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High mutational load from early stage. Hurst et al. Cancer Cell 34, August 13, 2018 
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What is the best sequence in mUCC?

4-6 lines 

Platinum

CPI

Combination

+

LAST CHANCE !

CHECKMATE 901: Nivo+Ipi vs Nivo+Pt/Gem vs Pt/Gem

NILE: Durva+ Pt/Gem vs Durva+Treme+Pt/Gem vs Pt/Gem

IMVigor 130 : mature data @ ESMO 2021



What is the best sequence in mUCC?

4-6 lines 

Platinum
CPI

Sequential

PD 

Pembrolizumab, 

Nivolumab, 

Atezolizumab, 

Durvalumab, 

Avelumab 
6-7 months 

PFS

10-12 

months OS

10 months Keynote 45 (pembrolizumab)

11.1 months Imvigor211 (atezolizumab)

+



What is the best sequence in mUCC?

4-6 lines 

Platinum CPI

Maintenance



SD or PR/CR

21.4 months Javelin 100 (avelumab)

22 months HCRN GU14 – 182  (pembrolizumab)



What is the best strategy in first line treatment of mUCC?

SUMMARY MUCC14 /

 Concomittant therapy is not superior to monotherapy

 First line cisplatin/carboplatin + gemcitabine has a high response rate 

(45%), good responders (15-20%) have a long response (>1 year)

 IO

 Sequential therapy at progression (2nd line) : good results with long 

treatment free period for a subset of patients (maybe CR ?)

 Maintenance therapy in Pt-responding patients has good 

results, but not an option for non-responders and overtreatment of a 

subset of patients is unavoidable

 A subset of PD-L1 high expressing patients, benefit from IO in first line.
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Why adjuvant and neo-adjuvant 

therapy in MIBC?
EORTC	30994	:	Immediate	versus	deferred	chemotherapy	after	radical	
cystectomy	in	patients	with	pT3–pT4	or	N+	M0	urothelial	carcinoma	of	the	
bladder:	an	intergroup,	open-label,	randomised	phase	3	trial

Sternberg et al. Volume 16, Issue 1, January 2015, Pages 76-86



What is the best neo-adjuvant option 

in MIBC?

4-6 lines 

Platinum
CPIvs



NAC 

4-6 lines 

Platinum

Peyton et al. JAMA Oncol. 2018;4(11):1535-1542

ddMVAC > Cis/Gem



NAC - Limitations 

Necchi ESMO 2020



NAC 

Peyton et al. JAMA Oncol. 2018;4(11):1535-1542
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Seiler et al. Clin Cancer Res; 25(16) August 15, 2019
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Seiler et al. Clin Cancer Res; 25(16) August 15, 2019



Neo-adjuvant trials CPI

Cis-ineligible : poor outcome patients !

Low response rates in CPI monotherapy compared to chemo

Combination therapy (but results in mUCC are poor) ?

Adjuvant studies CPI = answer?





Adjuvant trials

Possible benefits

CPI

Better selection of patients possible (residual disease?)

More time for biomarker assessment

Adjuvant studies = answer?





Adjuvant trials - CPI
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