eFigure 1: All patients: Adjusted Cox hazard ratios (95% Cl) for outcomes associated with exposure to study drugs overall and by prescribed dose compared with warfarin

All patients, all doses All patients, higher doses All patients, lower doses

Hazard ratio (95% Cl) Hazard ratio (95% Cl) Hazard ratio (95% Cl)

Msgzigb;?;i 0.88 (0.75 to 1.04) 0.78 (0.59 to 1.02) —] 0.95 (0.78 to 1.16)

Rivaroxaban 1.05 (0.95 to 1.15) 1.00 (0.90 to 1.11) + 1.18 (0.99 to 1.41)

Apixaban 0.62 (0.54 to 0.73)" 0.56 (0.46 to 0.69)* 0.72 (0.58 to 0.89)*
Intracranial bleed

Dabigatran 0.44 (0.27 to 0.71)Q) ) 0.53 (0.31 to 0.90)(Q)

Rivaroxaban 0.73 (0.59 to 0.90)* 0.66 (0.51 to 0.85)* 1.00 (0.70 to 1.43)

Apixaban 0.48 (0.34 to 0.68)*(Q) 0.43 (0.27 to 0.70)(Q) 0.59 (0.38 to 0.93)(Q)
Haematuria

Dabigatran 0.90 (0.67 to 1.20) 0.76 (0.46 to 1.28)(Q) i e 0.95 (0.65 to 1.39)

Rivaroxaban 1.20 (1.01 to 1.42) 1.07 (0.88 to 1.30) —— 1.60 (1.16 t0 2.19)"

Apixaban 0.75 (0.57 to 0.99) 0.54 (0.36 to 0.81)*(Q) 0.88 (0.56 to 1.37)(Q)
All Gl bleed

Dabigatran 1.14 (0.91 to 1.43) 1.01 (0.68 to 1.49) — 1.30 (1.00 to 1.70)

Rivaroxaban 1.14 (0.99 to 1.30) 1.12 (0.96 to 1.31) L 1.09 (0.84 to 1.42)

Apixaban 0.67 (0.54 to 0.83)* 0.68 (0.51 to 0.90)* 0.68 (0.49 to 0.93)
Upper Gl bleed

gf\g?&;’;n 1.18 (0.94 to 1.49) 0.98 (0.65 to 1.49) — 1.37 (1.04 to 1.80)

Apixaban 1.17 (1.01 to 1.34) 1.15 (0.98 to 1.34) —.— 1.11 (0.85 to 1.46)
Ischaemic stroke 0.67 (0.53 to 0.84)"* 0.68 (0.51 t0 0.91) 0.67 (0.48 o 0.94)

Dabigatran

Rivaroxaban 1.22 (0.98 to 1.52) 1,52 (1.07 to 2.15)(Q) —_— 1.17 (0.88 to 1.55)

Apixaban 0.98 (0.84 to 1.14) 0.91(0.77 to 1.08) - 1.16 (0.89 to 1.52)
Venous 1.13 (0.93 to 1.38) 1.08 (0.84 to 1.39) -— 1.15 (0.87 to 1.52)
thromboembolism

Dabigatran 0.26 (0.17 to 0.40)* 0.25 (0.12 to 0.52)*(Q) 0.14 (0.07 to 0.28)*(Q)

Rivaroxaban 1.56 (1.40 to 1.75)* 1.94 (1.73 t0 2.18)* 0.58 (0.10 to 3.22)

Apixaban 0.46 (0.37 to 0.57)* 0.60 (0.47 to 0.76)*(Q) 0.26 (0.17 to 0.40)*(Q)
All-cause mortality

Dabigatran 1.04 (0.93 to 1.17) 0.80 (0.62 to 1.03) 112 (0.99 to 1.27)

Rivaroxaban 1.34 (1.26 to 1.42)* 1.24 (1.16 to 1.33)* -~ 1.50 (1.36 to 1.66)*

Apixaban 1.14 (1.05 to 1.24)* 0.98 (0.87 to 1.10) - 1.31 (1.19 to 1.45)*

0 5 1 1.5 2 0 5 1 15 2 0 5 115 2

Favours DOAC Favours warfarin Favours DOAC Favours warfarin Favours DOAC  Favours warfarin

Hazard ratios are adjusted for age, sex, ethnicity, smoking, alcohol, Townsend quintile, BMI, SPB, falls&hipfracture, hip/knee ops, comorbidities (alcoholism, treated
hypertension, CKD, COPD, liver disease, CHD, CCF, any cancer, valvular, peptic ulcer), previous events (bleed, VTE, ischaemic stroke), medications at the baseline
(macrolides, antiplatelets, anticonvulsant, corticosteroids, NSAIDs, statin, hormones), study year

*) P-value<0.01

Q) The results were only available from QResearch analysis
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