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Postmarketing Adverse Event Signal Mining and Time-To-Onset Characterization of
Darolutamide Based on the U. S. FAERS Database

ZHENG Zihui, ZHAO Zinan, JIN Pengfei ( Dept. of Pharmacy, Beijing Hospital ( National Center for
Gerontology ) /National Clinical Research Center for Gerontology/Key Laboratory of Geriatrics of NHC/
Institute of Geriatric Medicine, Chinese Academy of Medical Sciences, Beijing 100730, China)

ABSTRACT OBJECTIVE: To analyze the post-marketing adverse event profile of darolutamide based on the U. S.
FDA Adverse Event Reporting System ( FAERS) , perform disproportionality detection using multiple algorithms at the
Preferred Term ( PT) level, and conduct time-to-onset ( TTO) analysis, so as to provide evidence for clinical
monitoring and pharmacovigilance. METHODS: Quarterly FAERS data files from July 2019 to June 2025 were
retrieved. Target drugs were identified using the keywords “ darolutamide” or “Nubeqa”, and only those with
darolutamide as the primary suspected (PS) drug were included. Disproportionality analysis was performed at the PT
level using the Reporting Odds Ratio , Proportional Reporting Ratio , Bayesian Confidence Propagation Neural
Network [ Information Component (IC) ], and Multi-ltem Gamma Poisson Shrinker algorithms. Candidate signals
were assessed via cross-algorithm consistency. TTO was calculated in eligible reports, followed by stratified analysis
and Weibull distribution fitting. RESULTS: A total of 2 604 PS reports associated with darolutamide were included,
corresponding to 6 928 PT entries (mean 2. 66 PTs per case). The population was predominantly male (97.20% ) and
aged = 60 years; 48.30% of reports were submitted by consumers/non-healthcare professionals. The main SOC
categories were general disorders and administration site conditions ( 19.52%), investigations (9.71%), nervous
system disorders ( 8.98% ), and gastrointestinal disorders (7.92%). Frequent PT-level events included fatigue/
asthenia, gastrointestinal discomfort, dizziness, and dyspnea. Sixty-seven signals were detected concurrently by all
four algorithms. Among the top 20 PTs with positive signals across all four methods, nine were not explicitly listed in
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Chinese or English prescribing information, among which interstitial lung disease, myelosuppression, and peripheral
neuropathy were of great clinical concern. Weibull fitting yielded 8=10. 60 (95%CI =0.57-0.64) and a = 62.74
(95%CI =54.60-72.51), indicating early-onset clustering. CONCLUSIONS: In real-world spontaneous reports from

FAERS, darolutamide-related adverse events are dominated by tolerable symptoms and abnormal monitoring indicators,

with overall mild-to-moderate signal strength and no extensive cross-system enrichment, suggesting a generally mild,

monitorable, and manageable safety profile. Most events occur in the early stage of treatment, indicating that intensified

clinical follow-up of symptoms and laboratory parameters is needed during the initial phase of therapy. Interstitial lung

disease,, myelosuppression, and peripheral neuropathy may serve as key pharmacovigilance signals for further verification.

KEYWORDS Darolutamide; U.S. FDA Adverse Event Reporting System; Adverse reaction
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