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BACKGROUND
Risk of MACE and VOYAGER-PAD Main Results

Bonaca MP, et al. N Engl J Med. 2020 May 21;382(21):1994-2004.
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EUCLID Trial

Adjusted HR 1.50

(1.13 – 1.99)

PEGASUS-TIMI 54 Trial

Adjusted HR 1.60

(1.20 – 2.13)

Bonaca MP. Vasc Med. 2018 Dec;23(6):531-533.
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Primary Endpoint* 

ITT - HR 0.85
(0.76 – 0.96)

P=0.0085

ARR 2.6%, NNT 39
19.9%

17.3%

Months from Randomization

VOYAGER PAD Primary Results

1.9%
2.7%

TIMI Major Bleeding

On Treatment - HR 1.43
(0.97 – 2.10)

P=0.0695

ARI 0.8%, NNH 125

Placebo

Rivaroxaban

*Composite of acute limb ischemia, major 

amputation of a vascular cause, myocardial 
infarction, ischemic stroke, cardiovascular death
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AIM & METHODS

In PAD patients undergoing lower extremity revascularization (LER) for 

ischemic symptoms randomized to rivaroxaban 2.5 mg twice daily plus low 

dose aspirin versus aspirin alone:

• To evaluate whether coronary artery disease (CAD) is associated with 

increased risk of major adverse cardiovascular events (MACE) compared to 

no CAD

• To evaluate whether the safety and efficacy of rivaroxaban after LER is 

consistent in patients with and without CAD particularly on MACE and 

subtype of Myocardial Infarction (MI)

The presence of known CAD was reported by investigators at baseline and was 

defined as any known history including prior MI, coronary revascularization, 

other stable CAD. MI was defined according to the Universal Definition.
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RESULTS
Baseline Characteristics

Baseline Characteristics
PAD+CAD

N=2083

PAD Only

N=4480
P-value

Median age (IQR) – yr
68

(62 – 74)

66

(60 – 72)
<0.0001

Female (%) 22 28 < 0.0001

White Caucasian (%) 79 82 0.0111

Hypertension (%) 90 77 <0.0001

Diabetes Mellitus (type 2) (%) 50 33 <0.0001

Hyperlipidemia (%) 73 54 <0.0001

Current smoking (%) 27 38 <0.0001

eGFR < 60 ml/min.1.73m2 (%) 26 18 <0.0001

Prior MI (%) 34 0 <0.0001

Carotid stenosis ≥ 50% (%) 12 6 <0.0001

History of heart failure (%) 19 3 <0.0001

Baseline Characteristics
PAD+CAD

N=2083

PAD Only

N=4480
P-value

Qualifying revascularization 0.0155

Surgical (%) 31 34

Endovascular (%) 69 66

Reason for revascularization 0.0185

Claudication (%) 96 95

Critical limb ischemia (%) 22 24

PAD Characteristics

Prior LER (%) 43 32 <0.0001

ABI (median, IQR)
0.58 

(0.44 – 0.69)

0.54

(0.41 – 0.66)
<0.0001

Prior Major Amputation (%) 0.9 1.0 0.5920

Medications

Statins (%) 90 76 <0.0001

ACE/ARB (%) 71 60 <0.0001

Clopidogrel at randomization (%) 54 49 <0.0001
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RESULTS
Primary Efficacy Endpoint with and without CAD by Treatment
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RESULTS
MACE (A) and MALE (B) with and without CAD by Treatment
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RESULTS
Type of MI with and without CAD by Treatment

Placebo

Rivaroxaban P-interaction 0.50
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HR 1.66
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P-interaction 0.0475

HR 0.91
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RESULTS
Safety of Rivaroxaban vs Placebo With and Without CAD
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Rivaroxaban PAD+CAD

N=2083

PAD Only

N=4480
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HR 2.23

(1.10 – 4.54)

HR 0.99

(0.29 – 3.42)

HR 1.48

(0.95 – 2.32)
HR 1.15

(0.72 – 1.84)
HR 0.89

(0.41 – 1.92)

HR 1.39

(1.02 – 1.91)

P-interaction 0.13 P-interaction 0.89 P-interaction 0.84

Placebo



9

RISK / BENEFIT: ON TREATMENT

-214 -171
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SUMMARY & CONCLUSION

In patients with lower extremity PAD undergoing revascularization for ischemia:

– Patients with PAD and CAD appear to have higher rates of MACE relative to 

those with PAD and no CAD.

– The efficacy and safety of rivaroxaban in PAD are consistent regardless of 

CAD with no significant interactions, however, the absolute benefits of 

rivaroxaban appear greater in those with CAD particularly for MACE including 

MI.

– Although exploratory and hypothesis generating, heterogeneity in the benefit 

of rivaroxaban by MI subtype may be an avenue of investigation in 

understanding the differing results of antithrombotic therapies for MACE 

reduction in populations selected on the basis of CAD versus PAD.
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