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The concept of stable CAD and residual risk

Risk

Time

Virtual curve of the 
absence of risk

Stable = linear curve
But the slope may still be high
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The residual ischemic risk

Lemesle et al. JACC 2017;69(17):2149-2156

Risk of MI
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Delsart et al. Eur J Prevent. Cardiol. 2015:22;864-71 

The residual ischemic risk
Risk of the composite CV death, MI, Stroke

History of non-coronary vascular intervention 
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The CLARIFY Risk Model for CV death and MI

12 variables 
associated with 
the risk of CV 
death and MI

ESC 2018 - D’après Ford I et al., LB Registry 2980
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ESC 2018 - D’après Ford I et al., LB Registry 2980

Incidence cumulée du critère combiné mortalité cardiovasculaire et infarctus du 
myocarde, par quintiles de distribution du score de risque dans la population 

CLARIFY (n = 15,770)
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Prévention de l’athérothrombose par les 
anticoagulants

A l’époque des AVK ...  
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WARIS II Trial

Hurlen M et al. NEJM 2002

*

*C
o

m
p

o
si

te
 o

f 
d

ea
th
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ei

n
fa

rc
ti

o
n

, a
n

d
 s

tr
o

ke
 

Type of 
Bleeding

A      
(n)

W    
(n)

W + A 
(n)

Cerebral 1 5 3

GI 6 18 21

Other 1 7 4

Total 8 33 28

Rate** 0.17
%

0.62
%

0.62%

**p<0.001

Warfarin in Secondary Prevention

N= 3,630 post MI patients randomized to aspirin (160 mg daily), warfarin 
(INR 2.8-4.2), or warfarin (INR 2.0-2.5) plus aspirin (75 mg daily)

for a mean of 4 years

Warfarin plus aspirin reduces the rate of adverse events with a 

higher rate of major bleeding
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Prévention de l’athérothrombose par les 
anticoagulants

A l’époque des AOD ...  

Les données sur la faible dose de rivaroxaban ...

En post-SCA
Et dans le cadre de la maladie coronaire chronique
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Le post-SCA : ATLAS

Gibson M, et al. N Engl J Med 2005.
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Gibson M, et al. N Engl J Med 2005.

Le post-SCA : ATLAS
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Le post-SCA : ATLAS

Gibson M, et al. N Engl J Med 2005.
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Le post-SCA : ATLAS

Gibson M, et al. N Engl J Med 2005.
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Eikelboom J, et al. N Engl J Med 2017

R
Aspirin 100 mg od

Rivaroxaban 5 mg bid Expected follow up  
3-4 years

Run-in  
(aspirin)

Stable CAD or PAD
2,200 with a primary outcome event

Rivaroxaban 2.5 mg bid+ 
aspirin 100 mg od

La maladie coronaire chronique : COMPASS
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Key inclusion criteria

 PAD 

 CAD with ≥1 of:

 Aged ≥65 years

 Aged <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 ischaemic 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 DAPT, other non-aspirin 
antiplatelet therapy, or OAC therapy

 eGFR <15 ml/min

Eikelboom JW et al, N Engl J Med 2017;377:1319–1330
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n=27,395 patients with stable atherosclerotic vascular disease (CAD or PAD)
CAD 90.6%
Prior MI 62%, 7.1 mean years since Prior MI
PAD 27.3%

Eikelboom J, et al. N Engl J Med 2017
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Primary and Secondary components

Outcome

R + A
N=9,152

A
N=9,126

Rivaroxaban + Aspirin  vs. 
Aspirin

N
(%)

N
(%)

HR
(95% CI)

p

CV death
160

(1.7%)
203

(2.2%)
0.78

(0.64-0.96)
0.02

Stroke
83

(0.9%)
142

(1.6%)
0.58

(0.44-0.76)
<0.0001

MI
178

(1.9%)
205

(2.2%)
0.86

(0.70-1.05)
0.14

Mortality
313

(3.4%)
378

(4.1%)
0.82

(0.71-0.96)
0.01

Eikelboom J, et al. N Engl J Med 2017
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Major bleeding

Outcome

R + A
N=9,152

R
N=9,117

A
N=9,126

Rivaroxaban + Aspirin  
vs. Aspirin

Rivaroxaban  vs. 
Aspirin

N  (%) N  (%) N  (%) HR  
(95% CI)

P
HR  

(95% CI)
P

Major bleeding
288

(3.1%)
255

(2.8%)
170

(1.9%)
1.70

(1.40-2.05)
<0.0001

1.51
(1.25-1.84)

<0.0001

Fatal
15

(0.2%)
14

(0.2%)
10

(0.1%)
1.49

(0.67-3.33)
0.32

1.40
(0.62-3.15)

0.41

Non fatal ICH*
21

(0.2%)
32

(0.4%)
19

(0.2%)
1.10

(0.59-2.04)
0.77

1.69
(0.96-2.98)

0.07

Non-fatal other
critical organ*

42
(0.5%)

45
(0.5%)

29
(0.3%)

1.43
(0.89-2.29)

0.14
1.57

(0.98-2.50)
0.06

* symptomatic

Eikelboom J, et al. N Engl J Med 2017
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Net clinical benefit

Outcome

R + A
N=9,152

A
N=9,126

Rivaroxaban + Aspirin  vs. 
Aspirin

N  (%) N  (%) HR  (95% 
CI)

P

Net clinical benefit
(Primary + Severe bleeding  

events)

431
(4.7%)

534
(5.9%)

0.80
(0.70-0.91)

0.0005

Eikelboom J, et al. N Engl J Med 2017
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5,6

2,2
2,4

1,6
1,9

0,1 0,2

4,14,2

1,7
2,0

0,9

3,2

0,2 0,2

3,2

MACE CV death MI Stroke Major
bleeding

Fatal ICH* All-cause
death

P
ro

p
o

rt
io

n
 o

f 
p

at
ie

n
ts

 (
%

)

Aspirin 100mg od Riva 2.5 mg bid + aspirin 100 mg od

Connolly SJ et al. Lancet 2018

HR: 1.66
p<0.0001

HR: 1.55
p=0.30

HR: 0.99
p=0.98

HR: 0.77
p=0.0012

HR: 0.74
p<0.0001

HR: 0.75
p=0.010

HR: 0.86
p=0.15

HR: 0.56
p<0.0001

Trial in CAD patients 

*Non-fatal symptomatic

n=24,824 patients with stable coronary artery disease (CAD)
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COMPASS CAD Trial in the Real World

Excluded
29,9%

Non-
included
17,2%

Eligible
52,9%

51.8

44.8

25.9

12.4

2.2

0

10

20

30

40

50

60

High bleeding risk

Oral anticoagulant treatment

DAPT for ACS/PCI <12 months

Ischaemic stroke <1 year

Severe renal failure*

Main Reasons for Being Excluded (%)
Eligibility for the COMPASS Trial 

Among 31,873 Evaluable REACH 

Registry Patients

*Defined as eGFR <15 ml/min

Darmon A et al. Eur Heart J. 2017
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Anand S et al, Lancet 2018;391:219–229

Trial in PAD patients 
N=7,740 patients with stable peripheral artery disease (PAD)

MACE MALE

MACE+MALE Bleeding
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Conclusion

- Rivaroxaban 2.5 mg bid + aspirin reduces ischemic events with an

increase in major bleeding, but provides a net clinical benefit

- Rivaroxaban 2.5 mg bid + aspirin reduces CV and all-cause mortality

- The benefit of the dual pathway strategy in CAD patients is transferrable

to the real world practice

- Patients selection based on the presence of high CV risk features and

low risk for bleeding
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AMM Européenne
(23 août 2018) 

Xarelto (2.5 mg 2x/j), co-administré avec de l’acide acétylsalicylique
(AAS) 75-100 mg/j, est indiqué pour la prévention des événements
athérothrombotiques chez les patients adultes présentant une
maladie coronarienne ou une maladie artérielle périphérique
symptomatique à haut risque d’événements ischémiques

The US FDA
(October 11th, 2018)

Rivaroxaban (Xarelto®), 2.5 mg twice daily, plus aspirin low dose once
daily to reduce the risk of major cardiovascular events including
cardiovascular (CV) death, heart attack or stroke in patients with
chronic coronary artery disease (CAD) or peripheral artery disease
(PAD).
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