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Supplemental Material online, Methods 

Methods for validation of the SMART risk score in external populations of patients with CAD, CVD and PAD
SMART risk score for risk of recurrent vascular events
The SMART risk score was developed and validated in the observational SMART cohort1, 2 of 5,788 patients with a history of CAD, CVD, PAD, and/or AAA enrolled between 1996 and 2010 in the University Medical Center in Utrecht, the Netherlands with a median follow-up of 4.7 years (person-years 30,012) in which 788 major vascular events occurred. In a random 60% of the dataset a Cox proportional hazards model was developed to estimate the 10-year risk of a recurrent major vascular event (myocardial infarction, stroke or vascular death) based on fourteen clinical predictors.1 Model validation in the remaining 40% of the SMART data showed good calibration and sufficient discrimination (c-statistic 0.68 (95% CI 0.64-0.71)). 

External validation populations
We tested the external validity of the SMART risk score in three populations of patients with CAD, CVD and PAD.3-6 For patients with polyvascular disease or AAA, large cohorts are scarce and existing cohorts, such as the EVAR, DREAM and AJAX trials,7-10 were not suitable for external validation mainly due to the limited availability of baseline information that is required to complete the SMART risk score calculations. Although patients with AAA (n=429) or polyvascular disease (n=4,388) were represented in the three validation populations, further validation studies in these patient populations are required. Patients with stable CAD originated from the TNT and IDEAL trials (ClinicalTrials.gov identifiers: NCT00327691 and NCT00159835).3, 4 In both trials, the effect of high-dose statin (atorvastatin 80 mg) was compared with usual-dose statin (atorvastatin 10 mg in TNT and simvastatin 20 or 40 mg in IDEAL) for the occurrence of recurrent vascular events. In the SPARCL trial (ClinicalTrials.gov identifier: NCT00147602), patients with a recent (<6 months) TIA or stroke, without known CAD and with LDL-c levels between 2.6 and 4.9 mmol/L, were randomized to atorvastatin 80 mg or placebo.5 For TNT/IDEAL and SPARCL, data from the control arms were used (9,447 patients with CAD on usual-dose statin therapy from TNT/IDEAL and 2,366 patients with CVD on placebo from SPARCL). In the CAPRIE trial, patients with clinically manifest vascular disease were randomly assigned to clopidogrel (75 mg once daily) or aspirin (325 mg once daily).6 In total, data from 6,623 patients with PAD from CAPRIE were available for the present analyses. All studies complied with the Declaration of Helsinki, obtained approval from institutional review boards and all participants provided written informed consent. Study predictors were measured at baseline and assessment of predictors was performed independent of the outcome. Study outcomes of interest were adjudicated by endpoint committees blinded for the study treatment. Details on characteristics of the validation populations and on the definitions of vascular events for the SMART risk score as well as for each validation population are provided in Supplemental Material online, Tables S1 and S2. For each patient the 10-year risk of a recurrent vascular event was estimated using the SMART risk score formula.1 Given the median follow-up periods of 4.9 years (CAD validation cohort), 4.7 years (CVD) and 1.7 years (PAD), the SMART model was interpolated by linearly adapting the baseline hazard function to 5-year predictions for the CAD and CVD cohorts and 2-year predictions for the PAD cohort.11 
Missing data were imputed using 10-fold multiple imputation as described in the main text. The following age-, sex- and vascular disease specific median values of hsCRP were imputed in the CAD and PAD validation cohorts based on data from the SMART study2:

Imputed values for hsCRP (mg/L) 
	
	
Patients with CAD 
	
Patients with PAD 

	Men aged <53 years
	1.5
	3.2

	Women aged <53 years
	2.2
	4.4

	Men aged 53-61 years
	1.7
	2.8

	Women aged 53-61 years
	2.1
	3.9

	Men aged 61-68 years
	1.9
	3.1

	Women aged 61-68 years
	2.0
	3.1

	Men aged >68 years
	2.4
	3.3

	Women aged >68 years
	2.5
	2.8


Subgroups of age were based on quartiles of age in the SMART risk score derivation cohort.1, 2

Model performance in the external validation population
Model calibration, which is the agreement between estimated and observed risks, was evaluated in calibration plots of deciles of estimated risk and was formally tested with the Gronnesby and Borgan goodness-of-fit test.12 The observed risks were based on Kaplan Meier estimates. Calibration is known to be strongly influenced by the incidence of the outcome and average risk factor levels in the validation population, which may differ substantially from the baseline survival and average risk factor levels of the SMART risk score. Such differences were observed in the CVD and PAD validation populations (Supplemental Material online, Table S4). Therefore for these populations the SMART risk score was recalibrated by replacing the mean values of the risk factors and the average event-free survival of the SMART model by the mean values of the risk factors and average event-free survival of the CVD and PAD validation populations separately (Supplemental Material online, Table S4).11 Calibration plots in these populations were shown after recalibration. In the CAD validation population the average survival and average risk factor levels showed limited differences with the SMART risk score and therefore recalibration was not performed for the CAD population. Model discrimination, the extent to which patients that develop an event also had higher estimated risk than patients that did not experience the event of interest, was expressed with Harrell’s c-statistic.13 Performance measures were also shown for the pooled external validation populations after recalibration in the validation populations. 


Supplemental Material online, Table S1
A. In- and exclusion criteria of the study populations
	
	SMART1, 2
	TNT3
	IDEAL4
	SPARCL5
	CAPRIE6

	Inclusion criteria
	Patients aged 18-79 years with atherosclerotic cardiovascular disease, including CAD, CVD, PAD or AAA.

	Patients aged 35-75 years with clinically evident CAD 

	Patients aged ≤80 years who had been hospitalized or had a history of a definite myocardial infarction and who qualified for statin therapy according to guidelines at the time of recruitment.
	Patients >18 years of age who had had an ischemic or hemorrhagic stroke ora TIA 1 to 6 months before randomization, diagnosed by a neurologist within 30 days after the event. 
-Patients with hemorrhagic stroke were included if they were deemed by the investigator to be at risk for ischemic stroke or coronary heart disease. 
-LDL-cholesterol ≥2.6 mmol/l and ≤ 4.9 mmol/l.
	Patients aged ≥21 years with symptomatic atherosclerotic PAD as established by clinical evaluation. 

(Also patients with an ischemic stroke or myocardial infarction were enrolled. The present study included only patients with PAD, either as qualifying diagnosis or as concomitant diagnosis.)

	Exclusion criteria
	-Terminal malignancy
-Not independent in daily activities (Rankin scale >3) 
-Not sufficiently fluent in Dutch.
	-Hypersensitivity to statins
-Active liver disease or hepatic dysfunction (ALT or AST 1.5 times ULN*)
-Pregnant or breastfeeding
-Nephrotic syndrome
-Uncontrolled 
diabetes mellitus, hypothyroidism or 
hypertension (as defined by the
investigator)
-Myocardial infarction, coronary 
revascularization procedure or severe/unstable angina within 1 month of screening
-Any planned surgical
procedure for the treatment of atherosclerosis
-Ejection fraction <30%
-Hemodynamically important valvular disease
-Gastrointestinal disease limiting drug
absorption or partial ileal bypass
-Any nonskin malignancy, malignant melanoma or other survival-limiting disease
-Unexplained creatine phosphokinase levels
6 times ULN*
-Concurrent therapy with long-term immunosuppressants or with lipid-regulating drugs not specified as
study treatment in the protocol
-History of alcohol abuse
-Participation in another clinical trial concurrently or within 30 days before screening.
	-Hypersensitivity to 
Statins
-Active liver disease or hepatic dysfunction (ALT or AST >2 times ULN)
-Pregnant or breastfeeding
-Nephrotic syndrome
-Uncontrolled diabetes mellitus or hypothyroidism
-Plasma triglycerides >6.8 mmol/l
-Congestive heart failure (New York Heart Association classification IIIb or
IV)
-Hemodynamically important valvular disease
-Gastrointestinal disease that might limit drug absorption or partial ileal bypass
-Other significant abnormalities that could compromise
the patient’s safety or successful participation in
the study (investigator’s opinion)
-Treatment with medications, such as
other lipid-lowering drugs or any immunosuppressive
agent that could compromise patient’s safety or obscure the efficacy or safety comparisons
-Already titrated to a dose of statin more than the equivalent of 20 mg/day of simvastatin.
	-Not ambulatory, modified Rankin score >3
-Hypersensitivity to statins or bile-sequestering resins
-Active liver disease/hepatic dysfunction, defined as AST or ALT ≥2 times ULN
-Severe renal dysfunction or nephrotic syndrome
-Atrial fibrillation
-Subarachnoid hemorrhage (as qualifying entry event)
-Pregnant or breastfeeding 
-History of CAD, significant PAD, prosthetic heart valves, clinically significant mitral stenosis or sinus node dysfunction
-Uncontrolled hypertension
-Stroke caused by a revascularisation procedure or trauma (as qualifying entry event)
-Haematologic conditions that may cause thrombus formation
-Endarterectomy ≤1 month before randomization
-Creatine phosphokinase ≥5 ULN
-Participation in another clinical study ≤30 days prior to screening;
-Diseases or abnormalities that the investigator believed might compromise the patient’s safety during the study
-Unreliability as a study participant based on the investigator’s knowledge of the
patient, such as alcoholism, drug abuse, or psychiatric illness
-Use of any drugs known to affect lipid levels or immunosuppressive agents, azole antifungals or drugs associated with rhabdomyolysis in combination with statins. 
-Patients taking a lipid-lowering drug could be considered for screening following a 30-day wash-out period (except in the case of probucol, in which medication must have been discontinued
for at least 6 months).
	-Severe cerebral deficit likely to lead to patient being bedridden or demented
-Carotid endarterectomy after qualifying stroke
-Qualifying stroke induced by carotid endarterectomy or angiography
-Patient unlikely to be discharged alive after qualifying event
-Severe co-morbidity likely to limit patient’s life expectancy to less than 3 years
-Uncontrolled hypertension
-Scheduled for major surgery
-Contraindications to study drugs: severe renal or hepatic insufficiency; haemostatic disorder or systemic bleeding; history of haemostatic disorder or systemic bleeding, thrombocytopenia or neutropenia; history of drug-induced haematologic or hepatic abnormalities; abnormal white blood count, differential, or platelet count; anticipated requirement for long-term anticoagulants; non-study antiplatelet drugs or NSAIDs affecting platelet function; history of aspirin sensitivity
-Women of childbearing age not using reliable contraception
-Currently receiving investigation drug
-Previously entered in other clopidogrel studies
-Geographic or other factors making study participation impractical
-Thrombolytic treatment within the previous 48 hours


*ULN = upper limit of normal; AST =  aspartate aminotransferase; ALT = alanine aminotransferase 
Note: in- and exclusion criteria were partly copied from the original papers and partly shortened for efficiency reasons

B. Definitions of manifest vascular disease at enrollment
	
	SMART1, 2
	TNT3
	IDEAL4
	SPARCL5
	CAPRIE6

	CAD
	Angina pectoris, myocardial infarction or coronary revascularisation (coronary bypass
surgery or coronary angioplasty)
	Previous myocardial infarction, previous or present angina with objective evidence of atherosclerotic CAD, or previous coronary revascularization
procedure
	Hospitalized or had a history of a definite myocardial infarction.
	Patients with CAD were excluded. Only a few patients (n=4) appeared to have a history of CAD as documented in their patient files defined as coronary artery disease, coronary revascularization or a history of myocardial infarction.
	Previous myocardial infarction or stable or unstable angina.
History of myocardial infarction was defined as onset ≤35 days before randomization and two of: 
-Characteristic ischaemic pain for 20 min 
-Elevation of CK, CK-MB, LDH, or AST to 2 ULN* with no other explanation
-Development of new ≥40 Q waves in at least two adjacent ECG leads or new dominant R wave in V1 (R≥1 mm > S in V1)

	CVD
	Transient ischemic attack, cerebral infarction, amaurosis fugax or retinal infarction, or a history of carotid surgery. 
	Documented history of transient ischemic attack, cerebral infarction, amaurosis fugax, retinal infarction, or history of carotid surgery
	Documented history of transient ischemic attack, cerebral infarction, amaurosis fugax, retinal infarction, or history of carotid surgery
	-Stroke: focal clinical signs of central nervous system dysfunction of vascular origin that
lasted for at least 24 hours
-TIA: loss of cerebral or ocular function <24 hours, presumably as a consequence of atherosclerotic causes.
	Documented history of transient ischemic attack, ischemic stroke, or reversible ischemic neurological deficit.
History of ischemic stroke was defined as:
-Focal neurological deficit likely to be of atherothrombotic
(including retinal origin and lacunar infarction) 
-Onset ≥1 week and ≤6 months before randomization.
-Neurological signs persisting ≥1 week from stroke onset
-CT or MRI ruling out hemorrhage or non-relevant disease

	PAD
	Symptomatic and documented obstruction of distal
arteries of the leg or surgery of the leg (percutaneous transluminal
angioplasty, bypass or amputation)
	Documented as peripheral artery disease, intermittent claudication, or surgery of the leg (percutaneous transluminal
angioplasty, bypass or amputation)
	Documented as peripheral artery disease, intermittent claudication, or surgery of the leg (percutaneous transluminal
angioplasty, bypass or amputation)
	Documented as peripheral artery disease, intermittent claudication, or surgery of the leg (percutaneous transluminal
angioplasty, bypass or amputation)
	 -Intermittent claudication (WHO: leg pain on walking,
arterial disease disappearing in <10 min on standing) of presumed
atherosclerotic origin; and ankle/arm ratio ≤0.85 in either leg at rest (two assessments on separate
days)
-History of intermittent claudication with previous leg amputation, reconstructive surgery, or angioplasty with no persisting complications from intervention.

	AAA
	Supra- or infrarenal AAA (distal aortic anteroposterior
diameter ≥3 cm, measured with ultrasonography) or a
history of AAA surgery.
	Documented history of AAA or history of AAA surgery
	Documented history of AAA or history of AAA surgery
	Documented history of AAA or history of AAA surgery
	Documented history of AAA or history of AAA surgery


*ULN = upper limit of normal
Note: definitions were partly copied from the original papers and partly shortened for efficiency reasons

C. Definitions of outcome major vascular events 
	
	SMART1, 2
	TNT3
	IDEAL4
	SPARCL5
	CAPRIE6

	Myocardial infarction
	At least two of the following criteria:
1. Chest pain for at least 20 minutes not disappearing after administration of nitrates
2. ST-elevation >1 mm in two following leads or a left bundle branch block on the ECG
3. CK elevation of at least two times the normal value of CK and a MB-fraction >5% of the total CK
	Coronary death, nonfatal myocardial infarction, resuscitated
cardiac arrest, as adjudicated by endpoint committee.
	Nonfatal acute myocardial
infarction according to criteria of the Joint European
Society of Cardiology/American College of Cardiology, coronary death, or resuscitated cardiac arrest.
	Cardiac death, nonfatal myocardial infarction (MI), resuscitated cardiac
arrest or unstable angina, as adjudicated by endpoint committee.
	Two of: 
-Characteristic ischemic pain for 20 min 
-Elevation of CK, CK-MB, LDH, or AST to 2 ULN* with no other explanation
-Development of new ≥40 Q waves in at least two adjacent ECG leads or new dominant R wave in V1 (R≥1 mm > S in V1)

	Stroke
	Relevant clinical features that have caused an increase in impairment of at least one grade on the modified Rankin scale accompanied by a fresh hemorrhagic or ischemic infarction on a repeat brain-scan.
	Fatal or nonfatal stroke as adjudicated by endpoint committee.
	Evidence of a neurological deficit,
usually localized, lasting ≥24 hours
or until death, usually confirmed by diagnostic
imaging.
	Focal clinical signs of central nervous system dysfunction of vascular origin for at least 24 hours, ischemic or hemorrhagic.
	-Ischemic stroke: acute neurological vascular event with focal signs for ≥24 hours. If worsening of previous event, must have lasted >1 week, or >24 hours if accompanied by CT/MRI.
-Intracerebral hemorrhage: intracranial or subarachnoid hemorrhage, subdural haematoma documented by
appropriate neuroimaging. (Traumatic
haemorrhage was not considered an
outcome event.)

	Vascular death
	-Sudden death (unexpected cardiac death occurring within 1 hour after onset of symptoms or within 24 hours given convincing circumstantial evidence)
-Death from ischemic or hemorrhagic stroke, congestive heart failure, myocardial infarction, rupture of AAA
-Vascular death from other cause, i.e. sepsis following stent placement.
	Death from a cardiovascular cause as adjudicated by endpoint committee.
	Death from a cardiovascular cause as adjudicated by endpoint committee.
	Death from a cardiovascular cause as adjudicated by endpoint committee.
	Deaths due to ischemic stroke, myocardial infarction, haemorrhage, or other vascular causes. The classification of fatal ischaemic stroke or myocardial infarction was based on either death within 28 days after the onset of signs or symptoms of the
acute outcome event, in the absence of other clear causes, or on necropsy findings. Other vascular deaths were any deaths that were not clearly non-vascular. Deaths
considered by the Central Validation Committee to be directly related to the qualifying event were classified as other vascular.


Note: study outcomes were adjudicated by an endpoint committee blinded for the study treatment; outcome definitions were partly copied from the original papers and partly shortened for efficiency reasons
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Supplemental Material online, Table S3A Risk factor targets from secondary prevention guidelines
	Risk factor
	Target
	Assumptions to estimate reductions risk of recurrent events

	Smoking 
	Not currently smoking14, 15
	HR for smoking cessation (from current smoker to former smoker): 0.7416

	Blood pressure 
	Systolic blood pressure <140 mm Hg and diastolic blood pressure <90 mm Hg14, 15

	Maximum achievable reduction in SBP: 9.1 mmHg per normal dose agent for a patient with a baseline SBP of 154 mmHg; for every 10 mmHg higher/lower baseline blood pressure this reduction was 1 mmHg more/less.17 
Additivity of a maximum of 3 agents was assumed.17
HR of blood pressure lowering on major vascular events for every 5 mmHg reduction in SBP: 0.8318

	Lipids
	Use of statin; LDL-c <2.6 mmol/L; for very high risk* patients LDL-c <1.8 mmol/L; if triglycerides <2.3 mmol/L, non–HDL-C should be <3.4 mmol/L, whereas non–HDL-C <2.6 mmol/L for very high risk* patients15

	Achievable reduction in LDL-c: maximum of 50% with potent statin therapy. When already receiving a lower dose lipid-lowering therapy, for calculation of the maximum achievable LDL-c reduction the effect of the specific agent on LDL-c was taken into account based on a previously published overview.19
HR of statins on major vascular events for every mmol/L LDL-c reduction: 0.7920 (a patient example is provided in Table S3C)

	Physical activity
	At least 30 minutes of moderate-intensity activity, minimum 5 days per week15 (≥11.25 MET**)

	HR 0.92 for every increase of 1 MET per day21

	Weight
	Body mass index: between 18.5 and 24.9 kg/m2 or
Waist circumference for women <35 inches (<89 cm) and for men <40 inches (<102 cm)14, 15 

	No effect of weight reduction on major cardiovascular events was assumed

	Antiplatelet
agent/ anticoagulant
	Use of at least one antiplatelet agent or use of an anticoagulant14, 15
	HR for aspirin use 0.8122

	
	
	


*”Presence of established cardiovascular disease plus (1) multiple major risk factors (especially diabetes), (2) severe and poorly controlled risk factors (especially continued cigarette smoking), (3) multiple risk factors of the metabolic syndrome (especially high triglycerides ≥200 mg/dL plus non–HDL-C ≥130 mg/dL with low HDL-C ≤40 mg/dL), and (4) patients with history of acute coronary syndrome.”15 
** One hour moderate-intensity activity corresponds with 4.5 MET, resulting in a recommended weekly MET of at least 11.25 (4.5 times 2.5 hours).
Abbreviations: HR = hazard ratio, MET = metabolic equivalent of task, SBP = systolic blood pressure

	Smoking cessation  blood pressure 
	Available literature does not show a clear effect of smoking cessation on blood pressure.23-25 

	Smoking cessation LDL-cholesterol
	Studies on the effect of smoking cessation on LDL-cholesterol are limited and only very small changes are observed. For example in a prospective cohort study only a small increase in LDL-cholesterol was reported of 2.5 mg/dl (=0.065 mmol/L).23 A meta-analysis on smokers versus non-smokers shows a higher LDL-cholesterol in smokers, but this difference is small (1.7%) and non-significant.26 Also a more recent meta-analysis showed no significant changes in LDL-cholesterol after smoking cessation.27

	Physical activity LDL-cholesterol
	A meta-analysis of randomized trials did not show differences in LDL-cholesterol by an increase in physical activity.28

	Physical activity blood pressure
	There is clear evidence that increased physical activity is associated with a decrease in blood pressure in patients with hypertension.29 Information on the magnitude of this association per MET change is however lacking.


Supplemental Material online, Table S3B Potential associations between risk factors 

Supplemental Material online, Table S3C Estimating reducible and residual risk – a patient example for the lipid target

	
Patient A
· LDL-cholesterol (on-treatment): 2.4 mmol/L
· Current lipid-lowering therapy: simvastatin 40 mg
· Estimated 10-year risk: 20%
· Lipid target: 1.8 mmol/L (due to a history of myocardial infarction and diabetes)30

Patient A has not reached the lipid target of 1.8 mmol/L. To estimate the reducible and remaining risk according to current guidelines, first the off-treatment LDL-cholesterol of the patient was estimated. This was done by adding the 40% reduction that is associated with simvastatin 40 mg19 to the on-treatment LDL-cholesterol level. This results in an estimated off-treatment LDL-cholesterol of 4.0 mmol/L (2.4/(1-0.4)). Although the treatment goal is 1.8 mmol/L, with a maximum achievable reduction of 50% with currently available medication, an LDL-cholesterol of 2.0 mmol/L is considered the best achievable for this patient (50% of 4.0 mmol/L). Therefore, another 0.4 mmol/L could potentially be reduced in this patient (2.4-2.0 mmol/L), which corresponds with an additional relative risk reduction of 0.91 (0.790.4) (Supplemental Material online, Table S3A). Subsequently, the relative risk reduction was applied to the estimated 10-year risk of 20% to estimate the reducible and residual risk by achieving the lipid target in this patient. This was done by adding the log of the relative risk reduction to the linear predictor (A) part of the SMART risk score (Supplemental Material online, Table S4): 1-0. 0.81066exp(A+2.099+log(0.91)).1 This results in an estimated reducible 10-year risk of 1.8% for this patient and a residual 10-year risk of 18.2% currently achievable according to guideline recommendations on cholesterol treatment. 





Supplemental Material online, Table S4
Formulas for the prediction of 10-year risk of recurrent vascular events in patients with vascular disease using the SMART risk score
	

	Original SMART risk score*
10-year cardiovascular disease risk (%) = (1- 0.81066 exp[A + 2.099]) x 100%

Recalibrated SMART risk score for patients with CVD
10-year cardiovascular disease risk (%) = (1- 0.71840 exp[A + 1.933]) x 100%
Recalibrated SMART risk score for patients with PAD
10-year cardiovascular disease risk (%) = (1- 0.70594 exp[A + 1.400]) x 100%

Where A* = 
-0.0850 x age in years + 0.00105 x (age in years)2 + 0.156 [if male] + 0.262 [if current smoker] + 0.00429 x systolic blood pressure in mmHg + 0.223 [if diabetic] + 0.140 [if history of coronary artery disease] + 0.406 [if history of cerebrovascular disease] + 0.558 [if abdominal aortic aneurysm] + 0.283 [if peripheral artery disease] + 0.0229 x years since first diagnosis of vascular disease - 0.426 x HDL-cholesterol in mmol/L + 0.0959 x total cholesterol in mmol/L - 0.0532 x eGFR in mL/min/1.73m² + 0.000306 x (eGFR in mL/min/1.73m²)2 + 0.139 x log(hs-CRP in mg/L)

*As published by Dorresteijn et al., Heart 20131



Supplemental Material online, Figure S1A. Calibration of the SMART risk score in the external validation populations of patients with CAD, CVD (after recalibration) or PAD (after recalibration)








 


 Supplemental Material online, Figure S1B. Calibration in the pooled validation populations (after recalibration in the CVD and PAD populations) 
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Inclusion period 1998-2001 1998-2001 1992-1995

Geography

W-Europe, S-Europe, 

USA, Canada, 
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USA, Canada, 
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S-Africa, Israel

W-Europe, S-Europe, 

USA, Canada, 

Australia N-Zealand

Setting

Clinical centres 

(cardiology clinics)

Clinical centres 

(neurology clinics) Clinical centres 

Age (years) 61 (9) 63 (11) 64 (10)

Age - range 26-80 24-92 27-90

Male sex 7,636 (81) 1,396 (59) 4,808 (73)

Smoking status 1,614 (17) 456 (19) 2,532 (38)

Diabetes mellitus 1,290 (14) 399 (17) 1,407 (21)

Systolic blood pressure (mmHg) 134 (19) 138 (19) 151 (21)

Total cholesterol (mmol/l) 4.8 (0.9) 5.5 (0.8) 6.3 (1.3)

HDL-cholesterol (mmol/l) 1.2 (0.3) 1.3 (0.4) 1.2 (0.4)

eGFR (MDRD) (ml/min/1.73m

2

) 67 (16) 66 (13) 63 (15)

hsCRP (mg/l) NA 2 (1-4) NA

Coronary artery disease  9,447 (100) 4 (0) 2,461 (37)

Cerebrovascular disease  721 (8) 2,366 (100) 773 (12)

Peripheral artery disease  788 (8) 9 (0) 6,623 (100)

Abdominal aortic aneurysm 156 (2) 11 (0) 262 (4)

Years since first vascular event 3 (1-7) 0 (0-1) 2 (1-6)

Years since first event - range 0-62 0-29 0-56

Nr. of major cardiovascular events 1,145 420 511

Follow-up time (years) 4.9 (4.5-5.1) 4.7 (4.2-5.3) 1.7 (1.3-2.3)

Yearly event rate 2.7% 4.1% 4.4%

All data are displayed as mean (SD), median (interquartile range) or n (%)
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