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Key Points:
Oral anticoagulation in the elderly can be particularly challenging due to bleeding concerns. 
A phase 3, multicentre, randomized, double-blind, placebo-controlled, event-driven trial to 
compare a once-daily 15-mg dose of edoxaban with placebo in elderly Japanese patients 
(≥80 years of age) with nonvalvular atrial fibrillation who were not considered to be 
appropriate candidates for oral anticoagulant therapy at doses approved for stroke 
prevention. The primary composite endpoint was stroke or systemic embolism with the 
primary safety endpoint being major bleeding.
Patients with active bleeding, poorly controlled hypertension or liver dysfunction with 
coagulopathy, were excluded from the trial.
984 patients were randomly assigned in a 1:1 ratio to receive 15 mg of edoxaban or placebo.
The trial was event-driven, with a target of 65 events of stroke or systemic embolization. 
The time-to-first-event analysis used a Cox proportional hazards model. Kaplan Meier 
method was used to estimate the cumulative incidences of efficacy events.
40.9% of patients in the study were categorised as frail. The annualised rate of stroke or 
systemic embolism was 2.3% in the edoxaban group versus 6.7% in placebo group. There 
were 20 major bleeding events (3.3% per patient-year) in the edoxaban group and 11 (1.8% 
per patient-year) in the placebo group.
The annual rate of stroke or systemic embolism was similar to that of the 60 and 30 mg 
doses of edoxaban used in the ENGAGE AF-TIMI 48 trial.1 

Conclusion:
A once daily 15 mg edoxaban dose, was superior to placebo in the prevention of stroke or 
systemic embolism in an elderly population with nonvalvular atrial fibrillation; without a 
higher rate of major bleeding. 

Limitations:
A substantial number of patients discontinued the trial (301 patients). The trial itself focused
on a Japanese cohort of patients, which may mean the results are not applicable to other 
populations. 

Interpretation:
This trial indicates the efficacy of low dose edoxaban for the treatment of patients, which 
may have been otherwise not been anticoagulated. This will affect our management of non-
valvular atrial fibrillation greatly, as our ageing population increases. These patients, who 
have risk factors for bleeding that ordinarily mark them as poor candidate for oral 
anticoagulation, stand to benefit greatly from stroke risk reduction with low dose edoxaban.



These findings suggest that withholding anticoagulation in this population, may in fact do 
more harm.
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