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Background 

 Non-cardioembolic ischaemic strokes account for 75% of all ischaemic 

strokes. 

 The recurrence rate is more than 6% in the year after stroke 

despite guideline-recommended treatment. 

 There is a substantial burden of covert brain infarction during the year after 

stroke, which have been associated with cognitive and functional decline.  

 Guideline-recommended antithrombotic prophylaxis of patients who have 

non-cardioembolic ischaemic stroke includes long-term single antiplatelet 

therapy, sometimes after short-term dual antiplatelet therapy.  
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Background 

 No clinical studies have 
established a benefit of 
anticoagulation for secondary 
prevention in patients with non-
cardioembolic ischaemic stroke  

 Dual pathway antithrombotic 
therapy substantially reduced 
ischaemic stroke recurrence 
compared with aspirin alone in 
patients with stable coronary and 
peripheral artery atherosclerosis 
in the COMPASS trial.  

N Engl J Med 2017; 377:1319-1330 



Asundexian 

• Asundexian is an oral direct inhibitor of activated coagulation factor XI (FXIa) that might have less 

associated bleeding than other available anticoagulants. 

Front cardiovasc Med. 2022 May 12;9:903029 



Asundexian 

• Patients with ischaemic stroke have increased 

levels of FXI, and patients with inherited FXI 

deficiency have lower risks of stroke. 

• Phase 2 randomised trials have found effective 

prevention of thromboembolism and low risk of 

bleeding associated with use of FXI and FXIa 

inhibitors in patients undergoing total knee 

arthroplasty.  

• Asundexian is an attractive candidate for 

assessment as a potential add-on to antiplatelet 

therapy in patients with acute ischaemic stroke 

for secondary stroke prevention. 
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Methods 
 Randomised, double-blind, placebo-controlled, phase 2b dose-finding trial  

 Patients with acute (within 48 h) non-cardioembolic ischaemic stroke were 
recruited from 196 hospitals in 23 countries.  

 Patients eligible if:  
 >45 years or older, 

 treated with antiplatelet therapy,  

 able to have a baseline MRI (either before or within 72 h of randomisation).  

 Randomly assigned (1:1:1:1), using an interactive web-based response system 
and stratified according to anticipated antiplatelet therapy (single vs dual), to once 
daily oral asundexian 10 mg, 20 mg, or 50 mg, or placebo in addition to usual 
antiplatelet therapy 

 Followed up during treatment for 26–52 weeks.  

 Brain MRIs were obtained at study entry and at 26 weeks or as soon as possible 
after treatment discontinuation.  
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Enpoints 

 The primary efficacy outcome was the dose–response effect on the 

composite of incident MRI-detected covert brain infarcts and recurrent 

symptomatic ischaemic stroke at or before 26 weeks after randomisation. 

 The primary safety outcome was major or clinically relevant non-major 

bleeding as defined by International Society on Thrombosis and 

Haemostasis criteria.  

 The efficacy outcome was assessed in all participants assigned to 

treatment, and the safety outcome was assessed in all participants who 

received at least one dose of study treatment.  
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Trial profile 
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Baseline 
characteristics 
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Baseline 
characteristics 
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Efficacy outcome 
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Primary efficacy outcome 



Kaplan-Meier curves for recurrent symptomatic 
ischaemic stroke (intention-to-treat)  
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Safety outcome 
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Safety outcome 



Kaplan-Meier curves for ISTH major and clinically -
relevant non-major bleeding (on-treatment)  
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Limitations 

 The PACIFIC-Stroke phase 2 study was intended to inform the design of a subsequent 

phase 3 randomised trial, and as such has limitations related to statistical power for 

secondary outcomes and subgroup analyses.  

 A substantial proportion of participants did not undergo serial study MRIs, requiring 

imputation of results for the outcome of incident covert brain infarction. 

 Haemorrhagic transformation is more frequent with large infarcts, and despite eligibility 

allowing patients with NIHSS scores up to 15 to participate during part B, the cohort’s 

mean NIHSS score at the time of randomisation was relatively low (mean 2.8), restricting 

the generalisability of our findings to patients with mild strokes.  

 The post-hoc and exploratory nature of several of our notable findings should be 

interpreted with caution and require validation through future research.  
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Conclusions 

 In patients with acute non-cardioembolic ischaemic stroke of mild-to-moderate 

severity treated with antiplatelet therapy, asundexian did not reduce the composite 

primary outcome of symptomatic recurrent ischaemic stroke and incident covert 

brain infarcts on MRI in a dose-dependent manner.  

 However, in post-hoc and exploratory analyses, asundexian 50 mg daily provided 

superior protection against the composite of recurrent ischaemic stroke and 

transient ischaemic attack relative to placebo, especially in patients with 

atherosclerosis, without increasing the risk of major or clinically relevant non-

major bleeding. These promising results require confirmation by an adequately 

powered phase 3 randomised trial.  
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Summary 
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