attempt before or at the first antipsychotic date, CVD, hypertension, atrial fibrillation, diabetes, cancer, dyslipidemia, COPD, depression, anxiety disorder, bipolar disorder, personality disorder, alcohol use disorder, substance use disorder and suicidal attempt between the first antipsychotic date and the index date, schizophrenia duration, and count of previous antipsychotics)





eTable 12. Results of Gray’s test for cause-specific mortality comparing continuous vs. discontinuous use of clozapine and other antipsychotics
	
	Gray’s test statistic
	p value

	Suicide death
	8.88
	0.031

	CVD death
	13.55
	0.0036

	Infection death
	10.17
	0.017

	Cancer death
	1.75
	0.63



eTable 13. Results of Gray’s test for cause-specific mortality comparing continuous vs. discontinuous clozapine monotherapy, polypharmacy, and other antipsychotics
	
	Gray’s test statistic
	p value

	Suicide death
	11.01
	0.051

	CVD death
	13.73
	0.017

	Infection death
	22.91
	<0.001

	Cancer death
	5.52
	0.36








eTable 14. Risk of mortality associated with continuous and discontinuous use of clozapine compared to continuous use of other antipsychotics: Fine-Gray model estimates
	
	Suicide
	CVD
	
	Infection
	
	Cancer
	

	Factors 
	HR (99% CI)
	Adjusted p value
	HR (99% CI)
	Adjusted p value
	HR (99% CI)
	Adjusted p value
	HR (99% CI)
	Adjusted p value

	Antipsychotic use (Ref. Continuous other antipsychotics)
	
	
	
	
	
	
	
	

	  Discontinuous other antipsychotics
	1.17 (0.76–1.79)
	1.00
	0.58 (0.29–1.17)
	0.23
	1.06 (0.65–1.71)
	1.00
	1.09 (0.61–1.94)
	1.00

	  Discontinuous clozapine
	0.58 (0.30–1.12)
	0.16
	0.67 (0.29–1.59)
	1.00
	1.27 (0.71–2.29)
	1.00
	1.02 (0.53–1.98)
	1.00

	  Continuous clozapine
	0.42 (0.23–0.78)
	0.0015
	0.63 (0.28–1.42)
	0.70
	1.68 (1.05–2.69)
	0.024
	0.93 (0.49–1.79)
	1.00


Note. Fine-Gray models are controlled for 13 imbalanced covariates out of 33 covariates (standardized mean difference (SMD)>0.1; i.e., age, educational level, anxiety disorder, bipolar affective disorder and alcohol use disorder before or at the first antipsychotic date, diabetes, cancer, anxiety disorder,  alcohol use disorder, substance use disorder and suicidal attempt between the first antipsychotic date and the index date, schizophrenia duration, and count of previous antipsychotics)



eTable 15. Risk of mortality associated with clozapine monotherapy and polypharmacy compared to continuous use of other antipsychotics: Fine-Gray model estimates
	
	Suicide
	CVD
	
	Infection
	
	Cancer
	

	Factors 
	HR (99% CI)
	Adjusted p value
	HR (99% CI)
	Adjusted p value
	HR (99% CI)
	Adjusted p value
	HR (99% CI)
	Adjusted p value

	Antipsychotic use (Ref. Continuous other antipsychotics)
	
	
	
	
	
	
	
	

	  Discontinuous other antipsychotics 
	1.18 (0.77–1.81)
	1.00
	0.60 (0.30–1.21)
	0.31
	1.19 (0.73–1.94)
	1.00
	1.05 (0.59–1.88)
	1.00

	  Discontinuous clozapine monotherapy
	0.71 (0.34–1.47)
	1.00
	0.64 (0.24–1.72)
	1.00
	1.58 (0.86–2.90)
	0.27
	0.74 (0.32–1.68)
	1.00

	  Continuous clozapine monotherapy
	0.49 (0.24–1.02)
	0.061
	0.54 (0.19–1.56)
	0.66
	1.64 (0.95–2.86)
	0.10
	1.14 (0.52–2.49)
	1.00

	  Discontinuous clozapine polypharmacy
	0.38 (0.14–1.07)
	0.079
	0.70 (0.19–2.52)
	1.00
	0.78 (0.28–2.24)
	1.00
	1.43 (0.57–3.59)
	1.00

	  Continuous clozapine polypharmacy
	0.36 (0.17–0.79)
	0.0043
	0.71 (0.26–1.92)
	1.00
	1.60 (0.87–2.93)
	0.23
	0.70 (0.29–1.69)
	1.00


Note. Fine-Gray models are controlled for 22 imbalanced covariates out of 33 covariates (standardized mean difference (SMD)>0.1; i.e., age, sex, educational level, hypertension, cancer, anxiety disorder, bipolar affective disorder, alcohol use disorder and substance use disorder before or at the first antipsychotic date, cardiovascular disease (CVD), hypertension, diabetes, cancer, dyslipidemia, depression, anxiety disorder, personality disorder, alcohol use disorder, substance use disorder and suicidal attempt between the first antipsychotic date and the index date, schizophrenia duration, and count of previous antipsychotics)
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