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Treatment of metastatic 

Bladder Cancer









Survival metastatic UC

• Bajorin Risk Score: 

• KPS < 80%

• M+ (visceral or bone)

• No treatment: mOS 6 
months

# Risk Factors
mOS

(months)

0 33

1 19

2 9



mUC - Outline

• Chemotherapy

• Immunotherapy

• Optimal Treatment sequence of metastatic disease

• ADC

• FGF-R inhibitors

• Trials/future



Chemotherapy basics

Gerber, AM Fam Physician 2008;77:311



CIS-Pt vs Carbo-Pt

• cis-diammine-dichloroPt

• Solid tumors, 
radiosensitizer

• Increased toxicity

• nephrotoxicity

• neurotoxicity

• ototoxicity

• Nausea/vomiting

• cis-diammine 
(cyclobutanedicarboxylato)Pt

• Solid tumors

• Faster renal clearance, less 
nephrotoxic, less nausea/vomiting

• Trombopenia



CIS-Pt vs Carbo-Pt

Rosenberg, B., VanCamp, L., Trosko, J. E., Mansour, V. H. Nature,1969, 222, pp. 385-386.



Metastatic bladder cancer

Phase II



Metastatic bladder cancer

MVAC > CisPt mono 1
M-VAC : greater toxicity, especially leukopenia, mucositis, 

granulocytopenic fever, and drug-related mortality. 

ORR : 39% v 12% 

PFS : 10.0 v 4.3 months 

OS : 12.5 v 8.2 months

1 Loehrer et al., Journal of Clinical Oncology 1992 10:7, 1066-1073
2 Von de Maase et al., Journal of Clinical Oncology 2000 18:17,3068-77
3 Galsky et al. , Annals of Oncology 2012, 23:2, 406–410

GC = MVAC 2
Less toxicity with GC 

OS HR 1.04; 0.82 to 1.32; P = .75), 

PFS HR 1.05; 0.85 to 1.30 

RR GC 49%; MVAC 46%

GC > Carbo/Gem 3
Higher ORR and CR for GC

Less toxicity with Carbo/Gem

Survival data?



Metastatic bladder cancer



Split dose Gem-Cis

Kim et al. Cancer Chemother Pharmacol (2015) 76:141–153 

• D1 + D8:  CisPt 35 mg/m2 + Gemcitabine 1000 mg/m2

• vs D1: Carbo AUC 4.5 + Gemcitabine 1000 mg/m2 and D8: Gemcitabine 
1000mg/m2

CIS/Gem 

split
Carbo/Gem

CR 1 0

PR 12 6

SD 3 5

PD 3 8



Metastatic bladder cancer

ESMO guidelines 2014



Checkpoint inhibition in Metastatic Bladder 
Cancer

















Imvigor 130 Keynote 361

+ Danube (IO+IO)











2nd line after Pt based 1st line



2nd line after IO maintenance /3d line







T Powles, ASCO GU 2021





Coming soon 3d line



Other ADCs

TROPiCS-04



3d line - FGF-R inhibition

• 20% FGF-R 
activating 
mutation

• overexpression 
in 10% of cases, 
rearrangement 
in 20%, and 
activating 
mutations in 
70%





THOR study (pre-treated mUCC)



Summary



Future?

• Combos!  ADC + IO /  FGF-R I + IO / IO + TKI



Take home messages

• Cisplatin combination is standard in first line 
metastatic bladder cancer

• Checkpoint ini

• Checkpoint inhibitor is standard in second line 
(pembrolizumab only phase III positive trial)






