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Outline

1- we will have access to immunotherapy in peri-operative setting and other very effective drugs

2- we will offer more bladder preservation thanks to highly effective systemic drugs

3- Decision-making will be based on MRD



Outline

1- we will have access to immunotherapy in peri-operative setting and other very effective drugs

2- we will offer more bladder preservation thanks to highly effective systemic drugs

3- Decision-making will be based on MRD



ESMO guidelines (to be revisited) (T2–T4a, N0, M0)



Immunotherapy now is approved in adjuvant setting

IO

High-risk, cis-ineligible 

MIBC 

R 

control

IMVIGOR 010

(NCT02450331)
Atezolizumab Observation DFS

CM 274 

(NCT02632409)
Nivolumab

Placebo
DFS

AMBASSADOR

(NCT03244384)
Pembrolizumab

Observation
DFS



Adjuvant immunotherapy 



Nivolumab shoud be the SOC in adjuvant disease

Galsky et al. EAU 2024



Nivolumab might improve OS  in adjuvant disease

Galsky et al. EAU 2024



AMBASSADOR study

Apolo  et al. NEJM 2024
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New drugs (IO and ADC)  may refine also the neoadjuvant setting 

IO

Cis-ineligible 

R 

IO + IO or 

new drug
surgery

MK-905

(NCT03924895)
Pembro Pembro + EV — pCR, EFS

PIVOT-IO-09

(NCT04209114)
Nivo Nivo + NKTR-214

—
pCR, EFS

VOLGA 

(NCT04960709)
Durva + EV Durva + Treme + EV

— Safety, 

EFS, OS

MK-866  (NCT03924856)
—

CDDP-GEM + pembro Chemo pCR, EFS

NIAGARA

(NCT03732677)

— CDDP-GEM + durva Chemo pCR, EFS

MK-B15

(NCT04700124)

—
EV + pembro Chemo pCR, EFS

ENERGYZE

(NCT04700124)

Chemo + nivo + 

linrodostat
Chemo + nivo Chemo pCR, EFS

IO

Cis-eligible 

R 

Chemo + 

IO
chemo



NIAGARA Study

Powles  et al. NEJM 2024
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ADC in urothelial cancer



We can expect even more from EV + pembrolizumab

Powles et al. NEJM  2024

In metastatic setting 

In peri-operative setting ?



Phase II RC48-C017 trial: DV + PD1 inhibitor (Toripalimab)  

• Cross comparison with other 
trial challenging

• Inconsistent definition of pCR 

Sheng et al. ASCO GU 2025



Other promising drug include new intravesical devices

Necchi  et al. ESMO 2024



Other promisind drug include new intravesical devices

Necchi  et al. ESMO 2024



Outline

1- we will have access to immunotherapy in peri-operative setting and other very effective drugs

2- we will offer more bladder preservation thanks to highly these effective systemic drugs

3- Decision-making will be based on MRD

4- We will cure more patients with NMIBC



• The definition of a complete clinical response to identify those who can safely avoid radical 
cystectomy remains unstandardized.

• Various trials, such as Alliance (incorporating DDR gene alterations, imaging, and TURBT), HCRN GU 
16-257 (using cytology, imaging, and TURBT), and RETAIN (focusing on gene alterations, imaging, 
and TURBT), have attempted to define response criteria. 

• Despite these efforts, a significant number of patients on active surveillance after induction 
chemotherapy  have experienced recurrence. 

Challenge : Biomarkers and clinical complete response 



First question : genomic biomarkers and chemotherapy ? 

Teo et al. CCR 2017 Gil-Jimenez  et al. Eur Urol  2023



First question : genomic biomarkers and chemotherapy ? 

Prospective validation: RETAIN-1 trial

Geynisman  et al. JCO 2024

• Primary endpoint: MFS at 2 years ( P >=0.64)

• 2 year MFS for the II patients:  72.9% (lower bound : 62.8%)

• Primary endpoint not met

• 48% of the AS group avoided cystectomy

• No association bewteen mutation and MFS



Preliminary data from RETAIN-2 study 

• At the time of interim analysis, chemoimmunotherapy with ddMVAC + nivolumab was associated with a 
metastases-free survival rate of 84.2% in ITT and 82% in the active surveillance arm

• 60% of active surveillance patients are metastases-free and with an intact un-irradiated bladder
• Suggests an additive benefit of adding nivolumab to ddMVAC

Ghatalia  et al. ASCO GU 2025

RETAIN-1 vs RETAIN 2

• MFS in active surveillance patients is 
superior 82% versus 64

• Higher ypT0 rates in cystectomy patients 
(40% versus 15%)

• Local recurrence rates in AS patients are 
lower (32% versus 62%)

• The metastasis-free and intact unirradiated
bladder proportion is higher (60% versus 
48%)



Second question : Molecular subtyping and chemotherapy ? 

• The luminal molecular subtype appears to have less aggressive clinical presentation (in many cases), reflected 
by good outcomes.

• Luminal tumors are more likely to be organ-confined (pT1-2N0) at surgery. 

• Basal tumors might have greater benefit from neoadjuvant chemotherapy.

• The issue: intratumor heterogeniety and reproductibility of such biomarker,

Seiler  et al. Eur Urol  2017 Allory  et al. Ann Oncol 2025



Will gene expression subtype guided neoadjuvant chemotherapy and/or 
immunotherapy ?

Gusto trial



Third question : Immune biomarkers and and IO 

Role of TMB: unclear

Role of DDR: unclear

Role of pre-existing T cell immunity is unclear
Role of PDL1  is unclear

TGF-B predicts resistance

Powles   et al. Nat Med 2019; Van Dijk et al. Nat Med 2020; Gil-Jimenez et al. Nat Med 2024

• Pre-existing immunity may predict the outcome of 
monotherapy immune checkpoint blockade. 

• However, this is less obvious for combination IO. 
• Moreover, cellular distances may better predict 

response



Third question : Immune biomarkers and and IO ? 

Goubet et al. Cancer Discovery 2023

• Follicular helper CD4+ T cells and IgG against urothelium-invasive Escherichia coli were found to direct clinical 
response such as progression-free survival after pembrolizumab treatment.

• CXCL13 produced by tumor-localized blood central memory TFH cells was found in the plasma of patients who 
responded



Fourth question : biomarkers and EV+pembro (if MK-B15 and MK-905 are positive ) ? 

Klumper et al. JCO 2024

NECTIN-4 amplification ? NECTIN-4 and PDL1 expression  ?

Powles et al. ESMO 2024



Fifth question: Can we predict response to therapy with ctDNA ?

Nabucco trial (Ipi + Nivo) using 
multiplex PCR-based NGS 

ctDNA detection  before cystectomy is associated with response and PFS

Arrhus cohort: personalized ctDNA assys using 
multiplex PCR-based NGS 

Lindskrog et al. CCR 2023Van Dorp  et al. Nature Med  2022



Does imaging help ?

Necchi et al. Eur Urol Oncol 2020

• Agreement between the internal and external assessments is modest (K values: 05- 0.76)

• Similar results for chemotherapy

• Consensus needed

• AI may help

yes

BUT



cCR definition: 
1) no evidence of malignancy on biopsy except Ta
2) No malignant cells on urine cytology
3) No evidence of relapse on cross-sectional imaging (MRI)

Do we need to combine multiple assays ?

Primary objectives
• Positive predictive value of ccR for 2-year MFS and <pT1N0
• cCR rate 

PPV of cCR  (for MFS) was 0.97
cCR rate : 43%

Performance of cCR for 2 year BI 
survival of <ypT1

Galski et al. Nature med 2023



The need of prospective validation: STARBUST-1 trial 



The need of prospective validation: STARBUST-2 trial 

Masson-Lecomte et al. Eur Urol Oncol 2025



The need of prospective validation: NEO-BLAST trial 



Outline

1- we will have access to immunotherapy in peri-operative setting and other very effective drugs

2- we will offer more bladder preservation thanks to highly effective systemic drugs

3- Decision-making will be based on MRD



Molecular residual disease

Powles et al, Nature 2021

• Prognostic value of detectable ctDNA after cyctectomy 
• predictive value of detectable ctDNA after cyctectomy 



ctDNA impact management decisions

Bjerggaard Jensen et al. ESMO 2024



ctDNA impact management decisions but does it change the outcome ?

Of the ctDNA- patients, only 2 (3%) developed metastases (different from the IMvigor011 trial that demonstrated a 10% 
metastatic rate in ctDNA- patients) Bjerggaard Jensen et al. ESMO 2024



Biomarker-driven trials are ongoing

MODERN Study IMVIGOR 011 study (ctDNA + tumors)

NCT05227261
NCT04660344



NIAGARA Study

• What is the contribution of neoadjuvant phase vs adjuvant phase ?

• Does ctDNA help ? 



Biomarkers in perioperative setting

PDL1 expression

Predicts relapse

Predicts response 
to NAC

Predicts response 
to IO

Other immune biomarkers

Predicts relapse

Predicts response 
to NAC

Predicts response 
to IO

MRD

Predicts relapse

Predicts response 
to NAC

Predicts response 
to IO

?

Molecular subtyping

Predicts relapse

Predicts response 
to NAC

Predicts response 
to IO



Conclusion

1- we will have access to immunotherapy in peri-operative setting and other very effective drugs

2- we will offer more bladder preservation thanks to highly effective systemic drugs

3- Decision-making will be based on MRD



Thank you
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