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Background

The mUC treatment landscape is evolving with EV + pembrolizumab as the preferred first-line regimen. SG, a Trop-2-targeting ADC, has
shown notable efficacy as monotherapy and when combined with pembrolizumab or EV in pretreated patients with mUC. TROPHY-U-01
(NCT03547973) Cohort 7 is evaluating SG + EV + the PD-1 inhibitor ZIM in participants (pts) with treatment-naive mUC.

Methods

Eligible pts with unresectable locally advanced or mUC and no prior systemic therapy for mUC received SG starting at 7.5 mg/kg + EV 1.25
mg/kg (both on days 1 and 8) and ZIM 360 mg (day 1) every 21 days in a safety lead-in (SLI) phase, followed by dose expansion. Dose-
limiting toxicities (DLTs) were SG-related toxicities in SLI pts who completed all cycle 1 dosing and 21-day evaluation period. Primary
endpoints were safety, tolerability, and objective response rate (ORR) per investigator. Primary G-CSF prophylaxis from cycle 1 was
mandatory.

Results

As of Mar 26, 2026, 21 pts were enrolled (SLI n=13; dose expansion n=8). Median (range) age was 67 (39-83) yrs; 16 were male; 13 had
ECOG PS 0. Treatment-emergent adverse events (TEAES) occurred in 95% of pts (grade >3 in 62%). TEAEs led to discontinuation of any
drug in 33% of pts (14% SG, 19% EV, 0% ZIM); none led to death; 1 pt died from cancer progression. The most common grade >3 TEAEs
were fatigue (14%), diarrhea, nausea, maculopapular rash, hypokalemia, peripheral neuropathy, spinal fracture, and febrile neutropenia
(10% each). The most common treatment-related serious AEs were diarrhea (10%), abdominal pain, colitis, nausea, neutropenia, febrile
neutropenia, and sepsis (5% each). Of 12 DLT-evaluable pts, 1 had a DLT (febrile neutropenia lasting <24h). No additive toxicity was
observed with the combination vs the expected toxicity profile of the individual drugs. Based on totality of data, SG 7.5 mg/kg was used for
expansion. In 18 efficacy-evaluable pts, ORR was 83% (confirmed 72%), including 3 complete responses. Data from ongoing analyses will
be presented.

Conclusions

SG + EV + ZIM showed manageable toxicity and promising activity in mUC, supporting further study of this combination in treatment-naive
mUC.
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