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[Abstract] Objective To mine adverse drug event (ADE) signals associated with lutetium ["7’Lu]
vipivotide tetraxetan based on the FDA Adverse Event Reporting System (FAERS) database and evaluate its
safety profile in real-world settings. Methods ADE reports related to lutetium ['”’Lu] vipivotide tetraxetan were
collected from the FAERS database from the first quarter of 2022 to the fourth quarter of 2025. Reporting odds
ratio (ROR), proportional reporting ratio (PRR), Bayesian confidence propagation neural network (BCPNN),
and multi-item gamma Poisson shrinker (MGPS), were used for signal detection. The time-to-onset
characteristics of ADEs were also analyzed. Results A total of 11,396 ADE reports associated with lutetium
["Lu] vipivotide tetraxetan were collected. A total of 33 positive signals were identified through signal mining,
involving 11 system organ classes. The top 10 signals by number of reports were, in order: physical deterioration,
death, laboratory test abnormality, anemia, platelet count decreased, thrombocytopenia, hemoglobin decreased,
dry mouth, pancytopenia, and blood cell count decreased; the top 10 by signal strength were: physical
deterioration, radiation exposure, haematology test abnormal, laboratory test abnormality, spinal infection,
salivary hyposecretion, spinal cord compression, renal creatinine clearance decreased, radiation injury, and loss
of libido. Eleven potential signals not mentioned in the drug label were newly identified, including general
physical health deterioration, hematuria, loss of libido, subdural hematoma, hydronephrosis, decreased renal
creatinine clearance, increased blood creatine, decreased performance status, failure to thrive, spinal infection,
and urinary tract obstruction. Time-to-onset analysis showed a median time to ADE occurrence of 61 (28-124)
days, with a Weibull distribution shape parameter  of 0.92 (0.86-0.98), indicating an "early failure" pattern and a
risk that gradually decreases as treatment progresses. Conclusion This study systematically characterizes the
real-world adverse event profile of lutetium [’Lu] vipivotide tetraxetan. In addition to known hematologic
toxicities, new potential signals involving the renal and urinary system, nervous system, and psychiatric
disorders were identified. ADEs predominantly occurred during the early treatment phase, suggesting that
enhanced monitoring of hematologic and renal function should be strengthened during the early stage of

treatment.

[Keywords] Lutetium Lu-177 vipivotide tetraxetan; Metastatic castration-resistant prostate cancer;
Adverse drug event; FAERS database; Disproportionality analysis
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Table 1. Criteria for four signal detection methods
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Table 2. Criteria and scores for signal priority stratification
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Table 4. SOC distribution of adverse event signals related to Lu—177 vipivotide tetraxetan
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Table 5. The number of ADE reports and signal strength related to Lu—177 vipivotide tetraxetan

PT e Akt ROR (95%CI) PRR (x*) EBGM (EBGM;) ) (MCy,)
A EpRIEAL 5016 228.32 (220.51, 236.4) 159.26 (691 166.68) 139.36 (134.60) 7.12 (7.03)
BT 1198 5.97 (5.63, 6.33) 5.61 (4575.36) 559 (5.27) 2.48 (2.39)
SEH TG A S 239 3475 (30.53, 39.56) 34.26 (7489.58) 33.27 (29.22) 5.06 (4.68)
g 151 3.58 (3.05, 4.20) 3.55 (276.73) 3.54 (3.02) 1.83 (1.57)
i/ TE AT 135 4.82 (4.07, 5.72) 479 (404.23) 4.78 (4.03) 2.26 (1.97)

https://yxqy.whuznhmedj.com



THEBNE 2026 £ 10 A% 30 54 10 H7 1735

23R5

PT Hedt okt ROR (95%CL) PRR (¥*) EBGM (EBGMy5) G ()
ML/ 114 4.07 (3.39, 4.90) 4.05 (261.36) 4.04 (3.36) 2.01 (1.71)
MELHR AR 109 4.81 (3.98, 5.80) 478 (324.93) 476 (3.94) 225 (1.93)
EES 93 4.84 (3.95, 5.94) 4.82 (280.69) 4.80 (3.92) 226 (1.91)
A2 1l 4 A 61 4.44 (345, 5.72) 4.43 (161.57) 4.42 (3.43) 2.14 (1.70)
B s 51 8.27 (6.27, 10.89) 8.24 (322.30) 8.19 (6.21) 3.03 (2.44)
A 57 26 5.57 (3.79, 8.19) 5.56 (96.80) 5.54 (3.77) 247 (1.69)
I PRAE 23 3.71 (2.46, 5.59) 3.71 (45.32) 3.70 (2.45) 1.89 (1.14)
PERRGER 21 9.65 (6.28, 14.83) 9.64 (161.20) 9.56 (6.22) 3.26 (2.16)
QITRE o Ao 20 3.72 (2.40, 5.78) 3.72 (39.66) 3.71 (2.39) 1.89 (1.09)
B PEBERR BGF 2 17 4.35 (2.70, 7.00) 4.34 (43.60) 433 (2.69) 2.11 (1.19)
ML #EHE 16 5.14 (3.15, 8.41) 5.14 (53.12) 5.12 (3.13) 236 (1.34)
TR 1 i 16 6.90 (422, 11.28) 6.89 (80.15) 6.86 (4.19) 2.78 (1.65)
2140 AR A 13 3.65 (2.12, 6.29) 3.65 (24.92) 3.64 (2.11) 1.86 (0.84)
A 11 12.84 (7.09, 23.28) 12.84 (118.69) 12.70 (7.01) 3.67 (1.85)
BBk 9 5.11 (2.66, 9.84) 5.11 (29.63) 5.09 (2.65) 2.35 (0.94)
ERINGRE A i 9 11.4 (591, 21.98) 11.39 (84.45) 11.29 (5.85) 3.5 (1.56)
MLELR 5 9 4.83 (2.51, 9.30) 4.83 (27.19) 4.81 (2.50) 227 (0.88)
ML JULER T g5 7 6.33 (3.01, 13.30) 6.32 (31.19) 6.29 (2.99) 2.65 (0.90)
IR TR 6 6.45 (2.89, 14.39) 6.45 (27.44) 6.41 (2.87) 2.68 (0.76)
RE 6 7.21 (3.23, 16.09) 721 (31.87) 7.17 (3.21) 2.84 (0.83)
Mg 5 7.82 (3.25, 18.86) 7.82 (29.54) 7.77 (3.22) 2.96 (0.68)
R 5 25.06 (10.33, 60.82) 25.06 (112.93) 24.52 (10.11) 4.62 (1.12)
R BHZE 4 7.32 (2.74, 19.58) 7.32 (21.69) 7.28 (2.72) 2.86 (0.39)
NP2 A0 S 4 55.39 (20.29, 151.21) 55.37 (203.40) 52.78 (19.33) 5.72 (0.89)
MR 73 MAAS A2 3 13.73 (4.40, 42.88) 13.73 (34.97) 13.57 (4.35) 3.76 (0.26)
BUFRALING 3 8.48 (2.72, 26.40) 8.48 (19.63) 8.42 (2.70) 3.07 (0.11)
LB ERS T 3 87.45 (26.99, 283.32) 87.43 (237.57) 81.11 (25.03) 6.34 (0.44)
PR 3 10.58 (3.39, 32.99) 10.58 (25.78) 10.49 (3.36) 3.39 (0.18)

T UL ADE.

%6 $8["LultFE 4Rk HE X ADE IEFRIESE R 5 B
Table 6. Clinical priority stratification of ADE signals related to Lu—177 vipivotide tetraxetan
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