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Background

Targeting Nectin-4 with enfortumab vedotin (EV), an antibody-drug conjugate
(ADC) with a monomethyl auristatin E (MMAE) payload, demonstrated clinical
benefit in urothelial carcinoma (UC), which exhibits the highest Nectin-4
expression among all solid tumor types. EV is now approved for the treatment
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IPH4502 targets a unique epitope located in the V-C2 domain of Nectin-4,

distinct and non-overlapping with the epitope in the V domain targeted by EV.
It incorporates a different hydrophilic linker and employs a different cytotoxic * The study enrolls patients with various solid cancer types known to express Nectin-4 (bladder (including patients with UC who

L L : : : have received prior EV), cervical, breast, non-small cell lung, gastroesophageal junction, esophageal, head and neck squamous
payload (with higher DAR), offering an orthogonal mechanism of action and the

. . L cell, prostate, melanoma, ovarian, or colorectal cancer).
potential for an improved therapeutic index as compared to EV.

Preclinically, IPH4502 has demonstrated superior antitumor activity compared
to EV both in cell line-derived xenograft and patient-derived xenograft models
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Mice were subcutaneously implanted with tumor fragments from patient-derived xenograft

models: UC resistant to EV (F659R) (/.), head and neck squamous cell carcinoma (ST1203)
* triple-negative breast cancer (HBCx-24) (C.), or esophageal cancer (ST3230) (D.)*. At the

designated time points (blue arrowheads), mice (n=10/ group for TNBC, n=8 for UC, or n=4 for

the other models) received (IV) vehicle, EV, or IPH4502. Experiments were performed at
Urosphere (France), Xentech (France), or Xenostart (USA).

*Provisional data.

AE: Adverse Event; BOR: Best Overall Response; DCR: Disease Control Rate; DLT: Dose-Limiting Toxicity; DOR: Duration Of Response; ECOG: Eastern Cooperative Oncology Group;, References:
MAD: Multiple Ascending Dose; MTD: Maximum Tolerated Dose; NCI-CTCAE: National Cancer Institute Common Terminology Criteria for Adverse Events; ORR: Objective Response Rate,; 1, Remark et al., SITC 2024
PFS: Progression-Free Survival; RECIST: Response Evaluation Criteria in Solid Tumors; RP2D: Recommended Phase 2 Dose; TTR: Time To Response. 2, Remark et al., AACR 2025
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