clopidogrel is recommended for at least 4 weeks after implantation of
a bare metal stent in a coronary artery and for at least a year in
those with a drug-eluting stent. Concerns about late in-stent
thrombosis with drug-eluting stents have led some experts to
recommend long-term use of clopidogrel plus aspirin for the latter
indication.

The combination of clopidogrel and aspirin is also effective in
patients with unstable angina. Thus, in 12,562 such patients, the risk
of cardiovascular death, MI, or stroke was 9.3% in those randomized
to the combination of clopidogrel and aspirin and 11.4% in those
given aspirin alone. This 20% relative risk reduction with combination
therapy was highly statistically significant. However, combining
clopidogrel with aspirin increases the risk of major bleeding to about
2% per year. This bleeding risk persists even if the daily dose of
aspirin is <100 mg. Therefore, the combination of clopidogrel and
aspirin should only be used when there is a clear benefit. For
example, this combination has not proven to be superior to
clopidogrel alone in patients with acute ischemic stroke or to aspirin
alone for primary prevention in those at risk for cardiovascular
events.

Prasugrel was compared with clopidogrel in 13,608 patients with
acute coronary syndromes who were scheduled to undergo
percutaneous coronary intervention. The incidence of the primary
efficacy endpoint, a composite of cardiovascular death, MI, or stroke,
was significantly lower with prasugrel than with clopidogrel (9.9%
and 12.1%, respectively), mainly reflecting a reduction in the
incidence of nonfatal MI. The incidence of stent thrombosis also was
significantly lower with prasugrel (1.1% and 2.4%, respectively).
However, these advantages were at the expense of significantly
higher rates of fatal bleeding (0.4% and 0.1%, respectively) and life-
threatening bleeding (1.4% and 0.9%, respectively) with prasugrel.
Because patients older than age 75 years and those with a history of
prior stroke or transient ischemic attack have a particularly high risk
of bleeding, prasugrel should generally be avoided in older patients,
and the drug is contraindicated in those with a history of
cerebrovascular disease. Caution is required if prasugrel is used in
patients weighing less than 60 kg or in those with renal impairment.



