
Duplice terapia antiaggregante entro le 72 
ore da un ictus ischemico

Risultati del trial INSPIRES



Background

Patients with acute mild ischemic stroke or transient ischemic attack (TIA) 
have a risk of recurrent stroke of approximately 5 to 10% within 90 days after 
the onset of the initial event.

Guidelines recommend dual antiplatelet therapy with clopidogrel combined 
with aspirin in patients who have a minor ischemic stroke (defined as a 
NIHSS score of ≤3) and who can be treated within 24 hours.

The 24-hour time window and low NIHSS score threshold have limited the 
application of dual antiplatelet therapy in patients with ischemic stroke.
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Background

A time-course analysis of the POINT trial indicated that combined clopidogrel–aspirin therapy may 
be beneficial in preventing recurrent stroke when it is initiated as long as 3 days after stroke onset.

Meta-analyses have suggested the same for noncardioembolic ischemic stroke or TIA.

In an exploratory analysis of the THALES trial, patients with mild ischemic stroke (NIHSS score of 4 
or 5) treated with ticagrelor and aspirin within 24 hours had a lower risk of subsequent stroke than 
those treated with aspirin alone, without a higher risk of severe bleeding.

The effectiveness of dual antiplatelet therapy potentially varies depending on the pathogenesis of 
ischemic stroke; in particular, patients with large-artery atherosclerotic stenosis or multiple acute 
infarctions may benefit from dual treatment. 

N Engl J Med 2023;389:2413-2424



N Engl J Med 2023;389:2413-2424



Aim of the study

• In the Intensive Statin and Antiplatelet Therapy for Acute High-Risk Intracranial or 
Extracranial Atherosclerosis (INSPIRES) trial, the authors tested the hypothesis 
that DAPT with clopidogrel and aspirin initiated within 72 hours after onset would 
be superior to aspirin alone with regard to the risk of new ischemic or 
hemorrhagic stroke among patients with mild ischemic stroke or high-risk TIA 
presumably caused by atherosclerosis (stenosis of extracranial or intracranial 
artery ipsilateral to the ischemic field) or multiple infarctions with nonstenotic 
atherosclerotic plaque ipsilateral to the ischemic field
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Methods

• 222 hospitals in China 
• double-blind, randomized, placebo-controlled, two-by-two factorial trial
• Patients with mild ischemic stroke (NIHSS ≤3) or high-risk TIA (ABCD score 

≥4) of presumed atherosclerotic cause who had not undergone thrombolysis 
or thrombectomy.

• 1:1 randomization within 72 hours after symptom onset to 
• clopidogrel (300 mg on day 1 and 75 mg daily on days 2 to 90) plus aspirin (100 to 300 mg 

on day 1 and 100 mg daily on days 2 to 21)
• matching clopidogrel placebo plus aspirin (100 to 300 mg on day 1 and 100 mg daily on 

days 2 to 90). 
• No interaction between this component of the factorial trial design and a second 

part that compared immediate with delayed statin treatment (not reported). 
• The primary efficacy outcome was new stroke at 90 days
• The primary safety outcome was moderate-to-severe bleeding  at 90 days.
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Enrollment and 
Randomization
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Characteristics 
of the Patients 
at Baseline 
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Cumulative 
Incidence of 
Stroke (Primary 
Efficacy Outcome) 
and Moderate-to-
Severe Bleeding 
(Primary Safety 
Outcome
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Efficacy 
outcomes
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Safety 
outcomes
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Hazard Ratios for 
Stroke in Prespecified 
Subgroups

The trial was not powered to allow 
definite conclusions on the basis of 
the results of the subgroup analyses
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Limitations

• Some important populations of patients with stroke or TIA were excluded, such 
as patients with stroke of presumed cardioembolic origin, those with moderate or 
severe stroke (NIHSS score, >5), and those who had undergone thrombolysis or 
thrombectomy. 

• 98.5% of the enrolled patients were Han Chinese; the higher proportion of 
intracranial artery stenosis in this population than in other populations may have 
contributed to the benefit from dual antiplatelet therapy. The results cannot 
necessarily be generalized to White and Black patients with stroke. 

• Clopidogrel is known to require hepatic cytochrome P450 enzymes to generate 
active metabolites for its antiplatelet effects; however, the genotype of drug 
metabolism was not included in the criteria for enrollment in this trial
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Conclusions

• In this trial conducted in China that involved patients with mild 
ischemic stroke or high-risk TIA from presumed intracranial or 
extracranial atherosclerosis, treatment with clopidogrel and 
aspirin initiated within 72 hours after symptom onset 
(continued for 21 days followed by only clopidogrel)  led to a 
lower risk of new stroke but a higher risk of moderate-to-severe 
bleeding than treatment with aspirin alone over a period of 90 
days.
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