S2 Text. Description of analytic dataset from Clinical Practice Research Datalink

The Clinical Practice Research Datalink (CPRD) is an ongoing primary care database of anonymised medical records from general practitioners, with coverage of over 11.3 million patients from 674 practices in the UK (England, Wales, Scotland, and Northern Ireland), with data collected from 1987 onwards. Patients are broadly representative of the UK general population in terms of age, sex and ethnicity [1]. A subset of English practices (currently 75%, representing 58% of all UK CPRD practices) have consented to participate in the CPRD linkage scheme and have provided patient-level information. Patient-level data from consenting practices are linked via a trusted third party to other existing data sources, including HES and Office for National Statistics (ONS). Records on about 2.1 million patients were used in the present analysis (Fig A). 

Disease and exposure definitions
CVD was defined by ICD-10 codes: I21-I25 (fatal and non-fatal events), and I60-69 (fatal and non-fatal). Non-fatal hospital inpatient admissions using these codes were flagged in HES. Fatal events were flagged using death certificate information (coded using ICD-10) in the ONS data. The primary care database in CPRD is coded using medcodes (a CPRD-unique classification system), which are directly mapped to Read version 3 (CTV3) codes. Mapping of ICD-10 CVD codes to CTV3 codes was done using the NHS Digital TRUD Data Migration Toolkit [2]; the complete list of CTV3 codes generated is available on request. An individual’s date of first CVD event was calculated as the earliest event flagged in any of the three sources of information. Current smokers were flagged using a code list previously reported [3]. Diabetes diagnoses were flagged by: prescriptions for anti-diabetic medications [4]; CTV3 codes indicating a diabetes diagnosis [5]; or ICD-10 codes in HES (E10-E14, G59.0, G63.2, H28.0, H36.0, Y42.3). Statin prescriptions were flagged according to a list of statin medications [3]. Full details of the code lists used are available on request.   

Calculation of CVD incidence rates 
An individual’s date of entry into the CPRD cohort was defined as the latest of: 6 months after registration at GP practice contributing to CPRD; date of 30th birthday; date GP practice data quality marked as “up to standard”; 1st April 2004. The date of cohort exit was defined as the earliest of: date of de-registering at practice; date of last data upload from practice to CPRD; date of 95th birthday; date of death; or 21st Oct, 2017. Participants were assumed to be at-risk for CVD from study entry until first CVD event or censoring. The age- and sex-specific incidence rates of CVD were calculated among individuals with no record of having either CVD or a statin prescription prior to the date of study entry (Table A in S2 Text). 

	Table A in S2 Text: Age- and sex-specific incidence rates (per 1000 person-years) of CVD among CPRD participants (n=2,156,627)

	Age-at-risk
	
	     Male
	 Female

	40-<45
	
	1.578
	0.726

	45-<50
	
	2.964
	1.309

	50-<55
	
	5.141
	2.165

	55-<60
	
	7.561
	2.969

	60-<65
	
	10.848
	4.560

	65-<70
	
	13.731
	7.007

	70-<75
	
	19.271
	10.840

	75-<80
	
	25.667
	17.007



Fig A in S2 Text: Study population in the Clinical Practice Research Datalink
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