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Abstract: Objective To mine the signals of adverse drug events (ADE) of the novel androgen receptor inhibitors
(enzalutamide, apalutamide and darolutamide) based on the FAERS database, so as to provide reference for clinical safe
drug use. Methods The reported data of the three drugs from marketing to the first quarter of 2023 were extracted from the
FAERS database, and the reported odds ratio (ROR) method and proportional reporting ratio (PRR) method were used to
mine the ADE signals of the three drugs. Results A total of 135 ADE signals were obtained for enzalutamide, involving 14
system organ classes (SOCs). Of the 135 signals, 98 signals were not included in the instruction of enzalutamide. There
were 77 ADE signals for apalutamide, involving 16 SOCs, and 46 signals of them were not included in the instruction of
apalutamide. Totally 29 ADE signals were obtained for darolutamide, involving 13 SOCs, and 23 signals of them were not
included in the instruction of darolutamide. Comparing all ADE signals for different drugs, it was found that enzalutamide—
related signals were mainly about the nervous system diseases (dizziness, taste disorder, impaired memory, balance disor-

der, amnesia, peripheral neuropathy, etc.), gastrointestinal system diseases (dysphagia, constipation, abdominal discomfort,
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etc.) and musculoskeletal and connective tissue diseases (back pain, muscular weakness, musculoskeletal pain, etc.). Apalu-

tamide-related signals were mainly about the skin and subcutaneous tissue disorders (rash, Stevens—Johnson syndrome,

pruritic rash, erythematous rash, etc.), while darolutamide—related signals were mainly distributed in various examinations

(elevated serum creatinine, elevated liver enzymes, etc.), and kidney and urinary system diseases (renal function damage,

etc.). Conclusion The ADE signals involved in this study verified the safety content in the instructions of the three drugs,

and the signals not included in the instructions need to be further evaluated. The ADEs of different drugs were different, so

it is better to choose drugs on the base of patient’s medical history and medication history.
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Tab. 1 Fourfold table of proportion imbalance analysis
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than the target drugs.
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Tab. 2 Summary of major algorithms in signal detection
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PRR PRR>2, ,\/224 , a=3

x'=(ad-bc)? (atb+c+d)/[ (a+h) (c+d) (ate) (b+d) |
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Note: 95% CI refers to the 95% confidence interval.
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Tab. 3 Basic information of ADE reports related to enzalutamide, apalutamide, darolutamide
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Tab. 4 SOC of the ADE signals associated with enzalutamide, apalutamide, darolutamide [n (%)]
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Tab. 5 Top 20 ADE signals associated with enzalutamide, apalutamide, darolutamide
BFLF BrT g b frie Y1
RREH ﬂ%% ROR 1 (95% CI) AR #R% ROR1H (95% CI) = ﬁ,% ROR 1 (95% CI)
] i b1
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HeTo* 4581 3.62(3.51~3.74) Je g 496  6.75 (6.15~7.41) ZJ7* 21 2.90 (1.88~4.49)
= gy 1744 4.51 (4.30~4.73) I 55 367  2.59 (2.33~2.89) B AR 16 3.22 (1.96~5.30)
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e 1425 2.44(2.32~2.58) B 114 2.04 (1.70~2.46) A 14 8.18 (4.81~13.91)
piiFr s 1400 17.76 (16.81~18.77) E#HIFEE* 105  2.61(2.15~3.17) A1 JE i ik 11 2.62(1.44~4.75)
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EHEIAE R 940 2.87 (2.45~3.35)  ZYRARRIN* 65 2.73 (2.14~3.58) T WA PRI ¥ 9  5.12(2.65~9.90)
HTWHEME 857  7.83(7.31~8.36) WS 50  3.34 (2.52~4.41) IR 8 2.79 (1.39~5.60)
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WMEE
N ab A
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L I
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Note: * indicates that it has been recorded in the instructions of drugs listed in our country.
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Tab. 6  ADE signals not included in the instructions for enzalutamide
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