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Peripheral artery disease (PAD) is common, affecting approxi-
mately 8.5 million people in the US, and associated with his-
tory of smoking, diabetes, and other cardiovascular risk factors.1

Clinical practice guidelines2 recommend that smoking cessa-
tion, supervised exercise,
and guideline-directed medi-
cal therapy should be pre-

scribed prior to recommending endovascular revasculariza-
tion for patients with lifestyle-limiting intermittent claudication
due to PAD. Yet Medicare claims for peripheral vascular inter-
ventions increased by 31%, from 227 091 to 298 127, between
2011 and 20173; it is unlikely that there was such a large
increase in the number of patients with PAD unresponsive to
conservative measures during that time period.

Paclitaxel drug-eluting stents or balloons were approved
by the US Food and Drug Administration for PAD in 2012 and
are associated with lower rates of restenosis after endovascu-
lar procedures3 compared with bare metal stents. However, re-
cent evidence, summarized in a systematic review and meta-
analysis of randomized clinical trials (RCTs), reported increased
mortality with paclitaxel-coated balloons and stents in the
femoropopliteal artery of the leg.4 Paclitaxel stents were as-
sociated with increased mortality at 2-year follow-up in analy-
sis of 12 RCTs with 2316 patients (7.2% vs 3.8% crude risk of
death; risk ratio, 1.68; 95% CI, 1.15-2.47; number needed to
harm, 29 patients [95% CI, 19-59]). Greater time from the pro-
cedure was associated with higher mortality rates from pacli-
taxel stents compared with bare metal stents.4 Mortality rose
to 78 deaths out of 529 cases in the paclitaxel group (14.7%
crude risk of death) vs 27 deaths out of 334 cases in the con-

trol (8.1% crude risk of death) with a pooled risk ratio of 1.93
(95% CI, 1.27-2.93) for studies with 4 or 5 years of follow-up.

This review led to the current study by Secemsky et al5 in
this issue of JAMA Internal Medicine, which was performed in
a large observational data set with input from the US Food and
Drug Administration and using a noninferiority design. This
retrospective cohort analysis of 168 553 Medicare fee-for-
service beneficiaries who underwent femoropopliteal artery
revascularization found that the weighted cumulative inci-
dence of mortality at a median of 2.7-year follow-up was 53.8%
among those treated with drug-coated devices and 55.1%
among those treated with non–drug-coated devices. Thus, this
analysis did not confirm the signal of harm seen in the RCTs.
However, it raises a new and important question about the high
rates of mortality in Medicare beneficiaries with PAD under-
going endovascular revascularization. More than half of the pa-
tients with PAD died during just 2.7 years of follow-up regard-
less of the type of device they received. It is well documented
that people with PAD have increased rates of death from car-
diovascular events compared with those without PAD, and re-
cent evidence shows a high rate of death from cancer and in-
fection in people with PAD.6 Peripheral revascularization does
not address any of these causes of death. Thus, while this well-
done observational study provides new information on the
association of paclitaxel stents with mortality, a major con-
clusion should be that mortality is high among Medicare ben-
eficiaries undergoing revascularization with any devices. Phy-
sicians should continue to focus on conservative treatment,
including smoking cessation and exercise therapy for improv-
ing quality of life, in patients with PAD.
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