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Table S1. Risk of all-cause mortality in patients prescribed with various numbers of cardiovascular medications in sensitivity analyses
	Adjusted HR (95% CI)


	Number of CV medications
	Primary analysis
	60-day exposure windowa
	6-month intervalb
	With history of MIc
	Complete datad
	Categorised missing datae
	Patients with TIAf
	Patients with strokeg

	≥6
	0.66 (0.59-0.74)
	0.73 (0.64-0.82)
	0.48 (0.42-0.54)
	0.63 (0.56-0.71)
	0.64 (0.52-0.79)
	0.68 (0.61-0.76)
	0.65 (0.54-0.79)
	0.64 (0.56-0.75)

	5
	0.60 (0.54-0.66)
	0.62 (0.56-0.70)
	0.46 (0.41-0.51)
	0.57 (0.51-0.64)
	0.64 (0.52-0.78)
	0.60 (0.54-0.66)
	0.54 (0.46-0.64)
	0.58 (0.51-1.67)

	4
	0.61 (0.56-0.67)
	0.63 (0.58-0.68)
	0.48 (0.44-0.53)
	0.59 (0.53-0.64)
	0.59 (0.49-0.71)
	0.62 (0.57-0.68)
	0.56 (0.48-0.64)
	0.63 (0.56-0.71)

	3
	0.65 (0.59-0.70)
	0.66 (0.60-0.72)
	0.53 (0.48-0.57)
	0.62 (0.56-0.68)
	0.62 (0.52-0.74)
	0.65 (0.60-0.70)
	0.64 (0.56-0.73)
	0.63 (0.56-0.70)

	2
	0.82 (0.75-0.89)
	0.82 (0.75-0.89)
	0.69 (0.64-0.75)
	0.78 (0.71-0.85)
	0.82 (0.69-0.98)
	0.82 (0.76-0.89)
	0.78 (0.69-0.89)
	0.84 (0.75-0.93)

	1
	1
	1
	1
	1
	1
	1
	1
	1

	0
	1.67 (1.53-1.83)
	1.60 (1.45-1.76)
	2.16 (1.99-2.34)
	1.65 (1.50-1.81)
	1.88 (1.56-2.26)
	1.58 (1.45-1.73)
	1.58 (1.37-1.82)
	1.64 (1.46-1.84)


aA sensitivity analysis conducted in a 60-day exposure period.
bA sensitivity analysis conducted in 6-month intervals.
cA sensitivity analysis conducted in patients who had a history of MI before the first stroke or TIA event.
dA sensitivity analysis conducted in patients with complete characteristics data. 
eA sensitivity analysis conducted by categorising missing data as a separate group.
fA sensitivity analysis conducted in patients with the first TIA event
gA sensitivity analysis conducted in patients with the first ischemic stroke event
 


Table S2. Risk of all-cause mortality in patients prescribed with various numbers of specific six classes of cardiovascular medications in sensitivity analyses
	 Adjusted HR (95% CI)


	Number of classes
	Primary analysis
	60-day exposure windowa
	6-month intervalb
	With history of MIc
	Complete datad
	Categorised missing datae
	Patients with TIAf
	Patients with strokeg

	6
	0.53 (0.36-0.77)
	0.66 (0.59-0.74)
	0.47 (0.27-0.81)
	0.61 (0.38-0.97)
	0.58 (0.31-1.08)
	0.73 (0.48-1.09)
	0.82 (0.41-1.63)
	1.07 (0.55-2.08)

	5
	0.54 (0.46-0.63)
	0.60 (0.54-0.66)
	0.40 (0.33-0.47)
	0.56 (0.47-0.65)
	0.67 (0.51-0.86)
	0.73 (0.61-0.86)
	0.62 (0.46-0.83)
	0.77 (0.57-1.04)

	4
	0.51 (0.46-0.57)
	0.61 (0.56-0.67)
	0.42 (0.38-0.47)
	0.51 (0.45-0.58)
	0.59 (0.49-0.72)
	0.63 (0.56-0.71)
	0.52 (0.44-0.63)
	0.64 (0.53-0.78)

	3
	0.60 (0.55-0.66)
	0.65 (0.59-0.70)
	0.50 (0.45-0.54)
	0.58 (0.52-0.65)
	0.62 (0.53-0.74)
	0.69 (0.62-0.76)
	0.62 (0.53-0.72)
	0.67 (0.58-0.78)

	2
	0.79 (0.73-0.86)
	0.82 (0.75-0.89)
	0.67 (0.61-0.72)
	0.76 (0.69-0.84)
	0.80 (0.68-0.94)
	0.76 (0.68-0.85)
	0.77 (0.68-0.88)
	0.86 (0.75-0.98)

	1
	1
	1
	1
	1
	1
	1
	1
	1

	0
	1.58 (1.45-1.73)
	1.67 (1.53-1.83)
	2.12 (1.96-2.29)
	1.59 (1.41-1.79)
	1.97 (0.66-2.34)
	1.17 (0.92-1.47)
	1.58 (0.31-1.92)
	1.56 (1.34-1.81)


aA sensitivity analysis conducted in a 60-day exposure period.
bA sensitivity analysis conducted in 6-month intervals.
cA sensitivity analysis conducted in patients who had a history of MI before the first stroke or TIA event.
dA sensitivity analysis conducted in patients with complete characteristics data. 
eA sensitivity analysis conducted by categorising missing data as a separate group. 
fA sensitivity analysis conducted in patients with the first TIA event
gA sensitivity analysis conducted in patients with the first ischemic stroke event


Table S3. Summary of characteristics of study subjects with competed data at all the entry points
	Cardiovascular treatment groups


	 
	0 drug
	1 drug
	2 drugs
	3 drugs
	4 drugs
	5 drugs
	≥6 drugs
	P value

	Sex, % women
	49.2
	49.8
	47.8
	47.3
	48.0
	48.6
	45.8
	<0.01

	Age, (years) mean ± SD
	69.7 ± 12.1
	70.7 ± 11.7
	70.8± 11.0
	71.7 ± 10.5
	72.3 ± 10.1
	72.2 ± 10.1
	71.9 ± 9.9
	<0.01

	Smoking (%)
	 
	 
	 
	 
	 
	 
	 
	 

	Current
	18.5
	16.2
	17.3
	16.0
	14.9
	12.7
	12.5
	<0.01

	Former
	40.1
	39.8
	40.1
	42.4
	44.0
	44.5
	45.8
	 

	Never
	41.4
	43.9
	42.6
	41.6
	41.1
	42.8
	41.7
	 

	Alcohol (%)
	 
	 
	 
	 
	 
	 
	 
	 

	Current
	70.0
	68.9
	70.4
	71.4
	70.9
	69.2
	70.4
	<0.01

	Former
	11.1
	12.1
	12.1
	11.2
	12.0
	11.4
	10.6
	 

	Never
	18.9
	19.0
	17.5
	17.4
	17.1
	19.4
	19.1
	 

	BMI status (%)
	 
	 
	 
	 
	 
	 
	 
	 

	Normal
	35.6
	35.8
	33.3
	30.1
	26.6
	23.1
	19.1
	<0.01

	Overweight
	36.9
	37.9
	39.2
	39.7
	38.7
	37.9
	35.7
	 

	Obesity
	23.9
	23.3
	25.2
	28.4
	33.1
	37.6
	44.2
	 

	Underweight
	3.6
	3.0
	2.4
	1.8
	1.6
	1.4
	1.0
	 

	BP status (%)
	 
	 
	 
	 
	 
	 
	 
	 

	Normal
	64.8
	66.4
	66.5
	63.2
	60.9
	59.5
	57.7
	<0.01

	Stage 1 hypertension
	27.5
	27.4
	27.8
	29.8
	30.7
	30.5
	30.5
	 

	Stage 2 hypertension
	5.5
	4.9
	4.3
	5.4
	6.3
	7.4
	8.3
	 

	Stage 3 hypertension
	2.0
	1.3
	1.3
	1.6
	2.1
	2.5
	3.4
	 

	TC status (%)
	 
	 
	 
	 
	 
	 
	 
	 

	Optimal
	62.6
	64.8
	73.4
	77.5
	80.6
	81.8
	82.7
	<0.01

	Intermediate
	25.1
	23.9
	18.1
	15.8
	13.7
	12.7
	12.1
	 

	High
	12.2
	11.3
	8.5
	6.7
	5.7
	5.5
	5.2
	 

	Townsend score (%)
	 
	 
	 
	 
	 
	 
	 
	 

	1 (least deprived)
	23.0
	22.0
	22.5
	22.0
	21.2
	19.9
	20.3
	<0.01

	2
	22.2
	24.3
	22.6
	22.6
	22.9
	23.6
	22.3
	 

	3
	22.4
	22.3
	21.9
	21.8
	21.9
	21.0
	22.1
	 

	4
	18.0
	18.9
	19.0
	19.3
	19.8
	19.9
	20.7
	 

	5 (most deprived)
	14.3
	12.6
	14.0
	14.4
	14.3
	15.6
	14.6
	 

	History of PCI (%)
	0.4
	0.3
	0.3
	0.5
	1.0
	1.9
	3.0
	 

	Comorbidity (%)
	 
	 
	 
	 
	 
	 
	 
	 

	Hypertension
	48.4
	43.7
	46.8
	67.9
	81.4
	88.4
	91.8
	<0.01

	Hyperlipidaemia
	15.5
	16.2
	17.7
	18.8
	20.6
	23.1
	25.8
	<0.01

	Arrhythmia
	12.6
	11.2
	11.6
	15.3
	20.7
	24.4
	30.4
	<0.01

	Heart Failure
	3.4
	2.5
	2.4
	3.7
	5.8
	9.0
	15.2
	<0.01

	PVD 
	6.0
	4.2
	5.5
	6.3
	7.1
	8.3
	10.2
	<0.01

	Diabetes
	22.2
	21.0
	23.1
	27.3
	30.5
	37.1
	46.9
	<0.01

	Dementia
	5.9
	5.7
	5.5
	4.1
	3.4
	3.3
	2.6
	<0.01

	COPD
	9.6
	11.5
	11.7
	10.9
	11.7
	9.7
	10.5
	<0.01

	Asthma
	12.9
	15.6
	16.1
	15.2
	14.5
	13.9
	12.8
	<0.01

	Liver disease
	1.4
	1.1
	0.8
	0.8
	0.6
	0.5
	0.5
	<0.01

	Peptic ulcer disease
	6.6
	5.9
	6.5
	6.8
	6.2
	5.9
	6.3
	0.09

	RA
	2.4
	2.4
	2.1
	2.4
	2.2
	1.7
	2.1
	0.03

	CKD
	17.4
	17.0
	17.8
	20.8
	25.6
	30.2
	35.2
	<0.01


[bookmark: _Hlk41050982]Abbreviations: BMI, body mass index; BP, blood pressure; TC, total cholesterol; COPD, chronic obstructive pulmonary disease; CKD, chronic kidney disease; PCI, percutaneous transluminal coronary intervention; PVD, peripheral vascular disease; RA, rheumatoid arthritis



