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Atherothrombosis Is a Polyvascular Disease with 
Substantial Patient Overlap Between CAD and PAD

• REACH registry: enrolled 40,258 patients with established CAD, 8273 patients with established PAD, and 
18,843 patients with established cerebrovascular disease from 44 countries*

CeVD, cerebrovascular disease

*Note: definitions of CAD and PAD in REACH are not identical with COMPASS

Bhatt DL  et al, J Am Med A, 2006oc 2006;295:180–189

CAD

PAD

CeVD

61.5% of patients 
with PAD had 
concomitant disease 
in other vascular 
beds

24.7% of patients 
with CAD had 
concomitant disease 
in other vascular beds



SIHD

SCAD





Chronic Coronary Syndrome ESC Update 2019

From ‘stable’ to ‘chronic’:
Changing definitions in CAD



dispel the myth



Despite guideline-recommended therapy, patients with previous 
ischaemic events are at high risk of recurrence

Incidence of MACE according to the history of ischaemic events in the REACH registry
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Bhatt et al, JAMA 2010;304:1350–1357

4-year incidence of 
MACE in patients 

with a prior 
ischaemic event: 

18.3%



RESIDUAL RISK REDUCTION

“Residual Thrombotic Risk”“Residual Metabolic Risk” “Residual Inflammatory Risk”



Residual Antithrombotic Risk

single pathway inhibition

dual pathway inhibition
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PAR-1PAR-4

Inactive
platelet

Activated

platelet

Rivaroxaban
Factor Xa
inhibition1

Rivaroxaban and Aspirin Synergistically Target Essential 
Components of Atherothrombosis

Clot

Low dose 

aspirin2

Thromboxane A2

COX-1

1. Adapted from Angiolillo DJ et al. Eur Heart J 2010;31:17–28; 2. Adapted from Mitchell JRA. BMJ 1981;282:590–594

Rivaroxaban impacts not only fibrin formation, but also platelet activation

Fibrin

Other inactive
platelets

Aggregated 

active 

platelets





ATLAS ACS 2 TIMI 51: Rivaroxaban Vascular Dose Reduced CV Events and 
Death in Patients with ACS

Patients with elevated cardiac biomarkers and no prior stroke/transient ischaemic attack

CV death, MI or stroke
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HR=0.80 

(95% CI 

0.68–0.94);

p=0.007
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Rivaroxaban
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CI, confidence interval; HR, hazard ratio; NNT, number needed to treat
Patients also received antiplatelet standard of care: ASA + thienopyridine (~93%) or ASA alone (~7%)

Korjian S et al, Eur Heart J Acute Cardiovasc Care 2017: doi:10.1177/204887261774500 

Therapeutic scheme: Rivaroxaban 2,5 mg bid + DAPT (in 95% pts)









Inclusion criteria ensured that a high-risk population was enrolled

COMPASS Population

Bosch J et al, Can J Cardiol 2017;33:1027–1035; Eikelboom JW et al, N Engl J Med 2017;377:1319-1330

Patients with established
atherosclerotic disease with a

high risk 
of incident cardiovascular 

disease

CAD (N=24,824) 
• Multivessel CAD and/or prior MI 
• For patients <65 years two vascular beds or two additional cardiovascular risk factors

PAD (N=7470)
• Previous interventions of peripheral bypass surgery or PTCA
• Limb or foot amputation 
• Symptomatic intermittent claudication with ankle/arm blood pressure ratio <0.90 or 

significant peripheral artery stenosis
• Previous carotid revascularization or asymptomatic carotid artery stenosis ≥50% 



Inclusion and Exclusion Criteria Ensure That Patients 
Are Chronic CAD and PAD Patients 

Key inclusion criteria*

◆ PAD 

◆ CAD with ≥1 of:
• Age ≥65 years

• Age <65 years plus atherosclerosis in 
≥2 vascular beds or ≥2 additional risk 
factors 

– Current smoker 

– Diabetes mellitus 

– Renal dysfunction (eGFR<60 ml/min)

– Heart failure 

– Non-lacunar ischemic stroke 
≥1 month ago

Key exclusion criteria‡

◆ Stroke ≤1 month or any haemorrhagic 
or lacunar stroke

◆ Severe HF with known ejection 
fraction <30% or NYHA class III or IV 
symptoms

◆ Need for dual antiplatelet therapy, 
other non-aspirin antiplatelet 
therapy, or oral anticoagulant 
therapy

◆ eGFR <15 ml/min

#Including but not limited to; ‡any other exclusion criteria in conjunction with the local Product Information and any 
other contraindication listed in the local labelling for rivaroxaban or the comparator have to be considered

www.clinicaltrials.gov/ct2/show/NCT01776424 [accessed 21 Mar 2017]; 

Bosch J et al, Can J Cardiol 2017;33:1027–1035









COMPASS study

Primary safety outcome



COMPASS study





NEJM, 2017











ANTITHROMBOTIC THERAPY

25  RECOMMENDATIONS

Class I 9

Class IIa 8

Class IIb 7

Class III 1



DUAL ANTITHROMBOTIC THERAPY
CCS GL ESC 2019

HIGH
ISCHAEMIC RISK IIa A NO

MODERATE
ISCHAEMIC RISK IIb A NO

NON HIGH       
BLEEDING RISK

HIGH 
BLEEDING RISK

(SHOULD BE)

(MAY BE)






