
Efficacia e sicurezza di 
Edoxaban 15 mg in base al 
peso corporeo nei pazienti 

anziani con fibrillazione atriale

subanalisi del trial ELDERCARE-AF Trial



Background
• Elderly status, low body weight, and 

renal impairment are known risk 
factors for bleeding with OACs.

• In patients at high risk of bleeding
who are ineligible for OAC treatment, 
the ELDERCARE‐AF trial showed a 
significant reduction of stroke or 
systemic embolism with edoxaban
15 mg compared with placebo, 
without a significant increase in major 
bleeding. 

• In addition, subgroup analyses of 
ELDERCARE‐AF confirmed the 
consistent benefit of edoxaban 15 mg 
irrespective of age (80–84 years, 85–
89 years, and ≥90 years) and renal
function (creatinine clearance 15–
<30 mL/min, 30–50 mL/min, and 
>50 mL/min).



Background
• Previous studies have reported the effectiveness and safety of DOACs for 

preventing stroke in patients with AF and low body weight. 

• The ENGAGE AF‐TIMI 48 trial reported similar efficacy of the DOACs 
regimen at the recommended dose across 3 body weight groups, including 
the low body weight group defined as <55 kg.

• The efficacy and safety of OACs in patients with AF who are very underweight 
(≤45 kg) have yet to be demonstrated. 
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Aim of the 
study

• This subanalysis was conducted to 
evaluate the efficacy and safety of 
edoxaban in patients with AF with 
extremely low body weight. 

• Data from the ELDERCARE‐AF trial, and 
assessed clinical outcomes according to 
body weight (≤45 or >45 kg).
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Methods
• This was a prespecified subanalysis by body weight (≤45, >45 kg) of the phase 3, 

multicenter, randomized, double‐blind, placebo‐controlled, event‐driven 
ELDERCARE‐AF trial, which compared low‐dose edoxaban (15 mg once daily) 
with placebo in Japanese patients considered ineligible for oral anticoagulants at 
the recommended therapeutic strength or the approved doses. 

• The primary efficacy and safety end points were stroke or systemic embolism and 
major bleeding (International Society on Thrombosis and Hemostasis definition), 
respectively.
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Distribution of 
participants by 
body weight

• Most of the patients in 
the ≤45‐kg group 
weighed 40 to 45 kg 
(199/374 [53.2%]
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Patients’ Baseline Characteristics 
by Body Weight Subgroup

The body mass index (BMI), 

creatinine clearance, prevalence of 

comorbidities (CAD, dyslipidemia, 

and diabetes), HAS-BLED score, 

continuous use of NSAIDs, and use 

of an antiplatelet drug all showed 

decreases with lower body weight.
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Patients’ Baseline 
Characteristics in the 
Edoxaban and Placebo 
Groups by Body Weight 
Subgroup

The characteristics of 

each weight subgroup did 

not differ between the 

edoxaban and placebo 
groups.
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Efficacy and Safety End Points by Body Weight 
Subgroup

SSE, all‐cause mortality, and net clinical outcome were significantly higher in the ≤45‐kg group 
than in the >45‐kg group
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Effects of edoxaban on major 
efficacy and safety end points 
by body weight subgroup

• There were no significant differences 
between the edoxaban and placebo 
groups and no interaction with body 
weight
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Kaplan–Meier curves for 
stroke/systemic embolism (A), 
all‐cause mortality (B), net clinical 
outcome (C), and major bleeding 
by body weight subgroup (D)

In the ≤45‐kg group, major bleeding occurred 

in 9 of 188 patients (4.2% per patient‐year) 

and 3 of 185 patients (1.4% per patient‐year) 

in the edoxaban group and placebo group, 

respectively; though the rate of major bleeding 

was numerically higher in the edoxaban 

group, it was not significant (HR, 3.05 [95% 

CI, 0.84–11.11]). 

In the >45‐kg group, major bleeding occurred 

in 11 of 304 patients (2.8% per patient‐year) 

and 8 of 305 patients (2.0% per patient‐year) 

in the edoxaban group and placebo group, 
respectively
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Major bleeding
• The most common major bleeding event was gastrointestinal bleeding in the 

edoxaban group and placebo group (n=6/9 and n=2/3 for the ≤45‐kg group; 
n=8/11 and n=3/8 for the >45‐kg group, respectively). 

• In the ≤45‐kg patient group, the incidence of gastrointestinal bleeding was 2.8% 
per patient‐year (6/188) in the edoxaban group and 0.9% per patient‐year (2/185) 
in the placebo group.

• In the ≤45‐kg group, there were no cases of intracranial hemorrhage in either the 
edoxaban or the placebo groups.
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Limitations
• A substantial number of patients discontinued the trial because of their high‐risk 

backgrounds, but no patients were lost to follow‐up, and only 6 withdrew consent 
because of bleeding‐related concerns. Of the patients who did withdraw, most did 
so due to adverse events that were unrelated to bleeding or participation was no 
longer possible. 

• The trial involved Japanese patients with AF; therefore, the results may not be 
applicable to other populations with AF. 

• The sample size of the trial was not powered for any of the subgroup analyses, 
resulting in relatively low event rates; therefore, the statistical power of the 
subgroup analyses was limited. The results of the subgroup analyses should be 
interpreted with caution.
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Conclusions
• The results of the present study, which compared the placebo group and the 

edoxaban 15‐mg groups in ELDERCARE‐AF stratified by body weight (≤45 and 
>45 kg), suggest that edoxaban 15 mg may be considered in elderly high‐risk 
patients with AF with low body weight, while remaining vigilant about the risk of 
major bleeding, especially gastrointestinal bleeding.
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