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Preventive strategies in stable CAD

Lipid lowering

Statins, PCSK9i, 

ezetimibe

Antithrombotic

Aspirin, P2Y12i,

OACs

Antihypertensive

ACEi/ARBs, 

amlodipine etc.

Lifestyle modification

Smoking cessation, 

diet & weight optimisation, 

exercise

Revascularisation

PCI, CABG
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ADP, adenosine diphosphate; ATP, adenosine triphosphate; GP = glycoprotein; PAR = protease-activated receptor; 
TP = thromboxane A2 / prostaglandin H2
Storey RF. Curr Pharm Des 2006
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Antithrombotic trialists’ collaboration. BMJ 2002



Antithrombotic trialists’ collaboration. BMJ 2002



Antithrombotic trialists’ collaboration. BMJ 2002



CAPRIE: Clopidogrel Monotherapy in Recent Ischaemic
Stroke, MI or Symptomatic PAD 

CV Risk in Overall Cohort and Subgroups

8

*Cumulative risk of CV death, MI, or ischemic stroke.

CAPRIE = Clopidogrel versus Aspirin in Patients at Risk of Ischaemic Events; CI = confidence interval; CV = cardiovascular; MI =

myocardial infarction; PAD = peripheral artery disease; RRR = relative risk reduction.

CAPRIE steering committee. Lancet. 1996;348:1329-1339.

Stroke (n=6431)

MI (n=6302)

PAD (n=6452)

All Patients (n=19,185)
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Randomized, multinational, double-blind, 1-3 year trial of clopidogrel 75 mg/day versus aspirin 325 mg/day 

in 19,185 patients with recent ischemic stroke, recent MI, or symptomatic PAD (mean follow up 1.9 years).  

Subgroup analysis included 6452 patients with PAD



EUCLID: Primary Efficacy Endpoint

in patients with PAD
Composite of CV Death, MI, or Ischemic Stroke

BID = twice daily; CI = confidence interval; CV = cardiovascular; HR = hazard ratio; K-M = Kaplan-Meier; MI = myocardial 

infarction; QD = once daily

Hiatt WR et al. Article online ahead of print. N Engl J Med. 2016
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Ticagrelor 90 mg BID (751/6930)
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THEMIS study design 

Type 2 diabetes, ≥6 months’ glucose-lowering drug treatment

Previous history of stable CAD (n=17,000)

No history of prior MI or stroke

Ticagrelor 90 mg BID

(n=8500)

Primary endpoint: CV death, MI or stroke

Placebo

(n=8500)

ASA based on

individual risk 

assessment

2-year duration (event-driven trial: 750 events needed)



WARIS II: warfarin, aspirin or both 

following myocardial infarction

Hurlen M et al. N Engl J Med. 2002



COMPASS: randomised controlled trial of 

rivaroxaban for the prevention of major 

cardiovascular events in patients with 

coronary or peripheral artery disease 





Multi-Ethnic Study of Atherosclerosis

Distribution of coronary artery calcium score 

by number of lipid abnormalities

Martin S S et al. Circulation. 2014;129:77-86



CV events per 1000 person-years by strata of coronary artery 

calcium score (CAC) and number of  lipid abnormalities (LA)

Martin S S et al. Circulation. 2014;129:77-86



Role of CT coronary artery calcium score 

in predicting benefit from aspirin

“For the primary prevention of CHD, Multi-Ethnic Study of Atherosclerosis

participants with CAC≥100 had favorable risk/benefit estimations for aspirin

use while participants with zero CAC were estimated to receive net harm from

aspirin”

Miedema MD et al. Circ Cardiovasc Qual Outcomes 2014

Medscape. Stiles S. http://www.medscape.com/viewarticle/824686



Conclusions

• Aspirin remains indicated in stable CAD 

• Clopidogrel may be considered as an alternative to 

aspirin, including in those with prior history of PAD or 

stroke

• Combination of aspirin with another antithrombotic is 

likely to become an option in stable CAD patients at 

higher risk of atherothrombotic events e.g. diabetes, 

coexistent PAD, renal failure, severe multivessel CAD

• CTCA may guide indication for antithrombotic therapy as 

well as other preventive medication (lipid-lowering, BP-

lowering)
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Discussion

ADP, adenosine diphosphate; ATP, adenosine triphosphate; GP = glycoprotein; PAR = protease-activated receptor; TP, thromboxane A2/prostaglandin H2.
Storey RF. Curr Pharm Des. 2006.
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