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FIH, open-label, multicenter, single-arm Phase 1 study  

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 

of UC. 

IPH4502 is a novel, differentiated Nectin-4–targeting ADC composed of a 

humanized, anti–Nectin-4 Fc-competent IgG1 monoclonal antibody, linked to 

the topoisomerase I inhibitor, exatecan, via a cleavable hydrophilic linker (drug-

to-antibody ratio [DAR]: 8). It has been developed to address the unmet 

medical need of UC patients who have either progressed on EV or 

discontinued it due to toxicity, as well as to treat tumor types with lower Nectin-

4 expression, beyond UC. 

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 

payload (with higher DAR), offering an orthogonal mechanism of action and the 

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 

with low or heterogeneous Nectin-4 expression, as well as in models resistant 

to EV1,2. IPH4502 also showed strong preclinical activity across multiple tumor 

types beyond UC2, supporting its potential for broad clinical application.

A first-in-human (FIH) Phase 1 study (NCT06781983) was initiated to 

investigate the safety and preliminary efficacy of IPH4502 in advanced solid 

tumors. 
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Mice were subcutaneously implanted with tumor fragments from patient-derived xenograft 

models: UC resistant to EV (F659R) (A.), head and neck squamous cell carcinoma (ST1203) 

(B.)*, 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 

Urosphère (France), Xentech (France), or Xenostart (USA). 
*Provisional data.

Key messages

• Targeting Nectin-4 with EV, an ADC with an MMAE payload, demonstrated clinical 

benefit in UC patients.

• IPH4502 is a novel, differentiated Nectin-4–targeting ADC, that demonstrated 

superior anti-tumor activity compared to EV in preclinical models including those 

with low or heterogeneous Nectin-4 expression and EV resistance. Additionally, 

IPH4502 showed strong preclinical activity across multiple tumor types beyond 

UC.

• This study is a FIH Phase 1 study to investigate the safety and preliminary efficacy 

of IPH4502 in patients with advanced solid tumors known to express Nectin-4.

The study is open for enrollment in the USA and France.

Study Design

• Up to 105 patients will be enrolled in the two study parts.

• The study enrolls patients with various solid cancer types known to express Nectin-4 (bladder (including patients with UC who 

have received prior EV), cervical, breast, non-small cell lung, gastroesophageal junction, esophageal, head and neck squamous 

cell, prostate, melanoma, ovarian, or colorectal cancer).

Objectives and Endpoints

Primary objective

• To assess the safety profile (DLTs 

and MTD/MAD) and tolerability of 

IPH4502, and to determine the 

RP2D in patients with advanced 

solid tumors.

Primary endpoints

• Safety and tolerability: AEs 

(graded according to NCI-CTCAE 

v5.0); changes in laboratory 

parameters, physical examination 

findings, vital signs, and ECGs 

• Incidence of DLTs

Secondary objectives

• To characterize the pharmacokinetic 

profile of IPH4502.

• To evaluate its immunogenicity.

• To assess its preliminary efficacy.

• To estimate the PFS of patients 

treated with IPH4502.

Secondary endpoints

• IPH4502 concentrations and serum

pharmacokinetic profile parameters

• Incidence and prevalence, and 

titration of anti-drug antibodies (ADAs)

• BOR, ORR, DOR, DCR and TTR 

• PFS

• Part 1 (Dose Escalation) will 

employ a Bayesian Optimal Interval 

design with backfilling of safety-

cleared dose levels, to guide dose 

escalation and help to establish the 

MTD/MAD.

• Part 2 (Dose Optimization) will 

enroll patients with selected tumor 

indications (up to 2) where clinical 

benefit was observed in Part 1. 

Patients will be randomized at a 1:1 

ratio to 2 dose levels, to determine 

the RP2D.

AE: Adverse Event; BOR: Best Overall Response; DCR: Disease Control Rate; DLT: Dose-Limiting Toxicity; DOR: Duration Of Response; ECOG: Eastern Cooperative Oncology Group; 

MAD: Multiple Ascending Dose; MTD: Maximum Tolerated Dose; NCI-CTCAE: National Cancer Institute Common Terminology Criteria for Adverse Events; ORR: Objective Response Rate; 

PFS: Progression-Free Survival; RECIST: Response Evaluation Criteria in Solid Tumors; RP2D: Recommended Phase 2 Dose; TTR: Time To Response.

• Patients with histologically confirmed, 
unresectable, locally advanced or metastatic 
solid tumors known to express Nectin-4.

• Must have received all prior systemic 

treatments for metastatic disease known to 

confer clinical benefit, unless contraindicated.

• Must have measurable disease according to 

RECIST 1.1.

• Adequate archival tumor tissue or tumor 

biopsy at baseline.

• Adequate organ and hematological function.

• ECOG performance status of 0-1.

• No known or suspected brain metastases, 

leptomeningeal disease, or cord compression 
due to tumor.

Key Eligibility Criteria

DL: dose level; pts: patients; R: randomization.

C. Triple-negative breast cancer

B. Head and neck

D. Esophageal cancer

A. EV-resistant UC
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EV 4 mg/kg
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IPH4502 4 mg/kg
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Dose optimization

N= up to 60 pts (15pts/dose/Indication)N= up to 30 pts in escalation + 15 pts in backfill
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