
Low-intensity DOAC

High-intensity DOAC

Modified HAS-BLED ≤2

Modified HAS-BLED ≥3

CHA2DS2-VASc ≤2

CHA2DS2-VASc ≥3

Male

Female

Age <75 years

Age ≥75 years

No concomitant ASA or platelet inhibitor

Concomitant ASA and/or platelet inhibitor

No history of vascular disease

History of vascular disease

No history of chronic kidney disease

History of chronic kidney disease

No history of major bleeding

History of major bleeding

No history of stroke, TIA or systemic embolism

History of stroke, TIA or systemic embolism

No hospital-diagnosed atrial fibrillation

Hospital-diagnosed atrial fibrillation

 Subgroup 

0.83 (0.62, 1.12)
1.17 (0.89, 1.54)
1.00 (Reference)
1.14 (0.90, 1.46)
1.54 (1.22, 1.94)
1.00 (Reference)
0.47 (0.36, 0.62)
0.80 (0.63, 1.02)
0.61 (0.47, 0.79)
1.00 (Reference)
0.85 (0.71, 1.00)
1.05 (0.88, 1.25)
0.80 (0.65, 0.98)
1.00 (Reference)
0.59 (0.41, 0.84)
0.84 (0.60, 1.17)
0.64 (0.45, 0.90)
1.00 (Reference)
0.74 (0.63, 0.86)
1.00 (0.85, 1.17)
0.76 (0.63, 0.91)
1.00 (Reference)
0.70 (0.57, 0.85)
0.98 (0.81, 1.19)
0.77 (0.62, 0.96)
1.00 (Reference)
0.72 (0.58, 0.90)
0.96 (0.78, 1.18)
0.70 (0.54, 0.89)
1.00 (Reference)
0.66 (0.52, 0.83)
0.87 (0.70, 1.10)
0.59 (0.46, 0.76)
1.00 (Reference)
0.76 (0.63, 0.91)
1.04 (0.87, 1.25)
0.87 (0.70, 1.07)
1.00 (Reference)
0.52 (0.40, 0.67)
0.90 (0.72, 1.14)
0.67 (0.52, 0.86)
1.00 (Reference)
0.84 (0.70, 1.01)
0.99 (0.83, 1.19)
0.75 (0.60, 0.93)
1.00 (Reference)
0.71 (0.59, 0.84)
1.01 (0.85, 1.20)
0.79 (0.65, 0.95)
1.00 (Reference)
0.74 (0.57, 0.95)
0.90 (0.69, 1.18)
0.56 (0.39, 0.79)
1.00 (Reference)
0.69 (0.59, 0.81)
0.97 (0.83, 1.13)
0.72 (0.61, 0.86)
1.00 (Reference)
0.82 (0.58, 1.16)
0.95 (0.64, 1.41)
0.83 (0.50, 1.37)
1.00 (Reference)
0.67 (0.57, 0.79)
0.91 (0.77, 1.07)
0.69 (0.57, 0.82)
1.00 (Reference)
0.87 (0.65, 1.18)
1.23 (0.92, 1.65)
0.90 (0.64, 1.28)
1.00 (Reference)
0.67 (0.57, 0.79)
0.95 (0.81, 1.11)
0.70 (0.59, 0.84)
1.00 (Reference)
0.96 (0.68, 1.36)
1.08 (0.76, 1.52)
0.94 (0.63, 1.41)
1.00 (Reference)
0.59 (0.43, 0.80)
1.00 (0.76, 1.30)
0.68 (0.51, 0.92)
1.00 (Reference)
0.75 (0.64, 0.89)
0.96 (0.81, 1.14)
0.74 (0.61, 0.90)
1.00 (Reference)

HR (95% CI)

Favours drug of interest Favours comparator

Hazard ratio

0.2 1 3

Warfarin Dabigatran Rivaroxaban Apixaban

S4 Fig. Risk of primary safety outcome in subgroups Hazard ratios (HR) and 95% confidence intervals (CI) adjusted for sex, age and comorbidities for the risk of major or clinically relevant
non-major bleeding in subgroups of new users of warfarin, dabigatran, rivaroxaban or apixaban for non-valvular atrial fibrillation. The comparator is dabigatran in the high- and low-intensity DOAC
subgroups, otherwise warfarin. Norway, 15 July 2013 to 31 December 2015. ASA, acetylsalicylic acid.


