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Keynote 564

Choueri T, ASCO GU 2025



Improvement in both DFS

and OS but……..

- Overtreatment

- Toxicity

- We need to select patients

based on biomarkers

Keynote 564

Salami SS, ASCO GU 2025



IMMotion010: Kim-1

Albiges L, ASCO 2024
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Checkmate-214: Kim-1

Xu W, ASCO  GU 2025



Talapro-2
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Talapro-2

Fizzazi K, ASCO GU 2025

rPFS BRCA1/2

rPFS Non-BRCA1/2 HRRm

rPFS HRR population

• rPFS favored TALA plus ENZA in patients with and without BRCA1/2 alterations



Talapro-2

Overall Survival HRR (Final Analysis)1

HRRm (ITT)

Fizzazi K, ASCO GU 2025

TALAPRO-2 HRRm

• At a median follow-up of 44.2 months, treatment with TALA plus ENZA resulted in a 38% 

reduced risk of death vs ENZA plus PBO for patients with HRR-deficient mCRPC



Talapro-2

Overall Survival BRCA1/2 (Final Analysis)1

BRCA1/2 Non-BRCA1/2 HRRm

• Patients with BRCA1/2 gene alterations had a 50% reduction in risk of death and those with non-BRCA1/2 HRR gene alterations had a 
27% lower risk of death with TALA plus ENZA vs ENZA plus PBO

Fizzazi K, ASCO GU 2025

*The P values are nominal and descriptive for the subgroup analyses.



Powles T, et al. Ann Oncol 2020;31(suppl_7):S1417-S1424

Imvigor 010: ctDNA exploratory analysis



Study desing
ctDNA- population

Powles T, EAU 2024

Imvigor 011: Surveillance group analysis



DFS in the ctDNA-population OS in the ctDNA-population

Powles T, EAU 2024

Imvigor 011: Surveillance group analysis



DFS in Checkmate274

Powles T, EAU 2024; Gaslky MD, ASCO GU 2023

Imvigor 011: Surveillance group analysis

DFS in the ctDNA-population



DFS in the ctDNA-population OS in the ctDNA-population

- We need longer follow-up in  both arms

- Has ctDNA negative a negative predictive value?

- Serial ctDNA testing may have greater clinical hability than landmark
ctDNA as  a risk stratification tool using Natera Signature

Powles T, EAU 2024

Imvigor 011: Surveillance group analysis



Jorgen Bjerggaard Jensen ESMO 2024

Tombola Trial



Jorgen Bjerggaard Jensen ESMO 2024

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.Jørgen Bjerggaard Jensen

Oncological outcome – immunotherapy at the time of molecular relapse

TOMBOLA

Tombola Trial

ctDNA: RFS ctDNA OS



EV-302: Exploratory Analysis

Nectin-4 Expression

Powles T, ESMO 2024

High Nectin-4 H-Scores Were Observed Regardless 
of the Biopsy Origin

Data cutoff: 8 August 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.

• The majority (69%) of biopsy 

samples submitted were of 

primary origina

Metastasis
(n=246)

Primary
(n=554)

Biopsy origin

287 (235-300)267 (215-295)H-score, median (IQR)

6

Mean

Median
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EV-302: Exploratory Analysis

Nectin-4 Expression



Adjuvant Pembrolizumab treatment improves OS in High-Risk RCC patients

Kim-1 could be a biomarker to select which patients could benefit from adjuvant immmunotherapy

KIM- 1: Preliminary data in patients with advanced disease treated with IO show positivy results

Talapro2 (Talazoparib + Enzalutamide) demonstrate an improvement in OS in mCRP patients

The question is: what patients? All corners? HRR +? BRCA1/2? And others….

ctDNA is the most promising biomarker in UC (Adjuvant setting) but ……

We can not actually select treatment based on this results

EV +P improve OS independent on Nectin-4 expression

Conclusions
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