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[ Abstract ] Objective To detect adverse event (AE)wreports of protamine based on US Food and Drug Administration
Adverse Event Reporting System (FAERS) and provide. reference for clinical safe medication. Methods Based on the
OpenVigil 2.1-MedDRA platform, AE reports with ‘protamine as the primary suspect drug were extracted from the FAERS
database from the first quarter of 2004 to the fourth quarter of 2024. Two disproportionality methods, the proportional reporting
ratio (PRR) and reporting odds ratio (ROR); were used to detect and analyze adverse drug reaction (ADR) signals associated
with protamine. Results A total of 273 AE reports related to protamine were collected from the FAERS database. Using PRR
and ROR methods, 34 positive ADR signals were identified. The top three preferred terminology (PT) by ADR frequency were
hypotension, anaphylactic reaction, and cardiac arrest. The top three PT by ADR signal strength were procedural hypotension,
increased pulmonary arterial pressure, and right ventricular dysfunction. Compared with the protamine package insert, 21 ADR
signals, such as cardiac arrest-and circulatory collapse, were not listed. Two new system organ classes were involved: general
disorders and adminiStration® site conditions, and skin and subcutaneous tissue disorders. Conclusion Analysis of AE
reports from the FAERS ‘database indicates that protamine has several serious ADR not listed in its prescribing information.
Clinical monitoringrand risk assessment should be strengthened to ensure medication safety.
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