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Rivaroxaban with or without aspirin in patients with stable
peripheral or carotid artery disease: an international,
randomised, double-blind, placebo-controlled trial

Sonia S Anand,fackie Bosch,John W Eikelboorn, Stuart ) Connolly, Rafaef Diaz, Peter Widimsky, Victor Aboyans, Marco Allings, Ajay K Kakkar,
Katalin Keltai, Aldo P Maggioni, Basil S Lews, Stefan Stork,Jun Zhu, Patrico Lopez-Jaramillo, Martin 0'Donnel, Patrick | Commetford,
Dragos Vinercanu, Nana Pogosava, Lars Ryden, Keth A A Foz, Deepak L Bhatt, Frank Missehuitz, John [ Varigos, Thomas Vanassche,
Alvaro A Avezum, Edmond Chen, Kelley Branch, Darry PLeong, Shrikant:| Bangdiwala, Rober G Hart, Salim Yusuf; o behalfof the COMPASS
Investigators™

Summary
Background Patients with peripheral artery disease have an increased risk of cardiovascular morbidity and mortality.
Antiplatelet agents are widely used to reduce these complications.

Methods This was a double-blind, ised placebs lled trial for which patients were recruited
at 602 hospitals, clinics, or community practices from 33 countries across six continents. Eligible patients had a
history of peripheral artery disease of the lower extremities (previous peripheral bypass surgery or angioplasty, limb
or foot amputation, intermittent claudication with objective evidence of peripheral artery disease), of the carotid
arteries (previous carotid artery revascularisation or asymptomatic carotid artery stenosis of at least 50%), or coronary
artery disease with an ankle—brachial index of less than 0.90. After a 30-day run-in period, patients were randomly
assigned (1:1:1) to receive oral rivaroxaban (2-5 mg twice a day) plus aspirin (100 mg ence a day), rivaroxaban twice a
day (5 mg with aspirin placebo once a day), or to aspirin once a day (100 mg and rivaroxaban placebo twice a day).
Randomisation was computer generated. Each treatment group was double dummy, and the patient, investigators,
and central study staff were masked to treatment allocation. The primary outcome was cardiovascular death,
myocardial infarction or stroke; the primary peripheral artery disease outcome was major adverse limb events
including major amputation, This trial is registered with ClinicalTrials.gov, number NCT01776424, and is closed to
new participants.

Findings Between March 12, 2013, and May 10, 2016, we enralled 7470 patients with peripheral artery discase from
558 centres. The combination of rivaroxaban phus aspirin compared with aspirin alone reduced the composite endpoint
of cardiovascular death, myocardial infarction, or stroke (126 [5%] of 2492 vs 174 [7%] of 2504; hazard ratio [HR] 0-72,
95% CI 0-57-0-90, p=0-0047), and major adverse limb events including major amputation (32 [1%] vs 60 [2%];
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