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Background

• Among patients with ischemic stroke, 40% present with ipsilateral stenosis of 
the cervicocranial vasculature and have the highest risk of recurrence among 
ischemic stroke etiologic subtypes. 
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Methods

• In the double-blind THALES (The Acute Stroke or Transient Ischemic Attack Treated
With Ticagrelor and ASA for Prevention of Stroke and Death) trial, patients with a 
noncardioembolic, nonsevere ischemic stroke, or high-risk transient ischemic attack
were randomized to ticagrelor (180 mg loading dose on day 1 followed by 90 mg 
twice daily for days 2–30) or placebo added to aspirin (300–325 mg on day 1 followed
by 75–100 mg daily for days 2–30) within 24 hours of symptom onset. 
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Aim of the study

• The present paper aimed to evaluate the efficacy and safety of ticagrelor 
added to aspirin in the first 30 days following a TIA or minor ischemic stroke in 
patients with or without ipsilateral, potentially causal, ≥30% atherosclerotic 
stenosis of cervicocranial vasculature (prespecified analysis). 

• The primary end point was time to the occurrence of stroke or death within 30 
days. 



Baseline characteristics
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Kaplan-Meier event curves for the primary efficacy end point of stroke
or death in patients with ipsilateral atherosclerotic stenosis of 

cervicocranial vasculature
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Outcomes
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Subgroup analysis
in patients with 
ipsilateral
stenosis
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Distribution of Ipsilateral Atherosclerotic
Stenosis According to Geographical Regions
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Limitations

• Subgroup analysis: not selected as a secondary analysis in the hierarchical testing, 
and thus it should be seen exploratory and hypothesis generating. 

• Low proportion of patients (21.3%) with ipsilateral atherosclerotic stenosis ≥30% 
with or without aortic arch plaque of ≥4 mm, although in practice it is 40%, 
because some investigators may have treated their patients outside the trial with 
clopidogrel plus aspirin. 

• Low proportion of patients who underwent a carotid artery revascularization, 
although the results in these patients suggest a large relative risk reduction in the 
primary end point and a 15% absolute risk difference without increase GUSTO 
severe bleedings. 

• In 20% of patients the information on the presence of ipsilateral stenosis was not
obtained as data was based on imaging performed as part of clinical practice. 

• Permanent discontinuation of study drug was more common on ticagrelor than
on placebo. 
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Conclusions

• In this exploratory analysis comparing ticagrelor added to aspirin to aspirin
alone, there was no interaction between treatment group and ipsilateral
atherosclerosis stenosis subgroup but did identify a higher absolute risk
and a greater absolute risk reduction of stroke or death at 30 days in the 
ipsilateral atherosclerosis stenosis group than in those without. 

• Taken together with similar subgroup analysis of the SOCRATES trial 
showing significant interaction, ticagrelor added to aspirin yielded a 
clinically meaningful relative and absolute risk reduction of stroke and 
death as compared to aspirin alone with an NNT of 34 (95% CI, 19–171) 
and an NNH of 951 (95% CI, 182 to −296). 

• These patients form a group to target with this therapy after a TIA or a 
minor ischemic stroke. 
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