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Case History

Á64-year-old femalesmoker presents with hematuria for 2 months

Urine cytology: high grade urothelial carcinoma

Cystoscopy: largebladder mass

Creatinine 0.9 mg/dL

CT scans performed





How to best treat this cancer?

ÁPlatinum Chemotherapy?

ÁPD-1 Immunotherapy?

ÁAntibody-Drug Conjugates?

ÁTargeted agents?



The Treatment Landscape for la has Evolved Rapidly

a Not FDA approved; indication withdrawn.



Frontline Management of Locally Advanced/Metastatic 
Urothelial Carcinoma ς Before 2023

Management of Locally Advanced/mUC

Cisplatin eligible Cisplatin ineligible

Carboplatin/gemcitabine, 
avelumab maintenance

Platinum-eligible Platinum ineligible

Best 
supportive care

Clinical 
trial

Cisplatin/gemcitabine, 
avelumab maintenance

Pembrolizumab

Referenced from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Bladder Cancer V1.2023. © National Comprehensive Cancer Network, Inc 
2023. All rights reserved. Accessed March 3, 2023. To view the most recent and complete version of the guideline, go online to NCCN.org.
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What is Nectin-4?

Á Healthy tissue 
expression: 

Skin

Bladder 

Others

1. Chatterjee et al Eur J Pharm 2021
2. https://www.proteinatlas.org/ENSG00000143217-NECTIN4/tissue

Á Nectins are transmembrane cell-adhesion 
molecules

Á Nectins 1-3 common in adult tissues

Á Nectin 4 expression decreases after 
embryogenesis



Why target Nectin-4?

ÁNectin-4 over-expressed in 
multiple cancers - including 
mUC

ÁOverexpression associated with

cell proliferation

angiogenesis

EMT and metastasis

Bladder Cancer

Breast Cancer

Lung Cancer

Dist ributio n of Nect in-4 H-Scores Was Skewed Toward 
High E xpress ion

Data cutof f: 8 August  2023. 
EV, enfortumab vedotin; IQR, interquartile range; P, pembrolizumab.
aIncluding all patients across both arms. 

H-Score of Nectin-4 Expression at Acros s Both Arms

(N=800)

5

Variable
EV+P 

(n=394)
Chemotherapy 

(n=406)

H-score, median (IQR) 280 (230-298) 270 (215-297)

Subgroup, H-score, n (%)

<150 38 (9.6) 50 (12.3)

150 ËÄ <225 50 (12.7) 56 (13.8)

225 306 (77.7) 300 (73.9)

Patien ts w ith H-score 0, n (%) 3 (0.8) 6 (1.5)

H-score of Nectin-4 expression in EV-302 (n=800)

Challita-Eid, P et al. Can Res 2016, Powles et al ESMO 2024



High Nect in-4 H-Scores Were Observ ed Regardless 
of the Biopsy  Origi n

Data cutof f: 8 Augus t 2023. 
EV, enfortumab vedotin; IQR, interquartile range; la/mUC, locally advanced or metastatic urothelial cancer; P, pembrolizumab.
aThese are not matched biopsies; one tumor tissue sample was submitted for each patient.

Å The majority (69%) of biopsy 

samples submitted were of 

primary origina

Biopsy ori gin
Primary
(n=554)

Metastasis
(n=246)

H-sco re, medi an (IQR) 267 (215-295) 287 (235-300)

6

Mean

Median

Nectin-4 Expression high in both Primary and Metastases (in EV-302)

Powles et al ESMO 2024



Nectin-4 antibody

(attachment group)

What is Enfortumab Vedotin?

Antibody-Drug Conjugate Targeting Nectin-4

aƻƴƻƳŜǘƘȅƭŀǳǊƛǎǘŀǘƛƴ 9 όaa!9ύ άǇŀȅƭƻŀŘέ

Schaer et al Pharmaceuticals 2019; https://www.humimmu.com/products/anti-human-nectin-4-monoclonal-antibody



Enfortumab Vedotin: Mechanism of Action

1. Samanta. Cell Mol Life Sci. 2015;72:645. 
2. Rosenberg. JCO. 2019; 37:2592. 
3. Enfortumab vedotin PI.
4. Petrylak DP, et al. 2017. J Clin Oncol 35(15_suppl): Abstract 106. ASCO 2017.



EV Development: EV-101 trial 

ÁPhase 1 dose-expansion study

ÁN=155, heavily pretreated

ÁDoses from 0.5mg/kg to 1.25mg/kg (MTD) 
tested

ÁORR 43%, mDoR 7.4 months

ÁmOS 12.3 mo



EV-301: Enfortumab Vedotin vs Chemotherapy in 
mUC After Platinum and AntiςPD-1/PD-L1 Therapy
Á Interim analysis of international, randomized, open-label phase III trial of enfortumab vedotin, a 

Nectin-4ςdirected antibodyςdrug conjugate (data cutoff: July 15, 2020)

Patients with locally advanced or 
metastatic histology/cytology 

confirmed UC; previously treated with 
platinum-containing CT*; radiographic 

progression or relapse on/after 
PD-ό[ύм ǘȄΤ 9/hD t{ Җм

(N = 608)

Stratified by liver mets (yes vs no), ECOG PS 
(0 vs 1), region (US/W Europe vs ROW)

Enfortumab Vedotin 1.25 mg/kg IV on Days 1, 8, 15 of 28-day cycles
(n = 301)

LƴǾŜǎǘƛƎŀǘƻǊΩǎ ŎƘƻƛŎŜ ƻŦ ŎƘŜƳƻǘƘŜǊŀǇȅ όǘŀȄŀƴŜ ƻǊ ǾƛƴŦƭǳƴƛƴŜύϞ

(n = 307)

ϝLŦ ǳǎŜŘ ƛƴ ǘƘŜ ŀŘƧǳǾŀƴǘκƴŜƻŀŘƧǳǾŀƴǘ ǎŜǘǘƛƴƎΣ t5 Ƴǳǎǘ ōŜ Җ мн Ƴƻǎ ƻŦ ŎƻƳǇƭŜǘƛƻƴΦ ϞStandard docetaxel (75 mg/m2), paclitaxel (175 mg/m2), or vinflunine (320 
mg/m2) on Day 1 of each 21-day cycle.

Á Primary endpoint: OS

Á Secondary endpoints: investigator-assessed PFS, DCR, and ORR (all per RECIST 1.1); safety

1. Powles. NEJM. 2021;384:1125. 
2. Rosenberg. ASCO 2022. Abstr 4516.



EV-301: OS at 24 Mo

Events, n/N Median OS, Mo (95% CI)

Enfortumab vedotin 207/301 12.91 (11.01-14.92)

Chemotherapy 237/307 8.94 (8.25-10.25)

HR: 0.70 (95% CI: 0.58-0.85); 
P = .00015

Patients at Risk, n
Enfortumab vedotin

Chemotherapy
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Rationale of Combining Enfortumab Vedotin and Pembrolizumab

Why Combine EV and Pembrolizumab?

Gupta et al J Clin Onc 202341:16_suppl,4505-4505.  



Á Phase Ib/II study 

Á Primary endpoint: confirmed ORR by RECIST v1.1 per BICR

Á Key secondary endpoints: confirmed ORR per RECIST v1.1 by investigator, 
DoR, DCR, PFS, OS, safety/tolerability, lab abnormalities

Á Exploratory endpoints: biomarkers of activity including BL PD-L1 status and Nectin-4 expression, 
PFS on subsequent therapy by investigator, PROs

EV-103 Study Design

Enfortumab Vedotin
1.25 mg/kg IV on Days 1, 8 Q3W

+ Pembrolizumab
200 mg on Day 1 Q3W

(n = 5)

Dose Escalation Dose Expansion Cohort A

Patients with locally 
advanced/metastatic 

UC; no prior 
treatment; ineligible 

for cisplatin
(n = 45)

Enfortumab Vedotin
1.25 mg/kg IV on Days 1, 8 Q3W

+ Pembrolizumab
200 mg on Day 1 Q3W

(n = 40)

Cohort K

Enfortumab Vedotin
1.25 mg/kg IV on Days 1, 8 Q3W

+ Pembrolizumab
200 mg on Day 1 Q3W

(n = 76)

Enfortumab Vedotin
1.25 mg/kg IV on Days 1, 8 Q3W

(n = 73)

Stratified by liver metastases 
(present/absent), ECOG PS 

(0 or 1/2) 

Rosenberg. ESMO 2022. Abstr LBA73. 



EV-103 Cohort K: ORR by BICR

Á ORR: 64.5% (95% CI 52.7-75.1)

10.5% CR! 

Á Activity seen independently of 
PD-L1 status

61.4% (27/44) confirmed ORR in 
CPS <10

67.7% (21/31) confirmed ORR in 
/t{ җмл

Á Tumor reduction observed in 
97.1% of patients

Enfortumab Vedotin + Pembrolizumab (n = 69)
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EV-302: Phase III Trial 















Returning to the Case

Á64-year-old female smoker with hematuria for 2 months

Urine cytology: high grade urothelial carcinoma

Cystoscopy: large bladder mass

Creatinine 0.9 mg/dL

CT: Large bladder tumor, multiple lung metastases



Case History

ÁPt starts Enfortumab + Pembrolizumab

Tolerates therapy well

Grade 1 rash in cycle 1, controlled with topical corticosteroids

Grade 1 peripheral neuropathy developing at cycle 3

ÁScans after 3 cycles



Baseline 9 weeks later


