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Signal Mining of Adverse Drug Events for Apalutamide Based on FAERS
LIU Xiaogin,LI Chen
(Army Medical Center of the PLA,Chongging,China 400042)
Abstract: Objective To promote the safe clinical use of apalutamide. Methods Through the U. S. Food and Drug Administration

(FDA) open data project (openFDA) platform,data related to the clinical use of apalutamide from January 1,2018 to March 31,2024
were extracted from the FDA Adverse Event Reporting System (FAERS). The reporting odds ratio (ROR)method and proportional
reporting ratio (PRR) method was used for signal mining. The Medical Dictionary for Regulatory Activities (MedDRA)Version 26.0
was used to standardize the preferred term (PT) of positive adverse drug event (ADE) signals. Meanwhile, PT was classified into
system organ classification (SOC) , and sorted and analyzed according to the number of frequency and intensity of signal PT.
Results A total of 6 473 ADE reports with apalutamide as the primary suspect drug were obtained,including 2 183 serious ADE
reports. The number of reported ADEs showed an overall upward trend from 2018 to 2023. ADE patients were mainly male (5 884
cases, 90. 90%) ; the majority were aged > 65 years (2 992 cases, 46.22%) ;serious ADEs were mainly hospitalization or prolonged
hospital stay and death (overall 2 063 cases,31.87%);the main reporting country was the U.S. (4 559 cases,70.43%). A total of 75
positive ADE signals were identified,among which,45 were not included in the drug instructions. The top five PTs by frequency were
rash (659 cases),fatigue (456 cases),hot flush (251 cases),decreased appetite (129 cases),and hypertension (105 cases). Among the
top 30 PT signals,12 were not included in the drug instructions. The top five PTs by signal intensity were autonomic nervous system
disorders (PRR = 69.61,ROR = 69.64) , exfoliative dermatitis (PRR = 40.43, ROR = 40.53) , testicular atrophy (PRR = 23.81,
ROR = 23.83), generalized exfoliative dermatitis (PRR = 19.46,ROR = 19.54) ,and lichenoid keratosis (PRR = 14.37, ROR =
14.39). A total of 17 SOCs were involved, mainly focusing on skin and subcutaneous tissue disorders, various nervous system
disorders, renal and urinary system disorders, reproductive system and breast disorders,including 8 new SOCs. Conclusion ADEs of
apalutamide are more common in elderly male patients. In clinical application,in addition to paying attention to serious skin ADEs
and thyroid diseases included in the drug instructions,attention should also be paid to unmentioned relevant risk signals such as non -
cardiac chest pain and agranulocytosis to ensure the medication safety of patients.
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Tab.3 Basic information of apalutamide ADE reports (n = 6 473)
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Tab.4 Distribution of ADE signals and involved SOCs
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Tab.5 Top 30 risk signals (according to frequency)
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