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S. Steiner

Aus der Klinik und Poliklinik fur Angiologie, Universitat Leipzig

Mortality with paclitaxel-coated devices in peripheral artery disease
Nordanstig J et al. N Engl ] Med 2020; 383: 2538-46.

Abstract

Background: The results of a recent
meta-analysis aroused concern about
an increased risk of death associated
with the use of paclitaxel-coated angio-
plasty balloons and stents in lower-limb
endovascular interventions for sympto-
matic peripheral artery disease.
Methods: We conducted an unplanned
interim analysis of data from a multi-
center, randomized, open-label, regis-
try-based clinical trial. At the time of
the analysis, 2289 patients had been
randomly assigned to treatment with
drug-coated devices (the drug-coated-
device group, 1149 patients) or treat-

threatening ischemia (1480 patients) or

intermittent claudication (809 patients).

The single end point for this interim
analysis was all-cause mortality.
Results: No patients were lost to follow-
up. Paclitaxel was used as the coating
agent for all the drug-coated devices.
During a mean follow-up of 2.49 years,
574 patients died, including 293 pa-
tients (25.5%) in the drug-coated-
device group and 281 patients (24.6%)
in the uncoated-device group (hazard
ratio, 1.06; 95% confidence interval,
0.92 to 1.22). At 1 year, all-cause mor-
tality was 10.2% (117 patients) in the

treatment groups among patients with
chronic limb-threatening ischemia
(33.4% [249 patients] in the drug-coat-
ed-device group and 33.1% [243 pa-
tients] in the uncoated-device group) or
among those with intermittent claudi-
cation (10.9% [44 patients] and 9.4%
[38 patients], respectively).
Conclusions: In this randomized trial
in which patients with peripheral artery
disease received treatment with pacli-
taxel-coated or uncoated endovascular
devices, the results of an unplanned
interim analysis of all-cause mortality
did not show a difference between the

ment with uncoated devices (the un-
coated-device group, 1140 patients).
Randomization was stratified according
to disease severity on the basis of
whether patients had chronic limb-

Kommentar

Aufgrund der aktuellen Debatte zur Sicherheit Paclitaxel-frei-
setzender Devices im Rahmen femoropoplitealer Interven-
tionen wurde eine nicht vordefinierte Interims-Analyse der
SWEDEPAD-Studie (Swedish Drug Elution Trial in Peripheral
Arterial Disease) durchgefiihrt. Dabei handelt es sich um eine
schwedische, multizentrische, offene, randomisierte, Register-
basierte Studie, bei der untersucht wird, ob sich die Verwen-
dung von Medikamenten-freisetzenden Devices positiv auf die
Inzidenz von Amputationen bei Patienten mit chronischer Ex-
tremititen-bedrohender Ischimie (chronic limb-threatening
ischemia, CLTI) bzw. positiv auf die Gesundheits-assoziierte
Lebensqualitit bei Patienten mit Claudicatio intermittens (CI)
auswirkt. Insgesamt wurden 2289 Patienten in dieser Analyse
beriicksichtigt, wovon 1480 Patienten aufgrund von CLTI, 809
aufgrund von Claudicatio-Symptomatik eingeschlossen wor-

drug-coated-device group and 9.9%
(113 patients) in the uncoated-device
group. During the entire follow-up pe-
riod, there was no significant difference
in the incidence of death between the

groups in the incidence of death during
1 to 4 years of follow-up. (Funded by
the Swedish Research Council and oth-
ers; ClinicalTrials.gov number,
NCT02051088.)

den waren. Uber einen mittleren Nachbeobachtungszeitraum
von 2,5 Jahren zeigten sich keine relevanten Unterschiede in
Hinblick auf die Gesamt-Sterblichkeit zwischen den Gruppen,
und diese Beobachtung bestitigte sich auch fiir eine getrennte
Auswertung nach klinischer Prisentation in der CLTI- und
CI-Subgruppe.

Praxisrelevanz

Die Ergebnisse der Swedepad-Studie unterstlitzen ganz klar
die Sicherheit Paclitaxel-freisetzender Devices flir femoropo-
pliteale Interventionen bei Patienten mit Claudicatio intermit-
tens und auch kritischer Extremitatenischamie. Als Einschran-
kung sollte bedacht werden, dass die Nachbeobachtungszeit
als kurz zu werten ist.

Temporal changes in secondary prevention and cardiovascular outcomes after revascu-
larization for peripheral arterial disease in Denmark - A nationwide cohort study

Soogard M, et al. Circulation 2021; 143: 907-20.

Abstract

Background: Patients with peripheral
arterial disease (PAD) are at increased
risk of cardiovascular morbidity and
mortality. Medical prevention with an-
tithrombotic and statin therapies is a
mainstay of treatment to prevent adverse

outcomes; nevertheless, patients with
PAD are often undertreated. This study
describes the temporal changes in medi-
cal prevention and adverse outcomes in
a national cohort of patients with symp-
tomatic PAD after revascularization.

Methods: We identified all patients with
a first open surgical or endovascular re-
vascularization procedure in the lower
extremities or abdomen in Denmark,
from 2000 to 2016. We examined tem-
poral changes in the use of aspirin,

Z GEFASSMED 2021; 18 (1) 23



News-Screen

clopidogrel, and statins and 1-year
cause-specific hazard ratios for adverse
clinical outcomes, after adjusting for
procedure type, treatment indication,

age, sex, and cardiovascular risk factors.

The analyses were performed overall
and within strata of index procedure
(endovascular versus surgical), treat-
ment indication, age, sex, and high-risk
comorbidities.

Results: Between 2000 and 2016, we
identified 32 911 patients who under-
went revascularization for symptomatic
PAD. The mean age was 69 years and
increased over time, as did the burden
of comorbidity. The cumulative inci-
dence of medication use increased be-
tween 2000 to 2004 and 2013 to 2016,
respectively, from 57.3% to 64.3% for
aspirin, 3.6% to 24.8% for clopidogrel,
and 36.2% to 77.1% for statins. Con-
currently, the 1-year outcome rates de-
clined. Compared with 2000 to 2004,

the adjusted hazard ratios in 2013 to
2016 were 0.73 (95% CI, 0.62-0.84) for
major adverse cardiovascular events,
0.92 (95% CI, 0.85-1.00) for major ad-
verse limb events, 0.60 (95% CI, 0.48—
0.74) for myocardial infarction, 0.94
(95% CI, 0.75-1.18) for ischemic stroke,
0.92 (95% CI, 0.75-1.12) for major
bleeding, 0.54 (95% CI, 0.39-0.76) for
cardiovascular death, and 0.80 (95%
CI, 0.72-0.88) for all-cause death. These
improvements in prognosis were most
prominent from 2000 to 2004 to 2005
to 2008 and occurred in all strata of in-
dex procedure, treatment indication,
sex, age, and comorbidity. In contrast,
the adjusted hazard ratio for major
amputations was 1.00 (95% CI, 0.90-
1.11) when comparing 2013 to 2016 to
2000 to 2004.

Conclusions: Medical prevention of
adverse events has increased consider-
ably over time in patients who under-

went revascularization for symptomatic
PAD. This increase was accompanied
by reductions in all adverse outcomes,
except major amputations.

Praxisrelevanz

Danische Registerdaten belegen eine
deutliche Verbesserung im kardiovas-
kuldaren Risikofaktorenmanagement
von Patienten nach peripherer Re-
vaskularisation in den vergangenen
2 Jahrzehnten. Parallel dazu zeigte
sich auch eine verbesserte Prognose
mit Abnahme von kardiovaskularen
Ereignissen wie Myokardinfarkt und
kardiovaskuldren Tod. Interessan-
terweise hatte dieses verbesserte
Risikofaktoren-Management keinen
positiven Effekt auf die Rate von Ma-
jor-Amputationen. Hier sind offenbar
weitere MalBnahmen notwendig, um
eine Reduktion zu erreichen.

Reduction in revascularization with icosapent ethyl - insights from REDUCE-IT revas-

cularization analyses

Peterson BE, et al. Circulation 2021; 143: 33-44.

Abstract

Background: Patients with elevated
triglycerides despite statin therapy have
increased risk for ischemic events, in-
cluding coronary revascularizations.
Methods: REDUCE-IT (The Reduction
of Cardiovascular Events with Ico-
sapent Ethyl-Intervention Trial), a
multicenter, double-blind, placebo-
controlled trial, randomly assigned sta-
tin-treated patients with elevated tri-
glycerides (135-499 mg/dL), controlled
low-density lipoprotein (41-100 mg/
dL), and either established cardiovascu-
lar disease or diabetes plus other risk
factors to receive icosapent-ethyl 4 g/d
or placebo. The primary and key sec-
ondary composite end points were sig-

Praxisrelevanz

nificantly reduced. Prespecified analy-
ses examined all coronary revasculari-
zations, recurrent revascularizations,
and revascularization subtypes.
Results: A total of 8179 randomly as-
signed patients were followed for 4.9
years (median). First revascularizations
were reduced to 9.2% (22.5/1000 pa-
tient-years) with icosapent-ethyl versus
13.3% (33.7/1000 patient-years) with
placebo (hazard ratio, 0.66 [95% CI,
0.58-0.76]; p < 0.0001; number needed
to treat for 4.9 years = 24); similar re-
ductions were observed in total (first
and subsequent) revascularizations
(negative binomial rate ratio, 0.64 [95%
CIL, 0.56-0.74]; p < 0.0001), and across

In dieser vordefinierten Analyse der Reduce-It-Studie konnte gezeigt werden, dass
durch die Einnahme von Icosapent-Ethyl neben der bereits beschriebenen Reduktion
von kardiovaskularen Ereignissen auch die Notwendigkeit von koronaren Re-Eingrif-
fen vermindert wird. Spannend ist hier sicher die Frage, ob dies auch flir periphere Re-
vaskularisationen gelten konnte. Von Seiten der Européischen Arzneimittelbehorde
EMA wurde rezent eine Zulassungsempfehlung fiir Icosapent-Ethyl mit dem Marken-
namen Vazkepa zur Senkung des Risikos kardiovaskularer Ereignisse bei Erwachse-
nen, die mit Statinen behandelt werden und ein hohes kardiovaskulares Risiko be-
sitzen sowie erhohteTriglycerid-Werte (ab 150 mg/dl) haben —und an einer etablierten
kardiovaskularen Erkrankung oder Diabetes mellitus mit mindestens einem weiteren
kardiovaskularen Risikofaktor leiden —, ausgesprochen.
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elective, urgent, and emergent revascu-
larizations. Icosapent-ethyl significantly
reduced percutaneous coronary inter-
vention (hazard ratio, 0.68 [95% CI,
0.59-0.79]; p < 0.0001) and coronary
artery bypass grafting (hazard ratio,
0.61 [95% CI, 0.45-0.81]; p = 0.0005).
Conclusions: Icosapent-ethyl reduced
the need for first and subsequent coro-
nary revascularizations in statin-treated
patients with elevated triglycerides and
increased cardiovascular risk. To our
knowledge, icosapent-ethyl is the first
non-low-density lipoprotein-lowering
treatment that has been shown to re-
duce coronary artery bypass grafting in
a blinded, randomized trial.
Registration:

URL: https://www.clinicaltrials.gov;
Unique identifier: NCT01492361.
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