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Therapeutic landscape in muscle-invasive UC

Witges J.A, EUA Guidelines 2023



Hautmann RE et al, Eur Urol 2012
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Therapeutic landscape in muscle-invasive UC

Witges J.A, EUA Guidelines 2023



Grossman HB et al. N Engl J Med 2003; 349:859

Neoadjuvant QT:   SWOG 8710

MVAC x 3 -> RC vs RC
N= 317, cT2-4aN0M0

77 vs 46 months

SG HR 1.33
SG  5 a MVA : 57%
SG  5ª CG      :   43%
P bilateral =    0.06

P unilateral=    0.044
SLP HR 1.66, p=0.002 



Winquist E, et al. J Urol. 2004 Feb;171(2 Pt 1):561-9. Advance Bladder Cancer Meta-analysis Collaboration. Eur Urol 48 (2005) 202–206

Neoadjuvant QT:   Meta-analysis



Pfister C, et al. Ann Oncol 2021;32(suppl_5):S678-S724.
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VESPER trial

Pfister C, et al. ASCO 2023

Vesper Trial



Therapeutic landscape in muscle-invasive UC

MIUC T2-T4a: Realizar QT neoadyuvante
basada en Cisplatino siempre que sea posible



Neoadjuvant Cisplatin-Based Chemotherapy

• Meta-analyses show an absolute 5-yr OS improvement of 5%-8% with NAC

• dd-M-VAC and GC are both standard options

• High risk of recurrence despite NAC and surgery

• 50% of patients deemed ineligible for NAC

• Lack of neoadjuvant treatment options for cisplatin-ineligible patients with MIBC

Vale. Eur Urol. 2005;48:202. Galsky. Cancer. 2015;121:2586. Flaig. Clin Cancer Res. 2021;27:2435. 
Yin. Oncologist. 2016;21:708. Jiang. Nat Rev Urol. 2021;18:104.



Powles T, et al. Nat Med 2019;25(11):1706.
Necchi A, et al. Eur Urol 2020;77(4):439.

Van Dijk N, et al. Nat Med 2020 [online ahead of print].
Gao J, et al. Nat Med 2020 [online ahead of print].

Weis XX, et al. J Clin Oncol 2020;38(suppl 

6;abstr507).

IO neoadjuvant studies

✓ > 90% patients 
underwent radical 
cystectomy

✓ Neoadjuvant IO did 
not delay planned 
surgery

✓ No unexpected  
toxicities



1. Neoadjuvant qt

2. Adjuvant qt

3. Adjuvant immunotherapy



Therapeutic landscape in muscle-invasive UC

Witges J.A, EUA Guidelines 2023



Adjuvant Chemotherapy



• Análisis combinado con resultado de metanálisis de 2014
• Reducción del riesgo de muerte: 23% Sternberg CN et al, Lancet Oncol 2015;16:76

Adjuvant QT meta-analysis



Adjuvant Chemotherapy

1. ABC Meta-Analysis Collaborators Group. Eur Urol. 2022; 81:50. 

HR 0.82; 95%IC 0.70-0.96; p=0.02 N=1183 (10 RCTs)



Unmet needs in high-risk MIBC

- High risk of recurrence and mortality in MIUC

- Cisplatin ineligibility (Neo and adjuvant scenario)

- Barriers to implement perioperative treatment

- High risk of relapse although perioperative QT + RC



Are these the only criteria that we use?

- Age

- Other comorbidities→

Lancet Oncol. 2011 Mar;12(3):211-4



How do we treat our patients?

Pfail J.L Bladder Cancer 6 (2020), 265-276



Grossman	HB,	et	al.	N	Engl J	Med 2003;349:859.
Herr HW,	et	al.	J	Clin Oncol 2004;22:2781.

International	Collaboration	of	Trialists et	al.	J	Clin Oncol.	2011;29:2171–2177.

Unmet needs in high-risk MIBC
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How can we improve these results?



1. Neoadjuvant qt
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Adjuvant phase 3 trials with CPI in MIBC

Nadal R & Apolo A. Curr Treat Options 2019

Phase 3 Immunotherapy studies in adjuvant setting
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Nadal R & Apolo A. Curr Treat Options 2019

Phase 3 Immunotherapy studies in adjuvant setting



What is the high risk population?

No prior NAC QT:

≥ pT3 or pN+

If prior NAC:

≥yT2 or ypN+



≥ pT3 or pN+
 or

≥yT2 or ypN+ if prior 
NAC

PD1/PD-L1 blockade

Placebo or observation
NCT05450331 (Imvigor010)

NCTO2632409 (CheckMate274)
NCT03244384 (AMBASSADOR)





IMvigor010 Study Design

Hussain M, ASCO 2020



DFS in ITT Population

9

Data cutoff: November 30, 2019. Median follow-up: 21.9 mo. a Stratified by post-resection tumor stage, nodal status and PD-L1 status. b 2-sided.

Atezolizumab

Observation

D
F

S

Months

Atezolizumab

(N = 406)

Observation

(N = 403)

DFS events, n (%) 212 (52) 208 (52)

Median DFS (95% CI), mo 19.4 (15.9, 24.8) 16.6 (11.2, 24.8)

18-mo DFS rate (95% CI), % 51 (46, 56) 49 (44, 54)

DFS HR (95% CI)a 0.89 (0.74, 1.08); P = 0.2446b

Hussain M. IMvigor010 primary analysis [abs 5000]. https://bit.ly/2SKSAD3

Hussain M, ASCO 2020

Imvigor 010: DFS in ITT Population



Hussain M, ASCO 2020

Imvigor 010: DFS by PD-L1 status



Checkmate 274: Study desing

Galsky MD, ASCO GU 2023
Minimum follow-up of 31.6 months (median follow-up, 36.1 months) 



Bajorin DF, N England J Med 2021; 384: 2102-2114

Select baseline demographic and clinical characteristics



Disease-free survival (Primary endpoint)

Galsky MD, ASCO GU 2023



Disease-free survival (Primary endpoint)

Galsky MD, ASCO GU 2023



Disease-free survival by subgroup in the ITT

Galsky MD, ASCO GU 2023



Galsky MD, ASCO GU 2023

Distant metastasis-free survival



Summary of efficacy outcomes over time

Bajorin DF, N England J Med 2021; 384: 2102-2114; Galsky MD, ASCO GU 2023



Safety summary in all treated patients

Galsky MD, ASCO GU 2023
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Tumor PD-L1 ≥ 1% population

CheckMate 274: Quality of life

No deterioration in HRQoL (physical functioning) with NIVO versus PBO was observed 
in either the ITT or PD-L1 ≥ 1% populations

• Linear mixed-effect model for repeated measures LS mean change from baseline in HRQoL in physical functioning for the EORTC QLQ-C30 evaluable ITT and PD-L1 ≥ 1% populations. 
• EORTC QLQ-C30, European Organization for Research and Treatment of Cancer Quality of Life Questionnaire; FU, follow-up; HRQoL, health-related quality of life; LS, least squares; NIVO, nivolumab; PBO, placebo; PD-L1, programmed 

death ligand 1. 
• Witjes JA et al. Eur Urol Oncol. 2022;S2588-9311(22)00028-1. under the creative Commons Attribution 4.0 International License (http://creativecommons.org/licenses/by/4.0/)



Therapeutic landscape in muscle-invasive UC

Version 2.2023 NCCN Guidelines



• EMA, European Medicines Agency; MIUC, muscle-invasive urothelial carcinoma; PD-L1, programmed death ligand 1.
• European Medicines Agency, 2022. Accessed July, 2022. https://www.ema.europa.eu/en/medicines/human/EPAR/opdivo. 



Resolución definitiva de Financiación Nivolumab Adyuvante



Gaslky MD, Eur Urol Feb 2023

PD-L1 Determination



Galsky et al. ASCO GU 2022

PD-L1 Determination



Biomarkers?







Neoadjuvant
chemo 

Cistectomy ≤ypT1/ypN0 Follow up

Neoadjuvant
chemo 

Cistectomy ≥ypT2/ypN+

High-risk BC/PD-
L1≥1%:

Assess Nivolumab 
treatment

Cistectomy

Cistectomy

pT3-4/pN+
Cisplatin-eligible

pT3-4/pN+
Cisplatin-ineligible

Assess Cisplatin-based 
chemo

High-risk BC/PD-
L1≥1%

Assses Nivolumab 
treatment 

Muscle-invasive bladder cancer treatment

• Presenter’s personal adaptation from EAU and ESMO guidelines based on clinical expertise.
BC, bladder cancer; chemo, chemotherapy; NIVO, nivolumab. 1. The European Association of Urology (EAU) Guidelines Panel (2022). EAU Guidelines on Muscle-invasive and metastatic bladder cancer. Accessed July 2022. https://uroweb.org/guidelines/muscle-
invasive-and-metastatic-bladder-cancer. 2. Powles T et al. Ann Oncol. 2022;33:244–258. 



Conclusiones

• Ca urotelial músculo–invasivo presenta una alta tasa de recurrencia y mortalidad

• QT basada en Cisplatino mejora la SG, no siempre es posible 

• Nivolumab mejora la DFS en población ITT y PD-L1 positivo

• Indicación pacientes alto riesgo (≥ypT2 y/o ypN+ tras Nac o pT3/4 y/o pN+ sin NAC)

• Es necesario un abordaje multidisciplinar para un plan terapéutico integral



Muchas gracias¡¡¡

Dr. Ovidio Fernández Calvo

Servicio Oncología Médica

Complejo Hospitalario Universitario Ourense
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