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Supplementary Figure 1. Design of ENGAGE AF-TIMI 48 study. AF, atrial fibrillation; CrCl, creatinine clearance; CV, cardiovascular; HR, hazard ratio; INR, international normalization ratio; P-gp, P-glycoprotein; QD, once-daily; CHADS2, Congestive heart failure or left ventricular  dysfunction, Hypertension, Aged ≥75 years (doubled), Diabetes, Stroke/transient ischemic attach (doubled). Reproduced with permission from Ruff et al 2000.[40]
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Supplementary Figure 2. Design of Hokusai-VTE. DVT, deep-vein thrombosis; INR, international normalization ratio; PE, pulmonary embolism; UFH, unfractionated heparin; VTE, venous thromboembolism. Reproduced with permission from Raskob et al 2013.[93]
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Patient inclusion criteria:

« AF by electrical recording in previous 12 months
« Intended oral anticoagulanttreatment

« CHADS, score 22

Randomization stratified (1:1) by CHADS, score 2-3
versus 4-6, and need for edoxaban dose adjustment
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Primary objective:
Edoxaban: non-inferior to warfarin for the prevention of stroke or systemic embolism

Median follow-up: 2.8 years

1° Efficacy endpoint = Stroke or systemic embolism (non-inferiority boundary of HR <1.38)

2° Efficacy endpoint = Stroke or systemic embolismor CV mortality (including fatal bleeding)

1° Safety endpoint = Major bleeding

*Dose reduced by 50% at randomization or during study for patients with CrCl 30-50 mL/min, body weight <60 kg
or while taking a strong P-gp inhibitor




