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Dual Antiplatelet Therapy after Drug-Eluting Stents —
How Long to Treat?
Antonio Colombo, M.D., and Alaide Chieffo, M.D.
The rationale behind dual antiplatelet therapy
after successful stenting is based upon two indications. First, the stented segment requires protection from stent thrombosis that occurs as a
result of inflammation during healing. Second,
the areas inside and outside the stented section
require protection from the development of progressive atherosclerosis and plaque rupture. The
first of these two problems is of less concern
with drug-eluting stents, especially second- and
third-generation drug-eluting stents.1,2 However,
the second issue continues to be important. The
most effective duration of dual antiplatelet therapy for preventing both stent thrombosis and
spontaneous myocardial infarction, while limiting bleeding risk, remains unresolved.
Mauri et al. now report in the Journal the
results of the Dual Antiplatelet Therapy (DAPT)
study,3 in which 9961 patients who had completed 12 months of dual antiplatelet therapy
after implantation of a drug-eluting stent were
randomly assigned to an additional 18 months
of thienopyridine therapy (clopidogrel or prasugrel) or placebo; all the patients continued to
take aspirin. The rates of the coprimary efficacy
end points of stent thrombosis and major adverse cardiovascular and cerebrovascular events
(a composite of death, myocardial infarction, or
stroke) at 12 to 30 months were significantly reduced with continued thienopyridine therapy.
There was a significant reduction in the rate of
myocardial infarction in the group that continued to receive thienopyridine therapy; myocardial
infarctions that were not related to stent thrombosis represented 55% of this benefit. On the
other hand, the primary safety end point —
moderate or severe bleeding — was increased
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with continued thienopyridine therapy. There was
also an increase in overall mortality with continued thienopyridine treatment, although this
increase may have been due, at least in part, to
an imbalance in preexisting cancer (and subsequently in cancer-related mortality) in that group.
There has been a recent drive within the interventional cardiology community to shorten the
duration of dual antiplatelet therapy after implantation of a drug-eluting stent from 12 months of
therapy to 6 or even 3 months. Several previous
trials and meta-analyses have shown this practice to be safe, at least in selected patients.4-10
Therefore, the question of whether to continue
dual antiplatelet therapy beyond 12 months may
appear to be outdated. This apparent contradiction can be explained by separating the need for
dual antiplatelet therapy after implantation of a
drug-eluting stent into two phases: a period of
“mandatory” dual antiplatelet therapy and a period of “possibly beneficial” dual antiplatelet
therapy. The mandatory period is defined as the
interval during which premature discontinuation of dual antiplatelet therapy would lead to
an unacceptably high rate of stent thrombosis,
whereas the possibly beneficial period is the
subsequent interval during which the benefit
versus risk of continued, uninterrupted therapy
is more a matter of debate. The DAPT study addresses the possibly beneficial period rather than
the mandatory period.8 This study has clearly
shown a reduction in both stent thrombosis and
myocardial infarction when dual antiplatelet
therapy is extended beyond 1 year after implantation of a drug-eluting stent. However, the observed increase in moderate or severe bleeding,
as well as the possible increase in all-cause
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mortality, leaves us with uncertainty regarding sumably in making this judgment, physicians
the incremental benefit from prolonging dual should balance risk factors favoring atheroantiplatelet therapy.
thrombosis against the risk of bleeding.
Prolonged dual antiplatelet therapy is most
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