
Efficacia e sicurezza di Edoxaban e 
Warfarin in pazienti con fibrillazione 
atriale e arteriopatia periferica 

Insights dal trial ENGAGE AF-TIMI 48 



Background 

• Antithrombotic management in patients with atrial fibrillation (AF) and peripheral artery disease (PAD) is 
challenging because of the broad spectrum of ischemie risks in multiple vascular beds, heightened 
bleeding risks, and overlapping indications for anticoagulant and antiplatelet therapies. 

• In patients with AF, full-dose oral factor (F)Xa inhibition has been associated with less bleeding than 
warfarin, but this advantage has been less clear in AF patients with comorbid PAD (subgroup analysis of 
the ROCKET-AF trial and ARISTOTLE trial). 
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Background 

• The COMPASS and VOYAGER trials demonstrated the efficacy and safety of very low dose of rivaroxaban 
(2.5 mg twice daily) plus aspirin versus aspirin alone, supporting lower intensity dual pathway inhibitor 
therapy for patients with PAD. 

• Although patients with concomitant AF were excluded, the benefit of this strategy was particularly robust 
for stroke prevention, with a 46% reduction in those with PAD and although there was more bleeding 
with rivaroxaban, there appeared to be a favorable benefit-risk profile.  

• Taken together, the benefit of low-doses of rivaroxaban and less favorable bleeding profile of full-dose 
anticoagulation in patients with PAD raise questions about the efficacy and safety of full-dose oral FXa 
inhibitor therapy in patients with concomitant AF and PAD. 
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Methods 

• Novel aspects of ENGAGE TIMI-48 include pharmacokinetic and pharmacodynamic 
testing and randomization to a low dose edoxaban regimen (50% reduction, 30/15 mg), 
which was not approved.  

• Hypothesis: efficacy and safety of both dosing strategies of edoxaban versus warfarin, 
would be consistent regardless of PAD at baseline. 

• Therefore, in this subanalysis the authors: 

• examined the efficacy and safety of edoxaban 60/30 mg relative to warfarin in 
ENGAGE TIMI-48 AF in relation to PK and PD in patients with and without 
concomitant PAD. 

• explored the efficacy and safety of edoxaban 60/30 mg versus edoxaban 30/15 mg 
and warfarin. 
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Methods 

• Of 21,105 patients with AF randomized to warfarin, edoxaban 60/30mg or edoxaban 
30/15mg, 841 were identified with PAD.  

• Endpoints included major adverse cardiovascular events (MACE), SSE, and major 
bleeding. 

Eur Heart J Cardiovasc Pharmacother. 2021 Dec 

28;pvab089. 



Baseline 
characteristics 
 
In PAD subgroup higher 
prevalence of CV risk 
factor and previous 
MACCE 
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Efficacy of Edoxaban vs Warfarin 

No interaction for efficacy with Edoxaban 60/30 mg 
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Safety of Edoxaban vs. Warfarin 

No interaction for safety with Edoxaban 60/30 mg 
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Outcomes in 
AF patients 
with or 
without PAD 
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Cardiovascular 
Death, MI or 
ischemic stroke 
and history of 
PAD  
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Cardiovascular 
death by 
treatment and 
history of PAD 
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Edoxaban vs. 
Warfarin in 
AF with or 
without PAD 
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Limitations 

• First, PAD at baseline was identified by site investigators without routine testing. Therefore, patients with unrecognized PAD may have 
been miscategorized as «no PAD». 

• Second, the number of patients in the PAD subgroup was modest (~4% of the overall trial and 841 patients), and the number of 
outcomes events was small, particularly for limb outcomes.  

• However, both the number of patients and number of primary efficacy events is similar to previously reported PAD subgroups 
from pivotal trials of other Factor Xa inhibitors. 

• Because the trial was not powered for subgroup analyses, the findings should be considered exploratory and conclusions regarding 
risk and treatment effects should be considered hypothesis generating.  

• Although comparisons were adjusted for other baseline variables, there may be other, unrecognized sources of confounding.  

• Patients in clinical practice may behave differently from those in a randomized trial, and results should not be generalized to patients 
who would not have been eligible for participation in the ENGAGE AF-TIMI 48, such as those with CHADS scores 0 or 1, severe kidney 
disease, or patients receiving DAPT. 

• Both dosing regimens of edoxaban significantly reduced CV mortality in the overall trial and there was no significant interaction on the 
basis of PAD for CV mortality. As such, observation regarding differences by dosing strategy on this endpoint with respect to PAD 
should be regarded as hypothesis generating. 
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Conclusions 
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