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ABSTRACT

BACKGROUND

A substantial proportion of patients receiving fibrinolytic therapy for myocardial in-
farction with ST-segment elevation have inadequate reperfusion or reocclusion of the
infarct-related artery, leading to an increased risk of complications and death.

METHODS

We enrolled 3491 patients, 18 to 75 years of age, who presented within 12 hours after
the onset of an ST-elevation myocardial infarction and randomly assigned them to re-
ceive clopidogrel (300-mg loading dose, followed by 75 mg once daily) or placebo. Pa-
tients received a fibrinolytic agent, aspirin, and when appropriate, heparin (dispensed
according to body weight) and were scheduled to undergo angiography 48 to 192 hours
after the start of study medication. The primary efficacy end point was a composite of
an occluded infarct-related artery (defined by a Thrombolysis in Myocardial Infarction
flow grade of 0 or 1) on angiography or death or recurrent myocardial infarction before
angiography.

RESULTS

The rates of the primary efficacy end point were 21.7 percent in the placebo group and
15.0 percent in the clopidogrel group, representing an absolute reduction of 6.7 per-
centage points in the rate and a 36 percent reduction in the odds of the end point with
clopidogrel therapy (95 percent confidence interval, 24 to 47 percent; P<0.001). By 30
days, clopidogrel therapy reduced the odds of the composite end point of death from
cardiovascular causes, recurrent myocardial infarction, or recurrent ischemia leading
to the need for urgent revascularization by 20 percent (from 14.1 to 11.6 percent,
P=0.03). The rates of major bleeding and intracranial hemorrhage were similar in the
two groups.

CONCLUSIONS
In patients 75 years of age or younger who have myocardial infarction with ST-segment
elevation and who receive aspirin and a standard fibrinolytic regimen, the addition of
clopidogrel improves the patency rate of the infarct-related artery and reduces ischemic
complications.
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HE BENEFIT OF FIBRINOLYTIC THERA-
py for myocardial infarction with ST-seg-
ment elevation is limited by inadequate
reperfusion or reocclusion of the infarct-related ar-
tery in a sizable proportion of patients. Initial re-
perfusion fails to occur in approximately 20 percent
of patients* and is associated with a doubling of
mortality rates.* The artery becomes reoccluded in
an additional 5 to 8 percent of patients during their
index hospitalization, and this event is associated
with an increase in mortality rates by a factor of near-
ly three.>
Platelet activation and aggregation play a key
role in initiating and propagating coronary-artery
thrombosis. In the Second International Study of
Infarct Survival, conducted in patients with acute
myocardial infarction, aspirin reduced the odds of
death from vascular causes by 23 percent and the
odds of reinfarction by 46 percent.® Aspirin has also
been shown to reduce the rate of angiographic re-
occlusion by 22 percent, as compared with placebo.”
Clopidogrel is an adenosine diphosphate-
receptor antagonist, a class of oral antiplatelet agents
that block the P2Y,, component of the adenosine
diphosphate receptor and thus inhibit the activa-
tion and aggregation of platelets.® Clopidogrel has
been shown to prevent death and ischemic com-
plications in patients with symptomatic atheroscle-
rotic disease, patients who have undergone percu-
taneous coronary intervention, and patients with
unstable angina or myocardial infarction without
ST-segment elevation.®** A major remaining ques-
tion is whether the addition of clopidogrel is bene-
ficial in patients who have myocardial infarction
with ST-segment elevation and who are receiving
a standard fibrinolytic regimen, including aspirin.

METHODS

PATIENT POPULATION

Between February 10, 2003, and October 31, 2004,
3491 patients were enrolled at 319 sites in 23 coun-
tries (listed in the Appendix). As described previous-
ly,*? men and women 18 to 75 years of age were el-
igibleif they had begun to have ischemic discomfort
atrestwithin 12 hours before randomization and it
had lasted more than 20 minutes; if they had ST-seg-
mentelevation of atleast 0.1 mV in at least two con-
tiguous limb leads, ST-segment elevation of at least
0.2 mV in at least two contiguous precordial leads,
or left bundle-branch block that was not known to
be old; and if they were scheduled to receive a fibri-

nolytic agent, an anticoagulant (if a fibrin-specif-
ic lytic agent was prescribed), and aspirin.

Exclusion criteria were as follows: treatment
with clopidogrel within seven days before enroll-
ment or planned treatment with clopidogrel or a
glycoprotein IIb/IIIa inhibitor before angiography;
contraindications to fibrinolytic therapy (includ-
ing documented stroke, intracranial hemorrhage,
and intracranial neoplasm); a plan to perform an-
giography within 48 hours in the absence of a new
clinical indication; cardiogenic shock; prior coro-
nary-artery bypass grafting; and a weight of 67 kg
or less and receipt of more than a 4000-U bolus of
unfractionated heparin, a weight of more than 67 kg
and receipt of more than a 5000-U bolus of unfrac-
tionated heparin, or receipt of more than a standard
dose of low-molecular-weight heparin.

The protocol was approved by the institutional
review board at each participating center. Written
informed consent was obtained from all patients.

STUDY PROTOCOL

Patients were randomly assigned in a 1:1 ratio to
receive either clopidogrel (Plavix, Sanofi-Aventis
and Bristol-Myers Squibb; a 300-mg loading dose
followed by 75 mg once daily) or placebo in a dou-
ble-blind fashion by means of a central, computer-
ized system of randomization. Patients were to re-
ceive study medication daily up to and including the
day of coronary angiography. For patients who did
not undergo angiography, study drug was to be ad-
ministered up to and including day 8 or hospital
discharge, whichever came first.

All patients were to be treated with a fibrinolyt-
ic agent (selected by the treating physician), aspi-
rin (recommended dose, 150 to 325 mg on the first
day and 75 to 162 mg daily thereafter), and for those
receiving a fibrin-specific lytic agent, heparin for
48 hours. The recommended dose of unfractionat-
ed heparin was a bolus of 60 U per kilogram of body
weight given intravenously (maximum, 4000 U),
followed by infusion at a rate of 12 U per kilogram
per hour (maximum, 1000 U per hour).*3 The use of
low-molecular-weight heparin instead of unfrac-
tionated heparin and the use of heparin in patients
receiving streptokinase were at the discretion of the
treating physician. Unless clinically indicated, the
use of glycoprotein IIb/IIIa inhibitors was permit-
ted only after coronary angiography.

Coronary angiography was to be performed
according to the protocol during the index hospi-
talization, 48 to 192 hours after the start of study
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medication, to assess for late patency of the in-
farct-related artery. Angiography was permitted be-
fore 48 hours had elapsed only if clinically indi-
cated.*®*3 For patients who underwent coronary
stenting, it was recommended that open-label clo-
pidogrel be administered after angiography, with
the use of aloading dose of atleast 300 mg, followed
by a daily dose of 75 mg. Patients were to undergo
electrocardiography at baseline and 90 and 180 min-
utes after the administration of the loading dose of
study drug.

Patients were followed for clinical end points
and adverse events during their index hospitaliza-
tion. Telephone follow-up was performed at 30 days
to identify clinical end points or adverse events,
which were verified by means of medical records.
Vital status was ascertained in 3487 of the 3491 pa-
tients (99.9 percent).

END POINTS

The primary efficacy end point was the composite
of an occluded infarct-related artery (defined by a
Thrombolysis in Myocardial Infarction [TIMI] flow
grade of 0 or 1) on angiography, death from any
cause before angiography could be performed, or
recurrent myocardial infarction before angiogra-
phy — the last two of which served as surrogates
for failed reperfusion or reocclusion of the infarct-
related artery. For patients who did not undergo an-
giography, the primary end point was death or re-
current myocardial infarction by day 8 or hospital
discharge, whichever came first. The TIMI flow
grade? in the infarct-related artery was determined
in a blinded fashion by the TIMI Angiographic Core
Laboratory. The definitions of recurrent myocardial
infarction and other efficacy end points have been
described previously.*?

The primary safety end point was the rate of ma-
jor bleeding (according to TIMI criteria'#) by the
end of the calendar day after angiography or, if an-
giography was not performed, by day 8 or hospital
discharge, whichever came first. Other safety end
points included the rates of intracranial hemor-
rhage and minor bleeding (according to TIMI cri-
teria). All ischemic and any clinically significant
bleeding events were adjudicated in a blinded fash-
ion by members of an independent clinical-events
committee.

STATISTICAL ANALYSIS

We estimated that the enrollment of 3500 patients
would provide the study with a statistical power of
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Table 1. Baseline Characteristics of the Patients.*

Characteristic

Age —yr

Male sex — no. (%)

White race — no. (%)

Weight — kg

Hypertension — no. (%)

Hyperlipidemia — no. (%)

Current smoker — no. (%)

Diabetes mellitus — no. (%)

Prior myocardial infarction — no. (%)

Prior percutaneous coronary intervention —

no. (%)

Anterior myocardial infarction — no. (%)

Fibrinolytic agent — no. (%)
Tenecteplase
Reteplase
Alteplase
Streptokinase
None

Initial aspirin — no. (%)

Initial heparin — no. (%)§
Unfractionated heparin
Low-molecular-weight heparin
Both
Neither

Time from onset of symptoms to start of
fibrinolytic therapy — hr

Median

Interquartile range
Angiography — no. (%)
Time to angiography — hr

Median

Interquartile range

Cardiac medications during index hospitaliza-

tion — no. (%)
Beta-blockers
Statins

ACE inhibitors or angiotensin-receptor
blockers€|

Open-label clopidogrel after completion
of study drug

Ticlopidine after completion of study drug

Clopidogrel
(N=1752)
57.7+£10.3

1400 (79.9)

1569 (89.6)
80.1+14.7
750 (42.8
564 (32.2
887 (50.7
289 (16.5
159 (9.1)

84 (4.8)

—_ == 2

722 (41.2)

838 (47.8)
209 (11.9)
159 (9.1)
542 (30.9)

4(0.2)

1726 (98.5)

808 (46.1)
528 (30.1)
85 (4.9)
331 (18.9)

2.7
1.8-4.2
1645 (93.9)

84
55-123

1554 (88.7)
1408 (80.4)
1273 (72.7)

954 (54.5)

62 (3.5)

Placebo
(N=1739)
57.2+10.3
1403 (80.7)
1556 (89.5)
80.1+14.6
764 (43.9)
574 (33.0)
865 (49.9)
286 (16.4)
159 (9.1)
85 (4.9)

697 (40.1)

1715 (98.6)

792 (45.5)

506 (29.1)
90 (5.2)

(
351 (20.2)

2.6
1.7-4.0
1638 (94.2)

84
50-124

1559 (89.6)
1410 (81.1)
1254 (72.1)

967 (55.6)

50 (2.9)

* Plus—minus values are means +SD. None of the differences between groups

were statistically significant. Data on weight were missing for 61 patients (31
in the clopidogrel group and 30 in the placebo group), and data on smoking
status were missing in 7 patients (2 and 5, respectively).

T Race was self-reported.
I One patient in the placebo group was treated with both reteplase and strepto-

kinase.

ing the first two hours after randomization.

9 ACE denotes angiotensin-converting enzyme.

§ Initial heparin includes any heparin that was given immediately before or dur-
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Table 2. Efficacy Outcomes.*

Clopidogrel
Outcome (N=1752)
Primary efficacy end point — no. 262 (15.0)
of patients (%)
TIMI flow grade O or 1 192 (11.7)
Death 45 (2.6)
Recurrent myocardial infarction 44 (2.5)
Other angiographic measurement —
no. of patients (%)
TIMI flow grade 3 1112 (67.8)
TIMI myocardial-perfusion grade 3 885 (55.8)
Intracoronary thrombus 697 (43.0)
Mean stenosis — % 68.4
Mean minimal luminal diameter — mm 0.82

Placebo Odds Ratio
(N=1739) (95% Cl) P Value
377 (21.7) 0.64 (0.53 t0 0.76) <0.001
301 (18.4) 0.59 (0.48 t0 0.72) <0.001
38 (2.2) 1.17 (0.75 to 1.82) 0.49
62 (3.6) 0.70 (0.47 to 1.04) 0.08
993 (60.8) 1.36 (1.18 to 1.57) <0.001
817 (51.2) 1.21 (1.05 to 1.40) 0.008
822 (50.8) 0.73 (0.64 to 0.84) <0.001
70.8 -23(-38 to -0.9)%  0.001
0.75 0.07 (0.03 to 0.11)% 0.001

* Data on the Thrombolysis in Myocardial Infarction (TIMI) flow grade were available for 1640 patients in the clopidogrel
group and 1634 patients in the placebo group; data on TIMI myocardial-perfusion grade were available for 1585 and
1596 patients, respectively; data on thrombus were available for 1622 and 1619 patients, respectively; and data on steno-
sis and the minimal luminal diameter were available for 1560 and 1559 patients, respectively. Cl denotes confidence in-

terval.

 The primary efficacy end point was ascertained through the start of coronary angiography (at a median of 3.5 days) or,

among patients who did not undergo angiography, at hospital discharge or day 8, whichever came first.
i This value is the mean difference between groups, rather than the odds ratio.

95 percent to detect a relative reduction in the rate
of the primary end point of 24 percent (from 19.0
to 14.4 percent) with the use of a two-sided test at
the 5 percent level. All efficacy analyses were based
on the intention-to-treat principle. The prospec-
tively defined analyses of the primary and second-
ary end points involved a logistic-regression model
that included terms for the treatment group, the
type of fibrinolytic agent used, the type of heparin
used, and the location of the infarct. For continuous
variables, differences between the treatment groups
were assessed by analysis of variance. Safety analy-
ses were performed according to the treatment ac-
tually received by each patient. The rates of the safety
end points and stroke were compared with the use
of Fisher’s exact test.

An independent data and safety monitoring
board monitored the incidence of the safety end
points after the enrollment of every 500 patients,
with one formal interim analysis after 50 percent of
the patients had been enrolled. No stopping rules
were specified; therefore, the overall significance
levels were not adjusted as a result of the formal in-
terim analysis.

The study was an investigator-initiated clinical

trial by the TIMI Study Group, which designed the
trial and had free and complete access to the data.
Data were coordinated by the Nottingham Clinical
Research Group. Members of the TIMI Study Group
and of the Nottingham group carried out the pre-
specified analyses, and the sponsors independent-
ly validated them.

RESULTS

Atotal 0f 3491 patients underwent randomization,
and the two groups were well matched with regard
to baseline characteristics (Table 1). Their average
age was 57 years, 80.3 percent were men, 50.3 per-
cent were current smokers, and 9.1 percent had a
history of myocardial infarction. A total 0£99.7 per-
cent of the patients received a fibrinolytic agent, of
whom 68.8 percent received a fibrin-specific agent.
The median time from the onset of symptoms to
the administration of a fibrinolytic agent was 2.7
hours. A total 0f 98.6 percent of the patients received
aspirin. For initial anticoagulation, 45.8 percent
received unfractionated heparin, 29.6 percent low-
molecular-weight heparin, 5.0 percent both, and
19.5 percent neither.
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Reduction Patients with End Point
No. of in Odds Clopidogrel Placebo

Characteristic Patients Odds Ratio % %
Overall 3491 <> 36 15.0 21.7
Age i

<65 yr 2466 —— 42 13.2 21.0

=65 yr 1015 — 22 19.0 231
Sex E

Male 2796 + 35 14.5 20.8

Female 685 —-E— 38 16.9 24.7
Infarct location E

Anterior 1416 —§-I— 33 15.0 20.7

Nonanterior 2065 —— 38 15.0 222
Types of fibrinolytic agent E

Fibrin-specific 2397 + 31 14.7 20.1

Non—fibrin-specific 1084 —I—;— 44 15.7 24.9
Predominant type of heparin E

Low-molecular-weight 1429 —EI— 31 11.4 15.7

Unfractionated 1431 —l—é— 42 17.8 27.1

None 621 —_— 26 17.1 21.9

T T 1

T T
0.4 06 08 1012 16

Clopidogrel Better Placebo Better

Figure 1. Rates of and Odds Ratios for the Primary Efficacy End Point Overall and in Various Subgroups.

The primary efficacy end point was a composite of a Thrombolysis in Myocardial Infarction (TIMI) flow grade of 0 or 1 on
angiography or death or recurrent myocardial infarction before angiography. For the logistic-regression models to con-
verge correctly, the 10 patients who did not receive a fibrinolytic agent were excluded from the subgroup analyses. The
analysis of subgroups according to the type of heparin used was based on the predominant heparin used from random-
ization to the time of angiography. All P values for interactions were not significant. The overall treatment effect is repre-
sented by the diamond, the left and right borders of which indicate the 95 percent confidence interval. The dotted line
represents the point estimate of the overall treatment effect. For subgroups, the size of each box is proportional to the

number of patients in the individual analyses. The horizontal lines represent the 95 percent confidence intervals.

Inall, 98.9 percent of the patients received study
medication. The median time from the adminis-
tration of a fibrinolytic agent to the administration
of study medication was 10 minutes (interquartile
range, 5 to 25). Patients received a median of four
doses of study medication. The rate of use of oth-
er cardiac medications was high and similar in the
two groups (Table 1). Angiography was performed
in 93.9 percent of the patients in the clopidogrel
group and 94.2 percent of those in the placebo
group, at a median of 84 hours after randomiza-
tion in each group. Percutaneous coronary inter-
vention and coronary-artery bypass grafting were
performed in 57.2 percent and 5.9 percent, respec-
tively, of the patients in the clopidogrel group and
in 56.6 percent and 6.0 percent, respectively, of
those in the placebo group. After angiography and

ascertainment of the primary end point, open-label
clopidogrel or ticlopidine was given to 56.7 percent
of the patients in the clopidogrel group and 57.4
percent of those in the placebo group.

EFFICACY END POINTS

The rates of the prespecified primary efficacy end
point were 21.7 percent in the placebo group and
15.0 percent in the clopidogrel group, representing
an absolute reduction of 6.7 percentage points in
the rate and a 36 percent reduction in the odds of
the end point in favor of treatment with clopidogrel
(95 percent confidence interval, 24 to 47 percent;
P<0.001). Among the individual components of
the primary end point (Table 2), clopidogrel had
the greatest effect on the rate of an occluded in-
farct-related artery (reducing it from 18.4 percent
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End Point (%)

No. at Risk
Placebo
Clopidogrel

154

Placebo
104 Clopidogrel
5,
P=0.03
0 T T T T T 1
0 5 10 15 20 25 30
Days
1739 1529 1504 1494
1752 1569 1555 1550

Figure 2. Cumulative Incidence of the End Point of Death from Cardiovascular
Causes, Recurrent Myocardial Infarction, or Recurrent Ischemia Leading

to the Need for Urgent Revascularization.

The odds ratio for this end point was significantly lower in the clopidogrel
group than in the placebo group at 30 days (11.6 percent vs. 14.1 percent;
odds ratio, 0.80 [95 percent confidence interval, 0.65 to 0.97]; P=0.03).

1184

to 11.7 percent; 41 percent reduction in the odds;
P<0.001) and the rate of recurrent myocardial in-
farction (reducing it from 3.6 to 2.5 percent; 30 per-
cent reduction in the odds; P=0.08), but it had no
significant effect on the rate of death from any cause
(2.2 percent in the placebo group vs. 2.6 percent in
the clopidogrel group, P=0.49). The beneficial ef-
fect of clopidogrel on the incidence of the primary
end point was consistent across the prespecified
subgroups, as defined on the basis of age, sex, the
type of fibrinolytic agent used, the type of heparin
used, and the location of the infarct (Fig. 1).
Clopidogrel improved all angiographic measure-
ments (Table 2). Specifically, as compared with pla-
cebo, treatment with clopidogrel increased the odds
of achieving optimal epicardial flow (defined by a
TIMI flow grade of 3) by 36 percent (P<0.001) and
the odds of achieving optimal myocardial reperfu-
sion (defined by a TIMI myocardial-perfusion grade
of 3) by 21 percent (P=0.008) and reduced the odds
of intracoronary thrombus by 27 percent (P<0.001).
As compared with placebo, treatment with clopid-
ogrel also resulted in less severe stenosis (P=0.001)
and a larger minimal luminal diameter of the in-
farct-related artery (P=0.001). Clopidogrel therapy
had no significant effect on the mean degree of res-
olution of ST-segment elevation by 180 minutes:

N ENGL J MED 352;12
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the degree of resolution was 59 percent (median,
73 percent) with clopidogrel, as compared with 61
percent (median, 72 percent) with placebo (P=0.22).
As compared with placebo, clopidogrel therapy was
associated with a 21 percent reduction in the odds
of the need for early angiography (i.e., within 48
hours after randomization) for clinical indications
(15.4 percent vs. 18.6 percent, P=0.01) and a 21
percent reduction in the odds of the need for revas-
cularization on an urgent basis during the index
hospitalization, as assessed by local investigators
(19.5 percent vs. 23.3 percent, P=0.005). Among
the patients who underwent percutaneous coro-
nary intervention, the rates of use of glycoprotein
IIb/IIIa were 29.3 percent in the clopidogrel group
and 33.0 percent in the placebo group (P=0.07). By
the time of the ascertainment of the primary end
point (median, 3.5 days), the rate of the composite
end point of death, recurrent myocardial infarction,
or recurrent myocardial ischemia was 8.3 percent
in the clopidogrel group and 9.3 percent in the
placebo group (reduction in the odds, 12 percent;
P=0.27).

By 30 days, clopidogrel therapy had reduced the
odds of the composite end point of death from car-
diovascular causes, recurrent myocardial infarction,
or recurrent ischemia leading to the need for urgent
revascularization by 20 percent (from 14.1 to 11.6
percent, P=0.03) (Fig. 2). In terms of the individual
end points (Fig. 3), there were the following: no dif-
ference in the rate of death from cardiovascular
causes; a statistically significant, 31 percent reduc-
tion in the odds of recurrent myocardial infarction
in the clopidogrel group as compared with the pla-
cebo group (P=0.02); a 24 percent reduction in
the odds of recurrent myocardial ischemia leading
to the need for urgent revascularization (P=0.11);
and a 46 percent reduction in the odds of stroke
(P=0.052).

SAFETY END POINTS

The rates of the primary safety end point, TIMI-
defined major bleeding through the day after angi-
ography, were 1.3 percent in the clopidogrel group
and 1.1 percent in the placebo group (P=0.64) (Ta-
ble 3). There were no significant increases in the
risk of major bleeding with clopidogrel in any of
the subgroups prespecified according to the type
of fibrinolytic agent used, the type of heparin used,
age, sex, or weight (data not shown). The rates of
TIMI-defined major bleeding or the need for the
transfusion of at least 2 units of blood were 1.8
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Reduction Patients with End Point
in Odds Clopidogrel Placebo
End Point Odds Ratio % %
Death from CV causes 3 4.4 4.5
Recurrent MI —— 31 4.1 5.9
Recurrent ischemia Iegdlng = | 24 35 45
to urgent revascularization
Stroke - 46 0.9 1.7
Death from CV causes or recurrent M| —— 17 8.4 9.9
Death from CV causes, recurrent M, e 18 01 109
or stroke
Death from CV causes, recurrent M,
or recurrent ischemia leading —— 20 11.6 14.1
to urgent revascularization
Death from CV causes, recurrent M,
stroke, or recurrent ischemia leading —i— 21 123 15.0
to urgent revascularization
T T T T 1
0.4 06 08 1012 16

Clopidogrel Better Placebo Better

as Compared with the Placebo Group.

infarction.

Figure 3. Odds Ratios for Individual and Composite Clinical End Points through 30 Days in the Clopidogrel Group

The horizontal lines represent the 95 percent confidence intervals. CV denotes cardiovascular, and Ml myocardial

percent in the clopidogrel group and 1.3 percent
in the placebo group (P=0.28), and the rates of
TIMI-defined minor bleeding through the day af-
ter angiography were 1.0 percent and 0.5 percent,
respectively (P=0.17) (Table 3). The rates of intra-
cranial hemorrhage were 0.5 percent in the clopido-
grel group and 0.7 percent in the placebo group
(P=0.38). At 30 days, there were no significant dif-
ferences in the rates of major or minor bleeding
between the two groups (Table 3). Among the 136
patients who underwent coronary-artery bypass
grafting during the index hospitalization, treat-
ment with clopidogrel was not associated with a
significant increase in the rate of major bleeding
through 30 days of follow-up (7.5 percent in the
clopidogrel group, as compared with 7.2 percent
in the placebo group; P=1.00), even among those
who underwent coronary-artery bypass grafting
within 5 days after the discontinuation of study
medication (9.1 percent and 7.9 percent, respec-
tively; P=1.00).

DISCUSSION

Our study demonstrates the benefit of adding clo-
pidogrel to aspirin and fibrinolytic therapy for my-
ocardial infarction with ST-segment elevation. Treat-

ment with a loading dose of 300 mg of clopidogrel
followed by a daily dose of 75 mg resulted in a 36
percentreduction in the odds of an occluded infarct-
related artery or death or recurrent myocardial in-
farction by the time of angiography. The benefit was
consistent across a broad range of subgroups, in-
cluding those categorized according to the type of
fibrinolytic agent used and the type of heparin used.
By 30 days, clopidogrel therapy led to a significant,
20 percent reduction (from 14.1 to 11.6 percent) in
the odds of the composite end point of death from
cardiovascular causes, recurrent myocardial infarc-
tion, or recurrent ischemia leading to the need for
urgent revascularization. Treatment with clopido-
grel was not associated with an increased rate of
major bleeding or intracranial hemorrhage.
Arterial thrombi that are rich in platelets are
relatively resistant to fibrinolysis and prone to in-
duce reocclusion after initial reperfusion.> Despite
the inhibition of cyclooxygenase by aspirin, plate-
letactivation can still occur through thromboxane
A,—independent pathways, leading to the aggrega-
tion of platelets and the formation of thrombin.*®
Clopidogrel is a potent antiplatelet agent that has
a synergistic antithrombotic effect when combined
with aspirin.”” Clopidogrel has been shown to ben-
efit patients with documented atherosclerosis (re-
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Table 3. Safety Outcomes.*

Outcome

Through the day after angiography
Major bleeding

Major or minor bleeding

Intracranial hemorrhage
At 30 days

Major bleeding

23 (1.3) 19 (1.1) 0.64

Minor bleeding 17 (1.0) 9 (0.5) 0.17
40 (2.3) 28 (1.6) 0.18

8 (0.5) 12 (0.7) 0.38

33 (1.9) 30 (L.7) 0.80

Minor bleeding 27 (1.6) 16 (0.9) 0.12
Major or minor bleeding 59 (3.4) 46 (2.7) 0.24

Clopidogrel Placebo
(N=1733) (N=1719) P Value

no. of patients (%)

* Safety end points were assessed in the treated population. The incidence of
bleeding was ascertained through the calendar day after angiography and
at 30 days. For patients who did not undergo angiography, the incidence of
bleeding was ascertained through day 8 or hospital discharge, whichever
came first. The prespecified primary bleeding end point was major bleeding,
according to Thrombolysis in Myocardial Infarction (TIMI) criteria,# through
the calendar day after angiography. TIMI-defined major bleeding includes
intracranial hemorrhage.
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cent myocardial infarction, recent stroke, or estab-
lished peripheral arterial disease), patients who have
undergone percutaneous coronary intervention,
and patients with unstable angina or myocardial
infarction that is not associated with ST-segment
elevation.?** We now extend those findings to pa-
tients with the most severe manifestation of ath-
erosclerotic coronary artery disease: myocardial in-
farction that is associated with ST-segment
elevation.

Since the use of aspirin, heparin, and fibrin-spe-
cific lytic therapy became established for myocar-
dial infarction with ST-segment elevation in the
late 1980s and early 1990s,%*®9 there have been
many attempts to improve on this regimen, with lit-
tle success. Newer fibrinolytic agents are equivalent
but not superior to older fibrin-specific agents.?>**
Aggressive antiplatelet therapy with glycoprotein
IIb/IIIa inhibitors improves the rate of patency and
reduces the risk of reinfarction, but at the cost of
doubling the rates of major bleeding and, in pa-
tients older than 75 years of age, intracranial hem-
orrhage.?>?® Low-molecular-weight heparin has
emerged as an attractive alternative to unfraction-
ated heparin in patients who have myocardial in-
farction with ST-segment elevation,?* and the effi-

cacy and safety of enoxaparin are currently being
tested in a large clinical trial.> The benefit we ob-
served with clopidogrel was equally apparent in pa-
tients treated with unfractionated heparin and pa-
tients who received low-molecular-weight heparin.

The trial was not powered to detect a survival ben-
efit, and none was seen. However, we did observe
consistent effects of clopidogrel in improving mul-
tiple angiographic outcomes and reducing ische-
mic events, all of which have been shown to be as-
sociated with improved long-term survival after
myocardial infarction.?*>25728 The use of proto-
col-driven angiography and its attendant high rate
of revascularization in our trial may have attenuat-
ed the translation of the angiographic benefit into
an immediate reduction in mortality. Whether a
mortality benefit would emerge in the setting of fi-
brinolysis without mandatory angiography is the
subject of a separate study specifically powered to
assess mortality.*®

We excluded patients who presented more than
12 hours after the onset of symptoms, those old-
er than 75 years of age, and those with a history of
coronary-artery bypass grafting. The efficacy and
safety of adding treatment with clopidogrel to aspi-
rin and fibrinolytic therapy in these groups remain
to be established. There was a low rate of bleeding
complications in our trial, most likely because of
our emphasis on adherence to weight-based guide-
lines for heparin dosing.*>3° Still, the administra-
tion of a fibrinolytic agent in conjunction with hep-
arin and two antiplatelet agents must be performed
with caution. As with any clinical trial, application
of the results to a different population outside the
setting of the trial should be done carefully.

In conclusion, we found that, in patients 75 years
ofage or younger who have myocardial infarction
with ST-segment elevation and who receive fibri-
nolytic therapy, aspirin, and (when appropriate)
weight-based heparin, clopidogrel offers an effec-
tive, simple, inexpensive, and safe means by which
to improve the rate of patency of the infarct-related
artery and to reduce the rate of ischemic compli-
cations.
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