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Comparison of the efficacy and safety of direct oral anticoagulants with warfarin in atrial fibrillation
patients with a history of major bleeding: a meta—analysis
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[Abstract] Objective To evaluate the efficacy and safety of direct oral anticoagulants and warfarin in the treatment of pa-
tients with atrial fibrillation with a history of major bleeding, and provide evidence—based evidence for clinical rational drug
use. Methods PubMed, Cochrane Library, Embase, CNKI, Wanfang Database, and VIP database were searched, and the
search time was from the establishment of the databases to March 2022. To collect published literature on the comparing of
DOACs (rivaroxaban, dabigatran, apixaban, edoxaban) and warfarin in patients with atrial fibrillation with a history of major
bleeding. Two researchers independently screened the literature according to the inclusion and exclusion criteria, then extract-
ed the data and evaluated the quality of the literature. Revman 5. 3 software was used for meta—analysis. Results Nine studies

with a total of 53 877 patients were included. Meta—analysis results showed that in terms of efficacy, the DOACs group had
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less risk of stroke/systemic embolism than the warfarin group (OR=0. 68, 95%CI:0. 48-0.96, P=0.03). In terms of safety, the
DOACs group had statistically lower risk of major bleeding (OR=0. 56, 95%CI:0.41-0.78), P=0.0005) and all-cause mortal-
ity (OR=0.54, 95%Cl:0.38 —0.77, P=0.0007). Further analysis showed that DOACs group had less risk of stroke/systemic
embolism (OR=0.57, 95%CI: 0.38-0.86, P=0.008) , major bleeding (OR=0.53, 95%Cl: 0.37-0.75, P=0.0004) and all-
cause death(OR=0.49, 95%Cl:0.31-0.77, P=0.002) than warfarin group, and the difference were statistically significant. In
Europe and the United States, there were no significant difference in the risk of stroke/systemic embolism (OR=0. 83, 95%Cl:
0.65-1.07,P=0.16), major bleeding (OR=0.72, 95%CI:0.37-1.39, P=0.33)and all-cause death( OR=0.71,95%CI:0. 48—
1.04, P=0. 08) between the two groups. Conclusion Compared with warfarin, DOACs show better efficacy and safety in pa-
tients with atrial fibrillation with a history of major bleeding, especially in the Asian region, but more randomized controlled tri-
als are needed to validate this conclusion.
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