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WHEN? WHICH? BIOMARKERS? 



WHEN? – 2L  

KN-045 – 5y update Imvigor 211 – 30m update

Bellmunt el al., ASCO 2021, van der Heijden et al., Eur Urol., 2021



KN-045 – 5y update Imvigor 211 – 30m update

PD-L1>5%

PD-L1 <1%

WHEN? – 2L  

Bellmunt el al., ASCO 2021, van der Heijden et al., Eur Urol., 2021



WHEN? – 1L  KEYNOTE – 052 – 5y update

PD-L1 high
N=110

IMvigor 210 – 6y update

PD-L1 high
N=32

mOS 16.3m (95%CI: 10.4, 24.5)

mOS 12.3m (95%CI: 6.0, 48.8)

O'Donnell et al., ASCO 2021, Rosenberg et al., ESMO 2021



DANUBE in PD-L1 high DANUBE - ITT

SUBSEQUENT ANTI-CANCERTHERAPIES

Overall, only 49% had 

subsequent therapies.

Powles et al., Lancet Onc 2020

WHEN? – 1L  



WHEN?  

Gupta et al., ASCO 2021



WHEN? – Maintenance  
JAVELIN Bladder 100 

Powles et al., NEJM 2020



WHICH? – COMBINATION WITH CHEMOTHERAPY 

IMvigor 130 KEYNOTE-361

Galsky et al., Lancet 2020, Powles et al., Lancet 2021



WHICH? – COMBINATION with CTLA-4 

Powles et al., Lancet 2020



WHICH? – COMBINATION with FGFRi
NORSE

ORR 33% vs 68%

Powles et al., ESMO 2021



WHICH? – COMBINATION with PARPi BAYOU

BISCAY

Powles et al., Nat Med 2021, Rosenberg et al., JCO 2022



WHICH? – COMBINATION with ADC

EV-103 (EV + Pembrolizumab)

Rosenberg et al., ESMO 2022



WHICH? – COMBINATION with ADC
TROPHY-U-01 Cohort 3
SG + Pembrolizumab

mPFS: 5.5m (95%CI: 1.7 - NR)
mOS: NR

Grivas et al., ASCO GU 2022



BIOMARKERS? - TMB 

Xu et; al Science 2018, Powles et al., Lancet 2017



BIOMARKERS? – T effector signature 

Rosenberg et al., Lancet 2016, Powles et al., Nat Med 2019

IMvigor 211 ABACUS



BIOMARKERS? - TGFB 

Galsky , ESMO 2018, Mariathasan et al., Nature 2018



BIOMARKERS? – Tertiary Lymphoid Structures 

GAO et al., Nat Med, 2020, Powles et al., ESMO 2022

• Ectopic lymphoid tissues arising in inflamed tissue and cancer. 
• Characterized by variably organized lymhoid regions with B cell zones and adjacent T cells. 

Neoadjuvant durva/treme Javelin Bladder 100



BIOMARKERS? - ctDNA 

Powles et al., Nature 2021





SUMMARY

• First line is too early – not able to get in control of the disease. 
• Second line is too late. 
• Currently the best position of immunotherapy in mUC is the 

maintenance setting with avelumab. 

WHEN?

WHICH?

BIOMARKERS?

• ICIs/ ADC combinations look the most promising. 

• 1st generation of biomarkers for single agent ICIs (PD-L1 and TMB) 
have not changed therapy in mUC. 

• 2nd generation of biomarkers remain exploratory (Teff RNA signature) 
and yet utilized routinely. 

• Tissue based and circulating biomarkers in combination may be the 
best option.


