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Onset Time Analysis of Entrectinib-Induced Adverse Events Based on the U. S. FAERS
Database and the Japanese JADER Database*

BAI Hehe, NIE Xiaojing, WANG Jinping, PENG Lirong ( Dept. of Pharmacy, Xi’ an Central
Hospital, Xi’an 710000, China)

ABSTRACT OBJECTIVE: To explore the onset time of entrectinib-induced adverse drug events ( ADE) based on
the U. S. Food and Drug Administration Adverse Event Reporting System ( FAERS) database and the Japanese
Adverse Drug Event Report (JADER) database, so as to provide reference for clinical safety medication. METHODS;
The FAERS database (from the third quarter of 2019 to the first quarter of 2024 ) and JADER database (from the
second quarter of 2019 to the first quarter of 2024 ) were searched for reports of ADE with entrectinib as the primary
suspected drug, the preferred terms in the International Dictionary of Medical Terms for regulatory activities were used
to standardize ADE, the systemic organ classification ( SOC) of the World Health Organization Adverse Reaction
Terminology was used to classify ADE, the signal intensity of entrectinib-induced ADE was calculated by the reporting
odds ratio (ROR) method, and the onset time of ADE in each system was analyzed by Weber’ s shape parameter
(WPS) test analysis. RESULTS: Positive signals were detected in both the FAERS and JADER databases for various
neurological diseases, cardiac diseases, renal and urological diseases, respiratory chest and mediastinum diseases, and
musculoskeletal diseases. Among them, kidney and urinary system disease signals were the strongest, with ROR
(95%CI) of 4.83 (4.12-5.66) in the FAERS database and 8.68 (6.61-11.39) in the JADER database,
respectively. A total of 13 ADE were not included in the drug instructions of entrectinib. The median onset time of
entramitinib involved 5 types of SOC was respectively 14 d (FAERS database) and 20 d (JADER database). Most
ADE occurred within 60 d after treatment, various neurological diseases occurred earlier ( within about 30 d) and
musculoskeletal system diseases later ( within about 90 d). Except for the onset time of respiratory thoracic and
mediastinal diseases in the JADER database was random failure type, the rest were early failure types.
CONCLUSIONS ; This study explore the onset time of ADE in 5 types of SOC induced by entrectinib, suggesting that
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the monitoring of ADE should be emphasized 2 weeks before administration, especially in patients with the above

systemic comorbidities.

KEYWORDS Entrectinib; Adverse drug event; Onset time; Spontaneous reporting system; Pharmacovigilance
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