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Population

• Patients who were at least 18 years of age were enrolled if they 
could undergo randomization within 12 hours after having an acute 
ischemic stroke with a score of 3 or less on the National Institutes 
of Health Stroke Scale (NIHSS) or a high-risk TIA with a score of 4 or 
more on the ABCD2

• They were also required to undergo computed tomography or 
magnetic resonance imaging to rule out intracranial bleeding or 
other conditions that could explain the neurologic symptoms or 
detect any contraindications to a trial treatment. 

• Patients with TIA and minor, nondisabling ischemic stroke are 
generally not considered to be candidates for thrombolysis or 
endovascular therapy.10 Additional details regarding the inclusion 
and exclusion criteria are provided in the protocol.13





Outcomes

• The primary outcome was the risk of a composite of 
ischemic stroke, myocardial infarction, or death from 
ischemic vascular causes (major ischemic events) on 
the basis of standard definitions.13

• The primary safety outcome was the risk of major 
hemorrhage, which was defined as symptomatic 
intracranial hemorrhage, intraocular bleeding causing 
vision loss, transfusion of 2 or more units of red cells or 
an equivalent amount of whole blood, hospitalization 
or prolongation of an existing hospitalization, or death 
due to hemorrhage.15,16



• Key secondary efficacy end points were each 
component of the primary efficacy outcome, a 
composite of the primary efficacy outcome and major 
hemorrhage, and the total number of ischemic and 
hemorrhagic strokes. 

• Secondary safety outcomes included hemorrhagic 
stroke, symptomatic intracerebral hemorrhage, other 
symptomatic intracranial hemorrhage, major 
hemorrhage other than intracranial hemorrhage, 
minor hemorrhage that included asymptomatic 
intracranial hemorrhage, and death from any cause







Results

• A total of 4881 patients were enrolled at 269 international sites. 
The trial was halted after 84% of the anticipated number of patients 
had been enrolled because the data and safety monitoring board 
had determined that the combination of clopidogrel and aspirin 
was associated with both a lower risk of major ischemic events and 
a higher risk of major hemorrhage than aspirin alone at 90 days. 

• Major ischemic events occurred in 121 of 2432 patients (5.0%) 
receiving clopidogrel plus aspirin and in 160 of 2449 patients (6.5%) 
receiving aspirin plus placebo (hazard ratio, 0.75; 95% confidence 
interval [CI], 0.59 to 0.95; P=0.02), with most events occurring 
during the first week after the initial event.

• Major hemorrhage occurred in 23 patients (0.9%) receiving 
clopidogrel plus aspirin and in 10 patients (0.4%) receiving aspirin 
plus placebo (hazard ratio, 2.32; 95% CI, 1.10 to 4.87; P=0.02).





Conclusions

In patients with minor ischemic stroke or high-
risk TIA, those who received a combination of 
clopidogrel and aspirin had a lower risk of 
major ischemic events but a higher risk of 
major hemorrhage at 90 days than those who 
received aspirin alone. (Funded by the 
National Institute of Neurological Disorders 
and Stroke;


