
Appendix Table: Characteristics of the HPS-DM[11] and CARDS[12] trials. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  

 

 HPS-DM [11,13] CARDS[12] 

Patients   

Inclusion criteria Age 40–80 years, non-fasting  blood total cholesterol concentrations 

of ≥3·5 mmol/L and, in the original HPS[13] trial, a medical history 

of: (1) coronary disease (i.e., myocardial infarction, unstable or 

stable angina, coronary artery bypass graft, or angioplasty) or (2) 

occlusive disease of non-coronary arteries (i.e. non-disabling stroke 

not thought to be haemorrhagic, transient cerebral ischaemia, leg 

artery stenosis (e.g. intermittent claudication),  carotid 

endarterectomy, other arterial surgery, or angioplasty) or (3) 

diabetes mellitus or (4) treated hypertension (for males aged ≥ 65 

years) 

Age 40–75 years and type 2 diabetes mellistus of non-

secondary origin and diagnosed ≥ 6 months prior to study 

entry, low density lipoprotein (LDL) cholesterol (≤4·14 

mmol/L), serum triglycerides (≤6·78 mmol/L), and at least 

one of the following: (1) a history of hypertension (i.e. 

receiving antihypertensive treatment or having a systolic 

blood pressure of ≥140 mmHg or a diastolic blood of 

pressure ≥ 90 mmHg on at least two successive occasions), 

(2) retinopathy (i.e., any retinopathy, maculopathy, or 

previous photocoagulation), (3) microalbuminuria or 

macroalbuminuria, defined as a positive Micral or other 

strip test, an albumin creatinine ratio of 2·5 mg/mmol or 

greater, or an albumin excretion rate of 20 µg/min or more 

on timed collection, all on at least two successive 

occasions, or (4) current smoking with no minimum 

number of cigarettes per day required. 

 

Exclusion criteria A clear indication for statin therapy as judged by the participants’ 

treating physicians, a myocardial infarction, stroke or hospital 

admission for angina within the previous 6 months, a chronic liver 

disease (cirrhosis or hepatitis) or abnormal liver function (e.g. 

alanine aminotransferase level of >67 IU/L), severe renal disease, or 

impaired renal function (creatinine >200 µmol/L), inflammatory 

muscle disease or evidence of muscle problems (creatine kinase 

>750 IU/L), concurrent treatment with ciclosporin, fibrates, or high-

dose niacin, child-bearing potential, severe heart failure, a life- 

threatening disease other than vascular disease or diabetes (e.g. 

severe chronic airways disease or any cancer other than non-

melanoma skin cancer), conditions that could limit long-term 

compliance (e.g. severely disabling stroke, dementia, or psychiatric 

disorder). 

Prior myocardial infarction, angina, coronary vascular 

surgery, cerebrovascular accident, or severe peripheral 

vascular disease (defined as warranting surgery), a plasma 

creatinine concentration of >150 µmol/L, glycated 

haemoglobin (HbA1c) level of >12%, or <80% compliance 

with placebo (during the run-in period). 
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 HPS-DM [11,13] CARDS[12] 

Interventions   

Type and dose of initiating 

statin 

Simvastatin 40mg Atorvastatin 10mg 

Monitoring of lipid profiles Annual cholesterol assays for a selected patient 

sample. 

Cholesterol measurements performed during follow-up, 

schedule not available. 

Changes in statin dosing 

during follow-up 

None. Cessation of treatment or add-on therapy with an LDL level 

of >4.65mmol/l or a triglyceride level of>9·0 mmol/L. 

Comparator Placebo Placebo 

Outcome   

Major vascular events Major coronary event (i.e. non-fatal myocardial 

infarction or coronary death), stroke or re-

vascularisation of coronary or non-coronary origin. 

Acute coronary heart disease events (i.e. myocardial 

infarction, unstable angina, acute coronary heart disease 

death, or resuscitated cardiac arrest) coronary re-

vascularisation, or stroke. 

Setting   

Recruitment and screening Potentially eligible entrants were identified in a 

review of the records of discharges of special wards 

and clinics and further invited to participate with the 

agreement of their general practitioner. Participants 

were screened at 69 special clinics in the UK. 

Potentially eligible entrants were identified in a review of 

computerised patient records and by an assessment of 

people attending diabetes clinics. The participants were 

screened at 132 special clinics around the UK and Ireland. 

Pre-randomisation run-in-

period 

Placebo for 4 weeks for all potential entrants with 

subsequent allocation to simvastatin (40 mg) for 4–6 

weeks. 

Placebo for 6 weeks for all potential entrants. 

Monitoring practices Follow-up of patients at 4-month intervals (1st year), 

and at 6-months intervals thereafter for adverse 

events, blood safety monitoring and compliance. 

Follow-up procedures were performed alternatively 

via patient´s general practitioner. 

Follow-up of patients at 1-month intervals (first 3 months), 

at 6 months and at 6-month intervals thereafter for adverse 

events, safety variables, blood pressure, weight and 

compliance. Electrocardiogram (ECG) performed annually. 


