Background
• Edoxaban is among the last DOACs approved by the US Food and
Drug Administration (FDA) and the European Medicines Agency
(EMA) for the treatment of venous thromboembolism (VTE) .
• According to the product label, the recommended dose of edoxaban
for long-term therapy is 60 mg daily, but this dose should be reduced
to 30 mg daily in patients with creatinine clearance (CrCl) levels 15–50
mL/minute, body weight ≤ 60 kg, or concomitant use of Pglycoprotein inhibitors.
• Unlike other DOACs edoxaban currently can provide data only from
the pivotal randomized trial.

Aim of the study
• To assess the efficacy and safety of edoxaban for long-term therapy of
VTE in real-life clinical practice comparing the rate of the composite of
VTE recurrences or major bleeding during therapy in patients
receiving recommended vs. non-recommended
recommended doses of the drug.

Methods
• Data from the Registro Informatizado Enfermedad TromboEmbólica
(RIETE), a prospective multinational registry of patients with
objectively confirmed VTE.
• Consecutive patients enrolled in the RIETE registry from October 2015
to November 2019 receiving edoxaban for the treatment of VTE.
• All patients were followed up for at least 3 months.
• The major outcome was the composite of symptomatic VTE
recurrences or major bleeding occurring during edoxaban therapy.

Results (I)
• 562 patients: off these, 146 (26%) met criteria for dose reduction.
• Among 416 patients not meeting criteria for dose reduction, 23
(5.5%) received non-recommended
recommended doses of edoxaban (30 mg daily):
they were significantly older (74 ± 14 vs. 62 ± 15 years; P < 0.001),
weighed less (73 ± 12 vs. 82 ± 13 kg; P < 0.01), and had lower CrCl
levels at baseline (79 ± 24 vs. 99 ± 34 mL/minute; P < 0.001) than
those receiving recommended doses.
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• Patients receiving non-recommended
recommended doses of edoxaban (30 mg
daily) had a significantly higher rate of the composite outcome (HR
8.37; 95% CI 1.12–42.4) and a higher mortality rate (HR 31.1; 95% CI
4.63–262) than those receiving 60 mg daily.

Results (II)
• Among 146 patients meeting criteria for dose-reduction, 54 (37%)
received non-recommended doses (60 mg instead of 30 mg daily) of
edoxaban: they were younger (71 ± 17 vs. 79 ± 17 years; P < 0.05) and
had higher CrCl levels at baseline (57 ± 29 vs. 47 ± 27 mL/minute)
than those receiving 30 mg daily.
• During edoxaban therapy, no patient had VTE recurrences; none of
the 54 patients meeting criteria for dose reduction but receiving 60
mg daily developed major bleeding.
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Conclusions
• This is the first real-life study on patients receiving edoxaban for long-term
therapy of VTE.
• The study validate the effectiveness and safety of edoxaban for long-term
therapy of VTE in real life.
• During edoxaban therapy, patients receiving 30 mg daily had an 8-fold
higher rate of the composite event than those receiving 60 mg.
• These findings suggest that the recommendation for dose reduction based
on prior studies performed in patients with atrial fibrillation may not be
optimal in patients with VTE.
• There might be a useful basis for future controlled clinical trials comparing
different therapeutic strategies; waiting for new data, these results should
caution clinicians against empirically dose reducing based on off-label
recommendations.

