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L’ATHEROTHROMBOSE* EST UNE CAUSE 

MAJEURE DE DECES DANS LE MONDE¹*

1. The World Health Report, 2000, WHO Geneva, 2000.

Mortalité (%)

* Pathologie cardiovasculaire, cardiopathie ischémique et pathologie vasculaire cérébrale.
* états membres de l’OMS (Afrique, Amériques, Bassin Méditerranéen, Europe, Sud-Est Asiatique et Pacifique Ouest)



Risque de mortalité et AOMI 
%

12

11

10

9

8

7

6

5

4

3

2

1,

0

2,6

11,3

7,1

AOMI  (Agnelli)
Cardiopathies 

Ischémiques 
(REACH)

AVC (ATC)

1: Agnelli G, Belch JJF, Baumgartner I, Giovas P, Hoffmann U. Morbidity and mortality associated with atherosclerotic peripheral artery disease: Asystematic review. Atherosclerosis. 2020 Jan;293:94-100. doi:10.1016/j.atherosclerosis.2019.09.012. 

2: Ducrocq G, Amarenco P, Labreuche J, Alberts MJ, Mas JL, Ohman EM, Goto S,Lavallée P, Bhatt DL, Steg PG. A history of stroke/transient ischemic attackindicates high risks of cardiovascular event and hemorrhagic stroke in patients with coronary artery
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Courbe de survie (Kaplan Meyer) basée sur la mortalité toute cause 

chez des sujets normaux et des sujets présentant une AOMI symptomatique ou non
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Criqui MH et al. Mortality over a period of 10 years in patients with peripheral arterial disease 

N Eng J Med 1992; 326 : 381-6
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Sévérité de l’AOMI et mortalité



 APTC * (Antiplatelet Trialist's Collaboration 1994) :

– Méta-analyse de 142 essais

– Plus de 73 000 patients à haut risque :

 IDM,

 IDM en phase aiguë,

 AVC,

 AIT,

 Autres conditions à risque vasculaire ischémique : angor 

instable ou stable, post-chirurgie et angioplastie, 

pathologies artérielles périphériques

Athérothrombose et APTC *
Br Med J 1994; 308: 81-106.

Apport des AAP dans les AOMI



• Résultats :

– Les AAP en prévention secondaire : 27 % des

événements ischémiques majeurs versus placebo

(critère combiné : IDM, AVC, mort vasculaire)

– Aspirine : AAP le plus étudié (46 études, patients à

haut risque) :  25 % des événements ischémiques

majeurs versus placebo

– Ticlopidine :  33 % des événements ischémiques

majeurs versus placebo mais effets IIaires ++++

Apport des AAP dans les AOMI



Eur Heart J, Volume 42, Issue 39, 14 October 2021, Pages 4013–4024, 

Major trials on antithrombotic therapies in lower-

extremities artery disease including >500 patients. 

















• Étude prospective randomisée en double-aveugle controlée

comparant le clopidogrel à l’aspirine.

• 384 centres investigateurs dans 16 pays

• Durée de suivi 1 an minimum, 3 ans maximum

Méthodologie

Clopidogrel versus Aspirin

in Patients at Risk of Ischeamic Events

CAPRIE : final study report. Dossier D'AMM 1997



Schéma de l'étude

IDM

AVC

AOMI

AAS 325 mg/j + placebo de Clopidogrel

Clopidogrel 75 mg/j + placebo d ’AAS

Période de suivi de 1 à 3 ansR

N = 19 185

Critères 

d ’inclusion
Critère de 

jugement combiné

IDM

AVC

Décès CV



CAPRIE Steering Committee. Lancet 1996;348:1329-1339.
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• n = 19185, IDM < J35 (6302), AVC isch (6431), AOMI > II (6452), suivi 1 à 3 ans

• Critère combiné : IDM, AVC, décès vasculaire 

5 à 11* événements évités

pour 1000 patients traités 

pendant 1 an

*Critère élargi : IDM, AVC, décès vasculaire, hospitalisation pour ischémie ou saignement

Etude CAPRIE



AAP : BENEFICE DANS l’AOMI

Critère principal : IdM, AVC, décès vasculaire

Lancet 1996;348:1329-39

+8,7%
p = 0,043

+7,3%
p = NS

-3,7%
p = NS

+23,8%
p = 0,0028

PAD



Bhatt DL. Am J Cardiol 2002;90:625-628
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CHARISMA Trial Design

* MI (fatal or non-fatal), stroke (fatal or non-fatal), or cardiovascular death;

event-driven trial

Clopidogrel 
75 mg/day
(n=7802)

Placebo 
1 tablet/day 
(n=7801)

1-month 

visit

Final visit 
(Fixed study 

end date)

Patients age ≥ 45 
years at high risk of 
atherothrombotic 
events

R Double-blind treatment up to 1040 

primary efficacy events*

Low dose ASA 75162 mg/day

Low dose ASA 75162 mg/day

(n=15603)

Visits every 6 months3-month 

visit

Bhatt DL, Topol EJ, et al. Am Heart J 2004; 148: 263–268.



Overall Population: Primary Efficacy Outcome (MI, 

Stroke, or CV Death)†

† First Occurrence of MI (fatal or non-fatal), stroke (fatal or non-fatal), or cardiovascular death

*All patients received ASA 75-162 mg/day
§The number of patients followed beyond 30 months decreases rapidly to
zero and there are only 21 primary efficacy events that occurred beyond 
this time (13 clopidogrel and 8 placebo)

Placebo + ASA*

7.3%

Clopidogrel + ASA*

6.8%

RRR: 7.1% [95% CI: -4.5%, 17.5%]

P=0.22 
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Bhatt DL, Fox KA, Hacke W, et al. 2006, in press.



Primary Endpoint (MI/Stroke/CV Death) in Patients 

with Previous MI, IS, or PAD
“CAPRIE-like Cohort”

RRR: 17.1 % [95% CI: 4.4%, 28.1%]

p=0.01
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Bhatt DL.  Presented at ACC 2006.

N=9,478



Conclusions

• In patients with multiple risk factors only, without clearly 

established CV disease, dual antiplatelet was not beneficial 

- excess in CV mortality as well as an increase in bleeding

• In patients with documented CV disease (CAD, CVD, or 

PAD) long-term clopidogrel plus ASA resulted in a 

significant 12.5% RRR in MI/Stroke/CV Death with no 

significant increase in severe bleeding compared to ASA 

alone



EUCLID Study Design 







COMPASS Study Design

R

Rivaroxaban 2.5 mg bid 

+ Aspirin 100 mg od

Aspirin 100 mg od

Rivaroxaban 5 mg bid

Expected mean follow up: 3-4 years

Run-in*

(aspirin plus 

rivaroxaban placebo)

n=27,395 Chronic CAD or PAD

2,200 participants with a primary outcome event

*excluding patients enrolled 4-14 days post CABG

Bosch JJ, et al. Can J Cardiol 2017; 33: 1027-1035.



COMPASS: patients with chronic CAD or PAD

(n=27,395)

Eikelboom JW, et al. N Engl J Med 2017; 377: 1319-30.



PAD Patients in COMPASS

PAD Groups Number of patients

All Patients 7,470

Symptomatic PAD Limbs 4,129

Carotid Disease 1,919

CAD + Low ABI (<0.90) only 1,422

Mean Follow-up: 21 months
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Aspirin

Rivaroxaban

Rivaroxaban + Aspirin

No. at Risk

Riva + ASA 2492 2069 893 124
Riva 2474 2023 864 147

ASA 2504 2034 911 113

Rivaroxaban + Aspirin vs. Aspirin HR: 0.69 (0.56-0.85) P=0.0003

Rivaroxaban vs. Aspirin HR: 0.84 (0.69-1.02) P=0.08

MACE or MALE or Major Amputation

COMPASS PAD 



Overall COMPASS

Overall PAD

Symptomatic PAD

PAD Lower Extremeties  

Carotid Artery Disease

0 1.00.5

Riva 2.5 + ASA
better

1.5

ASA only  
better

MACE, MALE or Major Amputation

COMPASS PAD 



After PAD Revascularization: VOYAGER-PAD

ASA + Rivaroxaban 2.5mg BID vs ASA alone

Bonaca MP, et al. NEJM 2020

Primary outcome: Composite of ALI, major amputation (vascular), MI, ischemic stroke, CV death

Qualifying revascularization 

(within 10 days):

- Endovascular: 65%

- Surgical: 35%

Indication: 

- Claudication: 77%

- CLI: 23%

2015-2018



Months from Randomization



VOYAGER PAD : Bleeding Outcomes

ASA +

Riva 2.5mg

ASA alone HR (95% CI) P-value

TIMI major 

bleeding

62 44 1.43 (0.97-2.10) 0.07

Fatal 6 6 1.02 (0.33-3.15) -

Intracranial 13 17 0.78 (0.38-1.61) -

ISTH major 

bleeding

140 100 1.42 (1.10-1.84) 0.007



ESC 2017





Eur Heart J, Volume 39, Issue 9, 01 March 2018, Pages 763–816

Antiplatelet therapy in patients with lower 

extremity artery disease. 









Eur Heart J, Volume 42, Issue 39, 14 October 2021, Pages 4013–4024, https://doi.org/10.1093/eurheartj/ehab390

The content of this slide may be subject to copyright: please see the slide notes for details.

Summary of optimal and alternative antithrombotic strategies in 

patients with peripheral arterial disease. ...

https://doi.org/10.1093/eurheartj/ehab390
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