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37.4% 
second line

11.8% 
third line

EPIDEMIOLOGY



MVAC vs Gemcitabine + Cisplatin

von der Maase, et al. J Clin Oncol 2005 



CISPLATIN VS CARBOPLATIN



FIRST LINE IMMUNOTHERAPY (PD-1/PD-L1 inhbitors)

KEYNOTE 052

Imvigor 210: Cohort 1
Balar AV, Lancet Oncol. 2017 Nov;18(11):1483-1492

Balar AV, et al. Lancet. 2017 Jan 7;389(10064):67-76 



FIRST LINE IMMUNOTHERAPY (PD-1/PD-L1 inhbitors)

Balar AV, et al. Ann Oncol. 2023 Mar;34(3):289-299.

mOS = 11.3 months (95% CI 9.7-13.1 months) 
4y OS rate = 19.0%



FIRST LINE IMMUNOTHERAPY (PD-1/PD-L1 inhbitors)

KEY ISSUE WHEN FIRST LINE IO

Perez Valderrama B, et al. Annals of 
Oncology (2020) 31 (suppl_4): S1142-
S1215

INDUCOMAIN: 
IO INDUCTION -> 
CT (cis-ineligible)

IMVIGOR 130: CT + IO

Davis ID. AACR 2021, abstract 5130

KEYNOTE 361: CT + IO

Powles T. Lancet Oncol. 
2021 Jul;22(7):931-945. 

DANUBE: IO/IO

Powles T. Lancet Oncol. 2020 
Dec;21(12):1574-1588.



FIRST LINE COMBINATIONS (QT + IO)

Study N Treatment Main Results, Primary endpoints

Imvigor 130 
(NCT02807636)

1213 Arm A: Cisplatin/Carboplatin + Gem + 
Atezo
Arm B: Atezo monotherapy
Arm C: Cisplatin/Carboplatin + Gem

INV-assessed PFS (Arm A vs C ITT): 8.2m vs 6.3m (HR=0.82, 95%CI 0.70, 0.96)
INV-assessed OS (Arm A vs C ITT): 16.1m vs 13.4m (HR=0.84, 95%CI 0.71, 1.00)
OS (Arm B vs C ITT and PD-L1 IC2/3, hierarchical approach): 15.2m vs 13.1m 
(HR=0.99, 95%CI 0.83, 1.19) and 27.5m vs 16.7m (HR=0.67, 95%CI 0.45, 1.02) 

KEYNOTE-361 
(NCT02853305)

1010 Cisplatin/Carboplatin + Gem + Pembro
Pembro
Cisplatin/Carboplatin + Gem

PFS per RECIST v1.1 by BICR (CT+Pembro vs CT): 8.3m vs 7.1m (HR=0.78; 95%CI 
0.65-0.93)
OS (CT + Pembro vs CT): 17.0m vs 14.3m (HR=0.86; 95% CI 0.72-1.02)

DANUBE 
(NCT02516241)

1032 Durvalumab + Tremelimumab
Durvalumab
Cisplatin/Carboplatin + Gem

OS (Durva vs CT in high PD-L1 population): 14.4m vs 12.1m (HR= 0.89, 95% CI 0.71–
1.11)
OS (Durva + Treme vs CT in ITT population): 15.1m vs 12.1m (HR=0.85, 95% CI 0.72–
1.02)

Galsky MD. Lancet. 2020 May 16;395(10236):1547-1557; Galsky MD. AACR 2021, abstract 5253; Davis ID. AACR 2021, abstract 5130
Powles T. Lancet Oncol. 2021 Jul;22(7):931-945. 
Powles T. Lancet Oncol. 2020 Dec;21(12):1574-1588.

NEGATIVE TRIALS



PLATIN-BASED CHEMOTHERAPY AND IO SWITCH MAINTENANCE

Powles T, et al. J Clin Oncol 38: 2020 (suppl; abstr LBA1)

13-15% progressive disease as best radiologic response



Powles T, et al. J Clin Oncol 38: 2020 (suppl; abstr LBA1)



PLATIN-BASED CHEMOTHERAPY AND IO SWITCH-MAINTENANCE

Powles T, Park SH, Caserta C, et al. J Clin Oncol. 2023;41(19):3486-3492

Median FUP 38.0 months 
(≥2 years in all patients) 



PLATIN-BASED 
CHEMOTHERAPY AND IO 
SWITCH-MAINTENANCE

Powles T, Park SH, Caserta C, et al. J Clin Oncol. 2023;41(19):3486-3492



PLATIN-BASED CHEMOTHERAPY AND IO SWITCH-MAINTENANCE

Grivas P, et al. ESMO 2024

1L Cisplatin + Gemcitabine
Non visceral M1



FIRST LINE COMBINATIONS (QT + IO)

Study/Clinicaltrials.gov Population N Treatment

Imvigor 130 (NCT02807636) 1st line 1200 Cisplatin/Carboplatin + Gemcitabine + Atezolizumab vs 
Cisplatin/Carboplatin + Gemcitabine vs 
Atezolizumab

KEYNOTE-361 (NCT02853305) 1st line 990 Cisplatin/Carboplatin + Gemcitabine + Pembrolizumab vs 
Cisplatin/Carboplatin + Gemcitabine vs 
Pembrolizumab

DANUBE (NCT02516241) 1st line 1004 Durvalumab + Tremelimumab vs 
Durvalumab vs 
Cisplatin/Carboplatin + Gemcitabine

CA209-901 (NCT03036098) 1st line 897 Cisplatin/Carboplatin + Gemcitabine vs 
Cisplatin/Carboplatin + Nivolumab vs
Nivolumab + Ipilimumab 

NILE (NCT03682068) 1st line 885 Cisplatin/Carboplatin + Gemcitabine vs 
Cisplatin/Carboplatin + Gemcitabine + Durvalumab vs
Cisplatin/Carboplatin + Gemcitabine + Durvalumab + 
Tremelimumab



THE ADDITION OF CTLA-4 INHIBITION TO PD-1/PDL-1 INHIBITION

CA209-901 (NCT03036098)

- Metastatic or unresectable
UC

- Not previously treated for 
metastatic or surgically 
inoperable UC

- ECOG 0-1

N estimated = 1307

R

Arm C: Nivolumab Day 1 + Cisplatin Day 1+ 
Gemcitabine Day 1, 8 (up to 6 cycles) -> 
Nivolumab

Arm D: Cisplatin Day 1+ Gemcitabine Day 1, 8 
(up to 6 cycles)

Primary endpoints:
1.OS in cisplatin-ineligible randomized participants
2.OS in PD-L1 positive (>=1%) randomized participants
3.PFS by BICR using RECIST 1.1 in cisplatin-eligible participants
4.OS in cisplatin-eligible participants

Cis-eligible

Cis-ineligible

Arm A: Nivolumab + Ipilimumab q3w x 4c -> 
Nivolumab q4w

Arm B: Cisplatin/Carboplatin Day 1+ 
Gemcitabine Day 1, 8 (up to 6 cycles)

R Closed 13 sept 2019

20% of pts in control arm received maintenance CPI



CA209-901: CISPLATIN-BASED CT + IO COMBINATION FIRST LINE

van der Heijden M, et al. ESMO 2023
van der Heijden M, et al. N Engl J Med. 2023 Nov 9;389(19):1778-1789.

Median OS = 21.7m vs 18.9 m (0.78; 95%CI 0.63 to 0.96; P = 0.02) Median PFS = 7.9m vs 7.6m (0.72; 95% CI, 0.59 to 0.88; P = 0.001)



CA209-901: CHEMO-IO COMBINATION FIRST LINE

van der Heijden M, et al. ESMO 2023

Avelumab maintenance
ORR: 14.3% (Combination vs Sequential PD-1/PD-L1 inh) 
Lower PD as best response



PROGNOSTIC 
FACTORS

PLATIN-ELIGIBILITY

CHEMOTHERAPY

IMMUNOTHERAPY
ANTIBODY-DRUG 

CONJUGATES



Nathan P et al. Current Oncol 2024



DEVELOPMENT OF ENFORTUMAB VEDOTIN IN 1L TREATMENT OF CIS-INELIGIBLE

Primary endpoints: Adverse Events, lab abnormalities
Key secondary endpoints: Dose-limiting toxicities, ORR, duration of response, PFS, OS

A multicohort study (NCT03288545)

Rosenberg JE, et al. J Clin Oncol 38: 2020 (suppl; abstr 5044)

EV-103 Clinical Trial



EV + Pembrolizumab (Cohort K, EV-103) 1L cisplatin ineligible

O´Donnell PH, et al. J Clin Oncol. 2023 Sep 1;41(25):4107-4117.

cORR = 64.5%  (10.5% complete response)



EV + Pembrolizumab (Cohort K, EV-103) 1L cisplatin ineligible

O´Donnell PH, et al. J Clin Oncol. 2023 Sep 1;41(25):4107-4117.



1Line EV + Pembrolizumab (EV-302)

Powles T et al. Annals of Oncology (2023) 34 (suppl_2): S1254-S1335.



1Line EV + Pembrolizumab (EV-302)

Powles T et al. Annals of Oncology (2023) 34 (suppl_2): S1254-S1335.



1Line EV + Pembrolizumab (EV-302)

Powles T, et al. N Engl J Med. 2024 Mar 7;390(10):875-888.



1Line EV + Pembrolizumab (EV-302)

Powles T, et al. N Engl J Med. 2024 Mar 7;390(10):875-888.



1Line EV + Pembrolizumab (EV-302)

van der Heijden MS et al. ASCO GU 2024



1Line EV + Pembrolizumab (EV-302)

van der Heijden MS et al. ASCO GU 2024



1Line EV + Pembrolizumab (EV-302)

Bedke J et al. EAU 2024



1Line EV + Pembrolizumab (EV-302)

Bedke J et al. EAU 2024



Mamtani R, et al. Eur Urol. 2024 Nov;86(5):474-476

FDA cis-ineligible (Apr2023) FDA la/mUC (Dec2023)



1Line EV + Pembrolizumab (EV-302)

Powles T et al. Annals of Oncology (2023) 34 (suppl_2): S1254-S1335.



EV-103 dose escalation/cohort A (DE/A): 5y follow-up

Rosenberg J, et al. Annals of Oncology (2024) 35 (suppl_2): S1135-S1169



SAFETY IN THE 1 LINE

Powles T et al. NEJM 2021
van der Heijden MS et al. NEJM 2023
Powles T et al. NEJM 2024
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QUALITY OF LIFE IN 1 LINE

Grivas P et al. Eur Urol 2023
van der Heijden MS et al. NEJM 2023
Milowsky M et al. JCO 2024

Javelin bladder CM 901

EV 302



OVERALL SURVIVAL IN 1 LINE

Powles T et al. NEJM 2021
van der Heijden MS et al. NEJM 2023
Powles T et al. NEJM 2024

Javelin bladder

CM 901

EV 302

Platinum based QT+Avelumab

BSC

mOS: 21.4m
2yOS rate: 50% 

mOS: 14.3m

HR: 0,69 (0,56-0,86) p 0.001

Cisplatin/Gemcitabine/Nivolumab

mOS: 21.7m
2yOS rate: 47%

Cisplatin/Gemcitabine mOS: 18.9m

HR: 0,78 (0,63-0,96) p 0.02

Enfortumab vedotin/Pembrolizumab

Platinum based QT **

mOS: 31.5m
2yOS rate: 60%

mOS: 16.1m

HR: 0,47 (0,38-0,58) p <0.001

Selected population
No PG

Only CIS 
elegible

30,4% received avelumab

20% received avelumab

CG: mOS: 14m
2yOS rate: 20% 



Nectin-4 expression and response to 1L EV + P

Powles T, et al. Annals of Oncology (2024) 35 (suppl_2): S1135-S1169



FUTURE 1L: TARGETING HER2/FGFR

Galsky M, et al. Annals of Oncology (2024) 35 (suppl_2): S1135-S1169



FUTURE 1L: TARGETING HER2/FGFR

Koshkin VS, et al. Annals of Oncology (2024) 35 (suppl_2): S1135-S1169



CONCLUSIONS

Patients diagnosed with mUC: 
25% do not reach the first line therapy
50% never get second-line therapy 
75% never get 3rd line therapy

The relevance of giving the best therapy first.

Different treatment combination therapies have demonstrated a significant improvement in OS in the first-
line/maintenance setting
▪ EV plus Pembrolizumab: considered the new SoC.
▪ Cisplatin-based chemotherapy plus Nivolumab
▪ Platinum-based chemotherapy → maintenance Avelumab

Novel trials on adjuvant and neoadjuvant including CT + IO combinations (and even ADC) will change the 
treatment sequence in those patients. 
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