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doxaban (Savaysa) has been
approved for patients with atrial fibrillation.1 Unlike warfarin,
edoxaban is not metabolized by cytochrome P450 enzymes and is less susceptible to drug or disease interactions.
Because it is primarily eliminated by
the kidneys, reduced renal function will
result in drug accumulation. Therefore,
dose reductions are suggested in patients
with renal dysfunction. The Table1,5,6
summarizes interaction studies reported
with edoxaban.

Edoxaban Pharmacology

Edoxaban’s bioavailability is approximately 60% and is unaffected by meals.
Only a small amount of edoxaban is
metabolized via carboxylesterase 1 and
CYP3A4. Unchanged edoxaban is eliminated via renal (~35%), biliary, and
intestinal (~65%) excretion.2 In subjects
with renal dysfunction (creatinine clearance [CrCl] between 30 and 50 mL/
min), the area under the concentration
time curve (AUC) of edoxaban increased
35% to 60%.3 The manufacturer recommends reducing the dose by 50% in
patients with a CrCl between 50 and
15 mL/min. Edoxaban is a substrate of
P-glycoprotein (P-gp), but not of other
transporters.

Drug Interactions

Pharmacodynamic Interactions
Edoxaban administered alone prolonged
bleeding time 20% to 35%. The addition
of 100 or 325 mg of aspirin or 500 mg of
naproxen resulted in a 2-fold increase in
bleeding time compared with edoxaban
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Precipitant Drug

Dose

Change in Edoxaban AUC

Amiodarone

400 mg/day x 4 days

40% increase

Atorvastatin

80 mg × 7 days

2% increase

Cyclosporine

Single dose of 500 mg

73% increase

Digoxin

0.5 mg × 2 days, then 0.25 mg x 5 days

10% increase

Dronedarone

800 mg × 7 days

85% increase

Erythromycin

500 mg 4 times a day x 8 days

85% increase

Ketoconazole

400 mg × 7 days

87% increase

Quinidine

300 mg 3 times a day x 2.5 days

76% increase

Rifampin

600 mg × 7 days

34% decrease

Verapamil

240-mg sustained release x 10 days

53% increase

AUC = area under the concentration time curve.
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