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EFFECTS OF CLOPIDOGREL IN ADDITION TO ASPIRIN IN PATIENTS WITH
ACUTE CORONARY SYNDROMES WITHOUT ST-SEGMENT ELEVATION

THE CLOPIDOGREL IN UNSTABLE ANGINA TO PREVENT RECURRENT EVENTS TRIAL INVESTIGATORS®

ABSTRACT

Background Despite current treatments, patients
who have acute coronary syndromes without ST-seg-
ment elevation have high rates of major vascular
events. We evaluated the efficacy and safety of the
antiplatelet agent clopidogrel when given with aspi-
rin in such patients.

Methods We randomly assigned 12,562 patients
who had presented within 24 hours after the onset of
symptoms to receive clopidogrel (300 mg immediately,
followed by 75 mg once daily) (6259 patients) or pla-
cebo (6303 patients) in addition to aspirin for 3 to 12
months.

Results  The first primary outcome — a composite
of death from cardiovascular causes, nonfatal myocar-
dial infarction, or stroke — occurred in 9.3 percent of
the patients in the clopidogrel group and 11.4 percent
of the patients in the placebo group (relative risk with
clopidogrel as compared with placebo, 0.80; 95 per-
cent confidence interval, 0.72 to 0.90; P<0.001). The
second primary outcome — the first primary outcome
or refractory ischemia — occurred in 16.5 percent of
the patients in the clopidogrel group and 18.8 percent
of the patients in the placebo group (relative risk, 0.86,
P<0.001). The percentages of patients with in-hospital
refractory or severe ischemia, heart failure, and revas-
cularization procedures were also significantly lower
with clopidogrel. There were significantly more pa-
tients with major bleeding in the clopidogrel group
than in the placebo group (3.7 percent vs. 2.7 percent;
relative risk, 1.38; P=0.001), but there were not signif-
icantly more patients with episodes of life-threatening
bleeding (2.1 percent vs. 1.8 percent, P=0.13) or hem-
orrhagic strokes.

Conclusions The antiplatelet agent clopidogrel has
beneficial effects in patients with acute coronary syn-
dromes without ST-segment elevation. However, the
risk of major bleeding is increased among patients
treated with clopidogrel. (N Engl J Med 2001;345:
494-502.)

Copyright ©@ 2001 Massachusetts Medical Society.

HROMBOSIS caused by a ruptured or
eroded atherosclerotic plaque is the usual
underlying mechanism of acute coronary
syndromes.! Aspirin and heparin reduce the
risk of death from cardiovascular causes, new myocar-
dial infarction, and recurrent ischemia,2? but there is
still a substantial risk of such events in both the short
term and the long term. Intravenous glycoprotein
I1b/I1Ia receptor blockers have been shown to reduce
the incidence of early events, mainly among patients
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who are treated according to an invasive strategy,** but
long-term oral therapy with glycoprotein I1b/111a
receptor blockers is not beneficial and may even in-
crease mortality.® Similarly, continuing treatment with
low-molecular-weight heparin beyond one week has
not been shown to be effective.” Although the long-
term use of oral anticoagulants may be useful, no
convincing evidence of their benefit is yet available.#
Therefore, there is a need to reduce further the risk
ofischemic events in a broad spectrum of patients both
when they first present with acute coronary syndromes
and in the long term.

The thienopyridine derivatives, ticlopidine and clo-
pidogrel, are antiplatelet agents that inhibit the plate-
let aggregation induced by adenosine diphosphate,
thereby reducing ischemic events.? Combining one of
these drugs with aspirin, which blocks the thrombox-
ane-mediated pathway, may have an additive effect. In
patients who arc undergoing percutaneous translumi-
nal coronary angioplasty (PTCA) with stenting, short-
term aspirin treatment plus a thienopyridine derivative
results in a substantially lower rate of myocardial in-
farction than does either aspirin alone or warfarin.\?
However, the role of long-term combined therapy with
aspirin and an antiplatelet agent in a broader group of
patients at high risk for cardiovascular events is un-
known. We therefore designed the Clopidogrel in Un-
stable Angina to Prevent Recurrent Events (CURE)
trial to compare the efficacy and satety of the early and
long-term use of clopidogrel plus aspirin with those
of aspirin alone in patients with acute coronary syn-
dromes and no ST-segment elevation.

METHODS
Study Design

We undertook a randomized, double-blind, placebo-controlled
trial comparing clopidogrel with placebo in patients who presented
with acute coronary syndromes without ST-segment elevation. The
design and rationale of the study have been reported previously.®

Study Patients

Patients were cligible for the study if they had been hospital
ized within 24 hours after the onset of symptoms and did not
have ST-segment elevation. Initially, patients older than 60 years
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