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In a seminal subanalysis of the Patient Related OuTcomes
with Endeavor vs. Cypher stenting Trial (PROTECT) trial
published in 2014, Camenzind and colleagues concluded
that “the incidence of stent thrombosis [ST] in DES [drugeluting stent] trials should not be evaluated independently
of DAPT [dual antiplatelet therapy] use, and the optimal
duration of DAPT will likely depend upon stent type” [1].
It was, at the time, the most elegant demonstration that the
long-term efficacy of coronary revascularization with DES
could not be untwined from an optimal (e.g., durable) antiplatelet therapy. Since then, several technical innovations
have helped cutting the risk of stent-related events, optimizing the bleeding-ischemia trade-off [2]. Among them, the
introduction of biodegradable polymer (BP) (and, thereafter, of polymer-free) DES promised a major paradigm shift,
due to the link between polymer-induced inflammation and
late ST [2]. In this line of reasoning, early disappearance or
wholesale avoidance of the “plastic” drug reservoir would
mean taking the advantages of DES in the early phase and
avoid their late drawbacks, potentially reducing the need for
extended DAPT.
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In this issue of the Journal of Thrombosis and Thrombolysis, Dr. Chong and colleagues present a Bayesian network
meta-analysis of 15 randomized controlled trials (RCTs)
and 43,875 patients in which different DAPT durations, e.g.
short (1–3 months), intermediate (4–6 months) and standard
(7–12 months), were stratified according to the two polymer categories, namely durable polymer (DP) or BP [3].
Whereas no differences were noticed across or within DAPT
regimens regarding ischemic endpoints, including cardiac
death, myocardial infarction (MI), target vessel revascularization, stroke and ST, BP-DES were surprisingly associated with a higher incidence of major bleeding. Indeed, not
only the “standard DAPT” length of 7–12 months, but even
the “intermediate” (4–6 months) and “short” (1–3 months)
DAPT regimens, coupled with BP-DES, were associated
with more bleeding as compared to short DAPT in the DP
arm. Short DAPT with DP-DES (short-DP), noticeably, carried a more-than-halved risk of major bleeding compared to
same-length DAPT with BP-DES (short-BP). Contrariwise,
when examining the DP-DES results, only standard DAPT
increased the risk of bleeding, whereas intermediate DAPT
did not.
Starting from highly complex statistical fundamentals,
network meta-analyses allow synthetizing direct and indirect data to obtain multiple treatments comparisons. As
such, they potentially fill important gaps in the knowledge
and generate hypotheses for future research. Paradoxically,
indirect comparisons might be considered of the highest
interest, as, by definition, thay have not been previously
investigated in head-to-head studies. On the other hand,
conclusions exclusively derived by indirect comparisons
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should be cautiously interpreted. This might be the case
for the work by Dr. Chon and colleagues, in which various
comparisons, including that between short-BP and short-DP
and that between the latter strategy and intermediate DAPT
with BP-DES, are entirely built in the absence of direct data.
While the increased probability of major bleeding with
standard DAPT, as compared to the short one, was already
reported [4, 5], the striking advantage of the short-DP group
compared to the short-BP one is, at first sight, surprising. As
the Authors themselves acknowledge, this finding is hardly
explainable on the base of the sole stent design and likely
influenced by the differences between the RCTs included
in each arm. Specifically, it is not difficult to notice that the
“driving force” of the BP-based regimens, especially for the
short-BP arm, is the GLOBAL LEADERS trial [6], currently
the largest RCT comparing a short DAPT regimen (1 month)
with a standard one. According to the trial design, patients
in the experimental arm received aspirin and ticagrelor for 1
month followed by ticagrelor monotherapy for 23 months,
irrespective of clinical presentation, whereas the control
arm was treated with a 12-month association of aspirin and
ticagrelor (in patients with acute coronary syndromes, ACS)
or clopidogrel (in those with chronic coronary syndromes),
followed by aspirin monotherapy. The study failed to prove
the superiority of the experimental treatment for the composite outcome of death and new Q-wave MI, showing
substantial equipoise between the two arms for all considered bleeding endpoints. Several hypotheses have been put
forward to explain the study findings regarding the latter
outcomes. These include the blunted benefit of the experimental strategy in chronic patients, in whom the comparator
was the association of aspirin and clopidogrel, rather than
aspirin and ticagrelor; the confounding effect of the second year of treatment, during which the experimental arm
(ticagrelor 90 mg twice a day) was in fact compared with
aspirin monotherapy rather than with DAPT itself, partially
dissipating the beneficial effect obtained during the first year
[7]; the open-label design and the absence of an external
adjudication committee.
All together, these aspects might have “neutralized” the
differences between short-BP and standard-length DAPT
coupled with BP-DES, potentially explaining the comparable advantage of short-DP over both those strategies with
regard to bleeding.
As elegantly proven by Chong et al. [3] and already
shown by other studies [8], in the “modern DES” era, the
demonstration of large efficacy divergences between different stent platforms, even across increasingly short DAPT
regimens, is far-fetched. As devices become safer and safer,
cardiologists should probably try to tailor DAPT duration
according to a comprehensive evaluation of patient’s vulnerability (intended as the proneness to both ischemic and
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bleeding events), rather than to the features of each specific
device [9].
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