10
[bookmark: _GoBack]Supplementary Information 2

Journal: Drugs – Real World Outcomes
Title: Association of antipsychotic drugs with the risk of recurrent venous thromboembolism: A retrospective study of data from a Japanese inpatient database
Author: Hiroyuki Hashimoto 1, Shinobu Imai 2, Ryoka Yamashita 1, Anna Kiyomi 1, Munetoshi Sugiura 1 
1 Department of Drug Safety and Risk Management, School of Pharmacy, Tokyo University of Pharmacy and Life Sciences 1432-1, Horinouchi, Hachioji, Tokyo 192-0392, Japan
2 Division of Pharmacoepidemiology, Department of Healthcare and Regulatory Sciences, Showa University School of Pharmacy 1-5-8 Hatanodai, Shinagawa-ku, Tokyo 142-8555, Japan


Table s1. Univariable vs Multivariable logistic regression for VTE recurrence (N=8,960)

	
	
	Univariable
	
	
	
	Multivariable
	

	
	OR
	95% CI
	P-value
	
	OR
	95% CI
	P-value

	Age (%), years
	
	
	
	
	
	
	

	 <65
	Ref
	
	
	
	Ref
	
	

	 65–75
	0.76
	0.62–0.93
	0.01*
	
	0.81
	0.66–0.99
	0.04*

	 ≥75
	0.68
	0.57–0.81
	<0.01*
	
	0.77
	0.64–0.94
	0.01*

	Female (%)
	0.90
	0.77–1.05
	0.18
	
	0.98
	0.82–1.18
	0.85

	BMI (%), kg/m2
	
	
	
	
	
	
	

	 <18.5
	Ref
	
	
	
	Ref
	
	

	18.5–25
	0.88
	0.67–1.16
	0.36
	
	0.82
	0.62–1.09
	0.18

	 ≥25
	1.06
	0.80–1.41
	0.70
	
	0.95
	0.71–1.27
	0.73

	Smoking history (%)
	1.20
	1.02–1.42
	0.03*
	
	1.12
	0.93–1.37
	0.23

	CCI score (≥1) (%)
	0.69
	0.59–0.81
	<0.01*
	
	0.68
	0.58–0.81
	<0.01*

	Fracture (%)
	0.45
	0.24–0.85
	0.01*
	
	0.49
	0.26–0.94
	0.03*

	Surgery (%)
	1.34
	1.14–1.58
	0.01*
	
	1.39
	1.18–1.65
	0.01*

	High-risk drugs use (%)
	1.06
	0.61–1.85
	0.83
	
	1.15
	0.66–2.02
	0.62

	Anticoagulant use (%)
	2.21
	1.44–3.42
	0.01*
	
	2.25
	1.46–3.48
	0.01*

	Antipsychotic use (%)
	
	
	
	
	
	
	

	None
	Ref
	
	
	
	Ref
	
	

	Phenothiazine
	0.96
	0.61–1.49
	0.84
	
	0.75
	0.46–1.22
	0.25

	Butyrophenone
	0.92
	0.57–1.50
	0.74
	
	0.91
	0.56–1.50
	0.72

	Benzamide
	1.96
	0.68–5.66
	0.21
	
	1.79
	0.60–5.38
	0.30

	SDA
	1.05
	0.66–1.68
	0.83
	
	0.92
	0.56–1.52
	0.75

	MARTA
	0.99
	0.58–1.70
	0.98
	
	0.71
	0.39–1.30
	0.27

	DPA
	3.23
	1.20–8.68
	0.02*
	
	2.23
	0.80–6.24
	0.13

	Multiple APs
	1.18
	0.87–1.60
	0.29
	
	0.81
	0.52–1.26
	0.35

	Psychiatric disease (%)
	1.15
	0.96–1.39
	0.14
	
	1.12
	0.90–1.40
	0.30

	AP prescription (>14 days) (%)
	1.43
	1.11–1.85
	0.01*
	
	1.56
	1.04–2.34
	0.03*


AP, antipsychotic; BMI, body mass index; CCI, Charlson comorbidity index; CI, confidence interval; DPA, dopamine partial agonist; MARTA, multi-acting receptor-targeted antipsychotics; OR, odds ratio; SDA, serotonin-dopamine antagonist; VTE, venous thromboembolism 

Table s2-1. Demographic and clinical characteristics at baseline of patients included in the Medical Data Vision database, 2014 to 2018 for single type AP user (N=1,068)

	
	Recurrent VTE
(N = 84, 7.9%)
	Non-recurrent VTE
(N = 984, 92.1%)
	P-value

	Age, mean (SD)
	69.7 (14.1)
	71.2 (14.5)
	0.28

	Age (%), years
	
	
	0.50

	 <65
	28 (33.3 %)
	271 (27.5 %)
	

	 65–75
	20 (23.8 %)
	241 (24.5 %)
	

	 ≥75
	36 (42.9 %)
	472 (48.0 %)
	

	Females (%)
	56 (66.7 %)
	597 (60.7 %)
	0.28

	BMI (%)
	
	
	0.48

	 <18.5
	7 (8.33 %)
	127 (12.9 %)
	

	18.5–25
	50 (59.5 %)
	560 (56.9 %)
	

	 ≥25
	27 (32.1 %)
	297 (30.2 %)
	

	Smoking history (%)
	26 (31.0 %)
	307 (31.2 %)
	0.96

	CCI score (≥1) (%)
	66 (78.6 %)
	802 (81.5 %)
	0.51

	Fracture (%)
	1 (1.19 %)
	40 (4.07 %)
	0.19

	Surgery (%)
	35 (41.7 %)
	370 (37.6 %)
	0.46

	High-risk drugs use (%)
	1 (1.19 %)
	19 (1.93 %)
	0.63

	Anticoagulant use (%)
	82 (97.6 %)
	928 (94.3 %)
	0.20

	Antipsychotic use (%)
	
	
	0.19

	Phenothiazine
	22 (26.2 %)
	28 2(28.7 %)
	

	Butyrophenone
	18 (21.4 %)
	240 (24.4 %)
	

	Benzamide
	4 (4.76 %)
	25 (2.54 %)
	

	SDA
	20 (23.8 %)
	233 (23.7 %)
	

	MARTA
	15 (17.9 %)
	185 (18.8 %)
	

	DPA
	5 (5.95 %)
	19 (1.93 %)
	

	Psychiatric disease (%)
	44 (52.4 %)
	489 (49.7 %)
	0.64

	AP prescription (>14 days) (%)
	32 (38.1 %)
	309 (31.4 %)
	0.21


*: P<0.05
AP, antipsychotic; BMI, body mass index; CCI, Charlson comorbidity index; DPA, dopamine partial agonist; MARTA, multi-acting receptor-targeted antipsychotics; SD, standard deviation; SDA, serotonin-dopamine antagonist; VTE, venous thromboembolism 
Table s2-2. Multivariable logistic regression for VTE recurrence for single AP user as exploratory sub-analysis, reference by DPA (N=1,068)

	
	OR
	95% CI
	P-value

	Age (%), years
	
	
	

	 <65
	Ref
	
	

	 65–75
	0.88
	0.47–1.63
	0.68

	 ≥75
	0.8
	0.45–1.43
	0.45

	Female (%)
	1.52
	0.87–2.66
	0.14

	BMI (%), kg/m2
	
	
	

	 <18.5
	Ref
	
	

	18.5–25
	1.6
	0.70–3.65
	0.26

	 ≥25
	1.56
	0.65–3.72
	0.32

	Smoking history (%)
	1.15
	0.65–2.04
	0.63

	CCI score (≥1) (%)
	0.89
	0.50–1.57
	0.68

	Fracture (%)
	0.3
	0.04–2.28
	0.25

	Surgery (%)
	1.29
	0.81–2.08
	0.29

	High-risk drugs use (%)
	0.58
	0.07–4.54
	0.60

	Anticoagulant use (%)
	2.34
	0.55–9.92
	0.25

	Antipsychotics use (%)
	
	
	

	DPA
	Ref
	
	

	Phenothiazine
	0.32
	0.10–0.96
	0.04*

	Butyrophenone
	0.35
	0.11–1.14
	0.08

	Benzamide
	0.78
	0.18–3.44
	0.74

	SDA
	0.38
	0.12–1.18
	0.09

	MARTA
	0.33
	0.11–1.01
	0.05

	Psychiatric disease (%)
	0.97
	0.60–1.58
	0.91

	AP prescription (>14 days) (%)
	1.23
	0.73–2.06
	0.44


*: P<0.05
AP, antipsychotic; BMI, body mass index; CCI, Charlson comorbidity index; CI, confidence interval; DPA, dopamine partial agonist; MARTA, multi-acting receptor-targeted antipsychotics; OR, odds ratio; SDA, serotonin-dopamine antagonist; VTE, venous thromboembolism 

