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Introduction. Heparins use are associated with decrease in bone mineral density, particularly with prolonged exposure. While the effects of unfractionated heparin (UFH) are well documented, less is known about the comparative bone safety of low molecular weight heparins (LMWHs), including enoxaparin (ENX), dalteparin (DLT), and fondaparinux (FDX).
Aims. This study evaluated whether UFH is more strongly associated with adverse bone outcomes: osteopenia, osteoporosis, and osteoporotic fractures, than LMWHs, using data from the FDA Adverse Event Reporting System (FAERS). 
Methods. A retrospective pharmacovigilance analysis was conducted using OpenVigil 2.1, which compiles de-duplicated FAERS reports from Q1 2004 onwards. Drug–event combinations were assessed using Evans’ disproportionality criteria: ≥3 case reports, proportional reporting ratio (PRR) ≥2, chi-square ≥4, and the lower bound of the 95% confidence interval for the reporting odds ratio (ROR) >1.
Results. Among 176 included reports, osteoporosis was most frequently reported, particularly with ENX (n=62) and DLT (n=27), followed by UFH (n=27). FDX–osteoporosis was the only combination to meet all signal detection thresholds. DLT–osteoporosis met the chi-square and ROR criteria but not the PRR criterion. UFH–osteoporosis had a high chi-square but subthreshold PRR and ROR. ENX exhibited the weakest signal profile. 
Discussion. FDX showed a statistically supported signal for osteoporosis. However, confounding factors such as co-medications, selective reporting, and database limitations, including the exclusion of pre-2004 reports, may affect interpretation. Adequately powered and appropriately stratified prospective studies are needed to determine the validity of these associations.
