The rationale for conducting the systematic review / meta-analysis?
[bookmark: OLE_LINK2]Meta-analysis refers to use a statistical analysis method to summarizes and analyzes the results of multiple independent studies of the same kind to increase the sample content and improve the test efficiency. In particular, when the results of multiple studies are inconsistent, meta-analysis can be used to get results closer to the real situation.
The contribution that it makes to knowledge in light of previously published related reports, including other meta-analyses and systematic reviews?
[bookmark: OLE_LINK99][bookmark: OLE_LINK106][bookmark: OLE_LINK103]We were very appreciate for REZAIEYAZDI1 contribution to this field, they discover long-term warfarin therapy was associated with reduced bone density which first revealed the relationship between anticoagulant and bone metabolism that provided directions for the follow-up related researches. Later, D. Misra et al2 made a research warfarin use and risk of osteoporotic fractures based on atrial fibrillation patients, although the results were negative, but the academic significance was positive. Veronese et al3 made the first research about warfarin use and risk of fractures the first report to demonstrated the relationship between anticoagulant and fractures risk by Meta-Analysis, they argued that warfarin neither increased prospectively-assessed fracture risk compared with healthy controls. However, only two matched studies were pooled for final results, and no analysis across study type or duration of anticoagulation therapy were reported in their study. The results still need to be discussed further. Fiordellisi et al4 included 23 articles (22 observational studies and 1 RCT) showed that warfarin use did not increase the odds of fracture, neither for overall fracture nor for specific types of fracture (hip, vertebral, wrist, or rib). In Fiordellisi et al. study, they analysis the subgroup across study types, fracture types, duration of anticoagulation therapy, this provides a novel methodological approach for future research. Recent years, several large studies successively have reported the correlation between anticoagulation and fracture in atrial fibrillation, Lau et al5, Binding et al6, Lutsey et al7, Huang et al8 all made the outstanding contributions to this field, those results reminded clinician not just focus on the bleeding adverse events of oral anticoagulants in atrial fibrillation. Also, five early large randomized controlled studies 9-13 provided the detailed data for theirs rigorous experimental design and execution. We appreciate all relevant researchers’ work for this field.
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