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Risk of gastrointestinal bleeding in patients with non-valvular atrial fibrillation receiving non-vitamin
k antagonist oral anticoagulants: A meta-analysis of randomized controlled trials including 73,314 subjects
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[Abstract] Objective The aim of this study was to assess the risk of gastrointestinal bleeding in patients
with Non-valvular atrial fibrillation (NVAF) and to analyze the difference in gastrointestinal bleeding risk
between NOACs and Warfarin. Methods Randomized controlled trials (RCT) published before August 2017
were identified from the databases Cochrane Library, PubMed, Web of Sciences, EMBASE, and Wanfang Data
Knowledge Service Platform. RCTs comparing NOACs with Warfarin in NVAF patients were screened and
quality was evaluated according to the Grading of Recommendations Assessment Development and Evaluation
(GRADE) approach. Results A total of 10 RCTs, including 73,314 patients with high level of evidence
according to the GRADE approach were analyzed in this study. There was no statistically significant difference
in gastrointestinal bleeding between NOACs and Warfarin. Results showed that in comparison to warfarin,
patients on high dose dabigatran (150mg twice daily) or high dose Edoxaban (60mg once daily) had higher risk
of gastrointestinal bleeding. Rivaroxaban was associated with a higher risk of gastrointestinal bleeding, irrespective
of study population and dosage used. Patients using low dose Edoxaban (30mg once daily) and Asian patients
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using Apixaban had a lower risk of gastrointestinal bleeding. Conclusion In patients with NVAE the risk of
gastrointestinal bleeding caused by NOACs and Warfarin are comparable (TTR 55-67%). NVAF patients who

areat high-risk of gastrointestinal bleeding are recommended to use low-dose Edoxaban or Apixaban. Rivaroxaban,

high dose dabigatran and high dose Edoxaban should be used with caution.

[Key Words] Non-Vitamin K oral anticoagulant; Non-valvular atrium fibrillation; System review and

analysis; Gastrointestinal bleeding
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