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 Multicenter, double-blind, randomized, placebo-controlled trial 
 Rivaroxaban 2.5 mg twice daily + Aspirin OR
 Rivaroxaban 5 mg twice daily (Aspirin placebo) VERSUS Aspirin alone (Rivaroxaban placebo)

 Prevention of CV death, MI, or stroke (MACE) in patients with CAD or PAD

Anand et al. J Am Coll Cardiol 2018;71(20):2306-15. 
Epub 2018 Mar 11; published May 22. 



Eikelboom et al. N Engl J Med 2017;377(14):1319-1330.
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* MALE - major adverse limb event

* *

MALE defined as 
severe limb ischemia 

leading to an 
intervention 

or major vascular 
amputation.
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 OBJECTIVES
Among LEPAD patients, investigate:

1. if hospitalizations, MACE, amputations, and deaths are
higher after the first episode of MALE (?) compared
with patients with PAD who do not experience MALE

2. the impact of treatment with low-dose rivaroxaban
and aspirin compared with aspirin alone on the
incidence of MALE, PVI, and all peripheral vascular
outcomes over a median follow-up of 21 months
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 RESULTS

Types of interventions MALE patients 
underwent after the diagnosis with CLI Antithrombotic therapy used after the diagnosis of MALE



All types of peripheral 
artery outcomes in trial 

participants treated with 
Rivaroxaban and Aspirin 

versus 
Aspirin Alone
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Rivaroxaban 2.5 mg/2x daily and Aspirin versus Aspirin Alone (incidence):

 MALE   43% (p=0.01)
 Total vascular amputations  58% (p=0.01), 
 Peripheral vascular interventions  24% (p=0.03)
 All types of peripheral artery outcomes   24% (p=0.02)

The MALE index event significantly increased the risk of:

 Subsequent Hospitalizations (HR 7.21; p<0.0001)
 Subsequent Amputations (HR 197.5; p<0.0001) 
 Death (HR 3.23; p<0.001)
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 HIGHLIGHTS FOR DISCUSSION
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