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Subsequent therapy:
Enfotumab + Pembrolizumab

Attrition rate estimated:
• EV+P: 84/276 ≈ 30.4%

• Chemio: 49/373 ≈ 13.1%
Powles T. ASCO 206

In the chemotherapy arm, the most common first subsequent treatment was a PD-(L)1 inhibitor



EV+ Pembro

What would experts do after EV + 
Pembrolizumab?

PD

Tawagi K et al. Clin Genitourinary Cancer 2026



Immuntherapy rechallenge in UC: 
friends or foes? RWD

Maiorano BA. Et al ESMO open 2025 



ICI rechallage: what is the optimal drug?
ADC anti-EGFR and HER3

NCT06926868

Sacituzumab Govitean-hziy



EV+ Pembro

Erdafitinib

Platin+Gem

FGFR+~20%



CliniEV+ Pembro

Clinical trials



Biomarkers of Interest in Urothelial carcinoma

Trop-2

ctDNA

FGFR3

Her2

Her3

Nectin-4



• Median time to response was 1.4 (1.2-2.6 
months)

• 12 (75%) of 16 confirmed responders remain 
on treatment; median duration of response is 
immature

Phase 1 study of LY3866288 (LOXO-435), a potent, highly isoform-selective FGFR3 inhibitor (FGFR3i) in advanced solid 
tumors with FGFR3 alterations: Initial results from FORAGER-1

New FGFR3 Inhibitors

Efficacy Evaluable Patients
Confirmed ORR, % (n/N)

Confirmed ORR (prior FGFRi)

PR, n (%)
Best overall response

SD, n (%)
PD, n (%)
NE, n (%)

DCR, % (n/N)

Total (N=39)
41 (16/39)
50 (6/12)

16 (41)
19 (49)
3 (8)
1 (3)

90 (35/39)

Treatment Ongoing
Prior FGFRi therapy
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Dose Level
200 mg BID
300 mg BID
400 mg BID

BOR
PR
SD
NE
PD

FGFR3 Alteration
Mutation
Fusion

Responses were also observed in non mUC patients: intrahepatic cholangiocarcinoma and ovarian (Brenner) cancer (n=1 each).•
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FGFR3 Variant Allele Frequency

BOR

PR
n=12

SD
n=7

PD
n=2
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Treatment-Emergent AEs ≥20%
200 mg, 300 mg, 400 mg BID 

(n=70)
All Patients

(N=107)

Grade ≥3Any GradeGrade ≥3Any GradeAll TEAEs, %
461004598Any
476363Diarrhea
129<126Fatigue
929722ALT increased
929722AST increased
124321Decreased appetite

AEs of interest, %
446342Skin disorders
3926Hand-foot (PPE)
136<126Hyperphosphatemia
-21-19Eye disorders
-4-4Retinopathy
123<118Stomatitis
-19-16Nail disorders
-17-14Dry mouth

Dose modifications, %
1410Dose reductions due to TEAEs
65Discontinuations due to TEAEs

AE: Adverse event; BID: Bis in die (twice daily); FGFR3: Fibroblast growth factor receptor 3; FGFRi: Fibroblast growth factor receptor inhibitor; PPE: Palmar-plantar erythrodysaesthesia; TEAEs: Treatment-emergent adverse events

Patients with events, n (%)
Erdafitinib

 (n=135)

≥1 treatment-related AE (any grade) 131 (97.0)

Hyperphosphatemia 106 (78.5)

Diarrhea 74 (54.8)

Stomatitis 62 (45.9)

Dry mouth 52 (38.5)

PPE syndrome 41 (30.4)

≥1 treatment-related AE leading to 
discontinuation of study treatment 11 (8.1)

LY38662881 Other FGFR3i

• High-grade FGFR3 related AEs typical for other FGFR3i were 
very rare

• Dose reductions/discontinuations were uncommon (14.1% in
erdafitinib group, median follow-up 5 months) (median 
follow-up 5 months) 

Safety: LY3866288 and other FGFR3i

Iyer G et al., J Clin Oncol. 2023. Presented at ASCO GU 2023 (Abstract 662); Loriot Y et al., New Engl J Med. 2023 (Suppl S6)



ADCs



Ab-anti TROP2



Topoisomerase I inhibitor



5% pts with brain mets
83% prior EV

Phase 1 trial: Datopotemab Derutexan

Funda Meric-Bemstam et al abstr JCO 2025



Ab-anti HER 2



HER2-directed ADCs in mUC: 
Promising results

Xinan Sheng et al. JCO 2023Funda Meric-Bernstam et al. JCO 2023

MMAE 
(microtubule

inhibitor)

Deruxtecan 
(topo-

isomerase Ii)



Phase III Disitamab V vs chemotherapy (1L)

Xinan Sheng et al. NEJM 2025 17

MMAE 
(microtubule

inhibitor)



Phase III Disitamab V vs chemotherapy (1L)

Xinan Sheng et al. NEJM 2025

MMAE 
(microtubule

inhibitor) Evidence gap in the post-enfortumab setting





Ab-anti Nectin 4



Nectin-4 expression post-EVP
61 tissue pre e post EV

Sternschuss M. Et al  #abstr 552910 ASCO 26



A. Apolo ASCO 26



LY4101174 (next generationamti-nectin 4 ADC)
Composed of a humanized IgG1 antibody linked to the Topo-I inhibitor (exatecan)

Xin Gao J Clin Oncol 44, 2026 (suppl 16; abstr 4517) ASCO 26

• 93% prior EV
• ORR 36%

• Hematologic toxcities  
• discontinuation due to toxicities and low efficacy





Nexus-01 LY4052031 anti-nectin4

Iyer G et al J Clin Oncol 44, 4508(2026) ASCO 26

Nex generation anti-nectin-4 target novel Topo-I inhibitor payload (camp98) DAR8

• Clerance of camp98 is mediated by hepaticCYP2D6 genotyping  high risk for severe toxicity
• Median duration of response 7.4 months (95%, CI 2.7-NE) among 9 confimed responders
• 67% of responders are ongoing

Preclincal data suggest EV resistence may be mediated bt P-gp-mediated payload efflux



Take home message

EV + pembrolizumab has reshaped first-line treatment of 
metastatic urothelial carcinoma, creating new challenges for 
subsequent therapy. 

Evidence supporting treatment selection after EV + 
pembrolizumab remains limited, and current practice is largely 
guided by expert opinion and retrospective data. 

Clinical trials and biomarker-driven strategies will be crucial to 
optimize treatment sequencing in the post-EV + pembrolizumab 
era. 
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@PatriziaGiannatempo


