
Rivaraxaban a basso dosaggio e aspirina nella 
prevenzione di eventi trombotici arteriosi e 
venosi in pazienti con arteriopatia periferica 
sintomatica sottoposta a rivascolarizzazione

Sub-analisi del trial VOYAGER PAD



Background

• Arterial and venous events occur frequently in symptomatic peripheral artery disease 
patients after revascularization.

• More than one hemostatic pathway is involved in atherosclerotic vessel thrombotic 
events.

• Rivaroxaban added to aspirin reduces first and subsequent arterial and venous thrombotic 
events.

• Total event analysis enhances understanding of treatment impact on full burden of 
thrombotic risk. 
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6564 patients with 

PAD who had 

undergone 

revascularization 

were randomly 

assigned to receive 

rivaroxaban (2.5 mg 

twice daily) plus 

aspirin or placebo 

plus aspirin.
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AIMS AND 
METHODS

• Objectives: Assess total arterial and venous thrombotic 
burden after LER for symptomatic PAD and effect of low-
dose anticoagulation added to low-dose antiplatelet 
therapy.

• Methods: VOYAGER PAD randomized 6564 symptomatic 
PAD patients undergoing LER to rivaroxaban 2.5 mg twice-
daily or placebo on aspirin background. Marginal 
proportional-hazards models used to generate treatment 
hazard ratios and associated 95% CIs for first and total 
events; non-thrombotic deaths treated as competing 
terminal events. Incidence rates calculated as number of 
events per 100 patient-years follow-up.
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Categories of total arterial and venous thrombotic 
events
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Baseline and 
procedural 
characteristics of 
participants by 
type of 
thrombotic 
event 
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Independent 
determinants 
of total 
thrombotic 
events
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First and total 
arterial and 
venous 
thrombotic 
events, per 100 
patient-years
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Second Arterial 
and Venous 
Thrombotic 
Events by Type 
of First 
Nonfatal Event
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Distribution of 
total (first and 
subsequent) 
arterial and 
venous 
thrombotic 
events
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Effect of 
rivaroxaban on 
arterial and 
venous 
thrombotic 
events
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Limitations

• Observations are limited to the subpopulation of symptomatic PAD patients who had successfully 
undergone LER within the previous 10 days. 

• VTE was a secondary endpoint in VOYAGER PAD and was investigator-reported, not adjudicated; 
however, VTE was prospectively ascertained, and this analysis was prespecified. 

• Adjusted models accounted for known baseline characteristics but post-randomization variables were 
not included, so residual confounding may exist. 

• Whether study medication was continuously taken throughout or discontinued at some point in the 
trial is an issue with all therapeutic clinical trials and in practice. 

• Discontinuation of the study drug before a patient's first event can impact both time-to-first and 
recurrent-event analyses, whereas those that occur after a first event would affect only a recurrent-
event analysis
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Conclusions

• In an atherosclerotic patient population at heightened thrombotic risk, VOYAGER PAD provides 
evidence for a broad and persistent benefit of dual pathway inhibition, combining low-dose 
anticoagulation with low-dose antiplatelet therapy, over antiplatelet therapy alone, to affect both 
thrombin generation and platelet activation and lead to a reduction in first and subsequent arterial 
and venous thrombotic events. 

• Future clinical trials should continue this focus on a holistic, that is, comprehensive CV outcome 
assessment, including total arterial and venous thrombotic events, to capture the full spectrum of 
clinical benefit. 

• Judicious modulation of the hemostatic system through more than one path- way appears to provide 
more benefit than simply ramping up the intensity of inhibition of only one of its integrated 
components. 
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