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My name is Dr. Cecilia Low Wang. I'm a Professor of Medicine at the University of Colorado,
Anschutz Medical Campus School of Medicine, and today I'll be talking about a presentation
that is from the ESC 2021 in the Late-Breaking Sessions in Special Populations, looking at the

VOYAGER PAD trial in diabetes patients.

Aim, patient population and endpoints

VOYAGER PAD was a really interesting study with | think, very important findings. It's the
largest study ever of patients with symptomatic peripheral artery disease immediately after
lower extremity revascularization.

It was a total of 6,500 patients or so, and 40% of those patients had diabetes.

The main question that was addressed in VOYAGER PAD was how can we treat patients with
symptomatic PAD after a revascularization procedure better so that we can improve
outcomes?

It was a positive study, in other words, the use of rivaroxaban 2.5 milligrammes twice daily,
in addition to low-dose aspirin after lower extremity revascularization in symptomatic PAD
was effective in improving outcomes, the primary outcome, which was a composite of limb
and cardiovascular outcomes.

The question of today was, what about the patients with diabetes? Did patients with
diabetes, who made up 40% of that population, experience the same benefit and what were
the risks? And so what was the safety profile and was the efficacy similar?

Key Findings

What we found among the diabetes subgroup analysis, which was pre-specified, is that
among the placebo group, which is a way to understand the baseline risk, patients with
diabetes and symptomatic PAD after lower extremity revascularization had a very, very high
risk of the primary composite outcome.

The risk was about 22% over three years, whereas in patients without diabetes, that risk
was around 18%. There was about a 4% absolute risk difference. This was within the placebo
group. The second part of this question is, did patients with diabetes experience similar
benefits with the primary therapy, which was the rivaroxaban 2.5 milligrammes twice daily,
in addition to low dose aspirin compared to aspirin alone?

And just a reminder that clopidogrel was used at the investigators' discretion. What we
found is that the outcomes for patients with diabetes wer similar to the main trial
population,. which was really reassuring.

Take-home messages for clinicians

Just a few other comments related to this primary finding is that as with the main
population, we found that there appears to be an increased risk of bleeding with
rivaroxaban which is to be expected because of the mechanism of action as an
antithrombotic.

A few other analyses that we did to understand some of these findings from the diabetes
subgroup analysis were whether or not there was a difference in bleeding risk, depending
on high versus low bleeding risk. And so we did an exploratory analysis of patients who were
age 85 or greater and/or had lower kidney function,. eGFR of less than 60, and found that
those with a higher bleeding risk seemed to account for much of the bleeding risk that was
seen in the diabetes subgroup whereas those with lower bleeding risk had a lower risk of
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bleeding. And then another analysis we performed to try to understand the diabetes
subgroup was to look at premature discontinuation of treatment and then also an on-
treatment analysis. For both of those, we found that patients with diabetes tend to
discontinue treatment a little bit more than the main population, around 36% compared to
about 30% in the whole trial population.

And then the other aspect that we looked at was on-treatment effects, and reassuringly, we
found that patients with diabetes who stayed on treatment had greater efficacy from the
treatment.

So | think in terms of the take home message from the VOYAGER PAD diabetes subgroup
analysis is that we have good evidence that patients with diabetes, who make up a large
subgroup of patients who are affected by peripheral artery disease, have similar benefits
from treatment with rivaroxaban 2.5 milligrammes twice daily, in addition to low dose
aspirin 100 milligrammes daily with or without clopidogrel after lower extremity
revascularization for symptomatic PAD.

Influence on FDA advice

I've been fortunate to be involved in advisory committees for the FDA, but not specifically
about this medication. The FDA always looks very carefully at the available evidence, both
published and unpublished. | think that VOYAGER PAD does show very convincingly that this
therapy is beneficial and in this population of patients. | don't know where the process is in
terms of FDA approval, but | think for the overall symptomatic PAD population, the FDA
should definitely strongly consider this as an addition to the label for rivaroxaban for use in
symptomatic PAD, both stable PAD as well as after a procedure. We'll see what happens -
there are a lot of considerations that the FDA has to take into account when they're making
these decisions.



