
Rivaroxaban a bassa dose in associazione 
ad aspirina dopo rivascolarizzazione 
acuta nell’arteriopatia periferica 

Risultati del trial VOYAGER PAD nei pazienti anziani 



Background 

• More than 235 million individuals worldwide are afflicted by PAD, and age is one of the 
most important risk factors.  

• Despite an elevated risk for major adverse limb events (MALE) and major adverse 
cardiovascular events (MACE), patients with PAD are less likely to be treated with 
antithrombotic therapy compared with their CAD counterparts. 
• Within a nationally representative outpatient population among which 25% of patients with PAD 

were >80 years of age, just 38% were treated with aspirin. 

• One potential reason for undertreatment, despite ACC/AHA PAD secondary prevention 
guidelines, is concern regarding greater bleeding liability with advanced age.  

• Older PAD patients have been underrepresented in earlier antithrombotic trials, and 
while recent evidence suggests that low-dose rivaroxaban and aspirin is beneficial in 
stable PAD, the benefit–risk balance in older adults acutely after percutaneous or 
surgical lower extremity revascularization (LER) has not been previously studied.  
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Summary of clinical trials on combined anticoagulant and 
antiplatelet for PAD 
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Methods 

• The primary endpoint was a composite of acute limb ischaemia, 
major amputation, myocardial infarction, ischaemic stroke, or 
cardiovascular death.  

• The principal safety outcome was thrombolysis in myocardial 
infarction (TIMI) major bleeding analysed by the pre-specified 
age cut-off of 75 years.  

• Of 6564 patients randomized, 1330 (20%) were >75 years.  
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Primary efficacy event 
rate by age and 
treatment assignment 

• Estimated probability of MACE or 
MALE through 3years, shown as a 
function of baseline age for each 
treatment group. Data are derived 
from a logistic regression model 
with a logit link function.  

• P-interaction=0.92.  

• Red line represents the risk 
probability for placebo and purple 
rivaroxaban.  

• Shaded areas represent the 95% CI 
of the estimates.  
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Efficacy outcomes by age strata  

No interaction for 
the primary 

endpoint 

Superior benefit  in 
reduction of acute 

limb ischemia in 
>75 yrs group 
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Efficacy outcomes by age strata  

No interaction for 
the secondary 

endpoint 
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Primary efficacy outcome by age and treatment 

The Kaplan–Meier 
cumulative incidence 
rates over 3 years in 
patients >75 years (left 
panel) and in those <75 
years (right panel) 
stratified by treatment 
allocation (red = placebo, 
purple = rivaroxaban) 
were consistent (P-value 
for interaction = 0.83). 
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Safety outcomes by age strata  

No interaction for 
the safety endpoint 



Ischaemic events prevented vs. bleeding caused by 
rivaroxaban in patients >75 years  

Primary efficacy outcomes 
prevented with rivaroxaban vs. 
placebo (green bar) using the 
intention-to-treat (ITT) absolute 
risk difference at 3 years vs. the 
principal safety outcomes caused 
with rivaroxaban (red) bar using 
on-treatment absolute risk 
difference at 3 years in patients 
>75 years.  
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Limitations 

• No statistically significant reduction in all-cause or cardiovascular mortality, 
given limited patient numbers and a median follow-up of 28 months. 

• Comparative results with the COMPASS trial although remarkably consistent are 
limited by an incomplete understanding of the anatomic and physiologic 
differences in elderly vascular disease patients that are stable vs. those more 
acutely requiring revascularization.  

• Although power to demonstrate statistical significance with a P-value <0.05 is 
generally limited in any subgroup analysis of a trial, the current analysis included 
over 250 primary outcome events in over 1300 patients in the subgroup of 
interest (>75) and showed no evidence of heterogeneity for treatment by age (P-
interaction 0.83).  
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