
Urothelial Carcinoma: 
Highlights 2019

Daniele Raggi
Fondazione IRCCS Istituto Nazionale dei Tumori, Milano, Italy

European Association of Urology – Research Foundation



Goals of treatment and treatment options vary by type of 

disease at diagnosis 

Main goals 

of treatment

Current 

treatment 

options

• Curative intent 

• Reduce recurrence

• Prevent progression to more 

advanced stage

• Curative intent 

• Reduce recurrence

• Prevent progression to more 

advanced stage

• Prolong quantity and 

quality of life

• TURBT

• Intravesical therapy

• Cystectomy

• TURBT

• Partial or radical cystectomy

• Neoadjuvant and adjuvant 

chemo/immunotherapy

• Radiotherapy

• Chemotherapy

• Immunotherapy

• Radiotherapy

• Clinical trials

Non-muscle-

invasive disease

Muscle-invasive 

disease

Metastatic 

disease



Non-Muscle Invasive BCa

From 2016 White Paper of Bladder Cancer
http://www.ecpc.org/da/pressroom/events/icalrepeat.detail/2016/04/20/60/119/launch-of-ecpc-paper-on-bladder-cancer



NMIBC – Overview

• Bladder carcinoma is the most common malignancy of the urinary 
tract

• 75-85% of patients present with non-muscle invasive bladder 
cancer (NMIBC) – disease confined to the mucosa (stage Ta, CIS) or 
submucosa (stage T1)

• Probability of recurrence and progression of NMIBC is proportional 
to
– Grade

– Stage

– BCG unresponsiveness



Risk group stratification of NMIBC

Babjuk M, et al. Eur Urol 2017;71:447-461



Treatment recommendation:



• Compounds used in BCG-unresponsive high risk NMIBC

BCG refractory NMIBC – Overview

Author Journal Year Intervention Response Timing of 1st eval

McKiernan JCO 2006 Docetaxel 56% CR
11% PR
33% NR

10 weeks

McKiernan J Urol 2014 Nab-paclitaxel 35.7% CR 12 weeks

Skinner J Urol 2013 Gemcitabine 47% CR 3 mo

Steinberg J Urol 2000 Valrubicin 21% CR
15% Ta residual

3 mo



KEYNOTE-057: Single-Arm, Open-Label Phase 2 Study 
(NCT02625961) 



Checkmate 9UT: Phase 2 Trial of 

Nivolumab ±BCG ±IDOi in High-Risk, 

BCG-Unresponsive NMIBC

Clinicaltrials.gov. NCT03519256. Accessed October 5, 2018 Clinicaltrials.gov. NCT03528694. Accessed October 20, 2018

POTOMAC: Durvalumab+ BCG in 

High-risk, Naïve NMIBC



Muscle Invasive Bladder Cancer





PURE-01: Neoadjuvant pembrolizumab before radical cystectomy for MIBC

• Fit and planned for 
cystectomy

• Predominant (i.e. 50% at 
least) UC histology 

• cT≤3bN0 stage
• Residual disease after TURB 

(surgical opinion, cystoscopy 
or radiological presence) 

• GFR ≥20 ml/min (Cockcroft –
Gault formula)

• ECOG-PS 0-1

3×3 weekly cycles of 
pembrolizumab 200 mg IV

• Cystectomy

• Post-cystectomy 
management according to 
EAU guidelines

• Survival data collected 
until 2-y post cystectomy

Pre-post treatment tissue/blood sample collection for 
biomarker analyses

Pre-post treatment imaging: multiparametric bladder MRI 
(mpMRI); 18FDG-PET/CT scan,  T/A CT scan

• Pathologic complete response (pT0) in ITT population is the primary endpoint 
• The H1 is pT0 ≥25% and H0 pT0≤15%
• 71 pts will be enrolled, with 43 pts at first stage according to MinMax design
• pT0 limits for H0 rejection: 6 (1st stage); 14 (2nd stage)
• 80% power and a one-sided test of significance at the 10% level
• Data cut-off: May 10th, 2018: Median Follow-up: 8 months

Additional DD-MVAC x 4 cycles in non-
responding pts (investigator choice)





ABACUS: A phase II study investigating the safety and efficacy of 
neoadjuvant atezolizumab in muscle invasive bladder cancer

Castellano D, et al. Annals of Oncology (2018) 29 (suppl_8): viii303-viii331. 10.1093/annonc/mdy283





Single-Agent Therapy Country Eligibility
Cisplatin
Eligibility

Trial Identifier Status

• Pembrolizumab (PURE-01) Italy T2-3aN0M0 Yes NCT02736266 Has results

• Pembrolizumab (PANDORE) France T2-4N0 or Nx No NCT03212651 Enrolling

• Atezolizumab South Korea T2-4aN0M0 N/A NCT03577132 Enrolling

• Atezolizumab United States T<2, T2-4N0M0 No NCT02451423 Enrolling

• Avelumab (BL-AIR) United States T2-4aN0M0 No NCT03498196 Enrolling

• Atezolizumab (ABACUS) Europe T2-4aN0M0 No NCT02662309 Has results

Immune Combination Therapy

• Nivolumab/urelumab United States T2-4aN0M0 No NCT02845323 Enrolling

• Nivolumab/ipilimumab (NABUCCO) Netherlands T3-4N0 or N+ No NCT03387761 Enrolling

• Durvalumab/tremelimumab vs. chemotherapy 
(DUTRENEO)

Spain T2-4N0 or N1 Yes NCT03472274 Enrolling

• Durvalumab/tremelimumab (NITIMIB) Switzerland T2-4N0 or N+ No NCT03234153 Enrolling

• Durvalumab/tremelimumab MDACC T2-4aN0M0 No NCT02812420 Enrolling

• Nivolumab  ipilimumab (CA209-9DJ) MSKCC T2-4aN0M0 No NCT03520491 Enrolling

• Durvalumab + olaparib (NEODURVARIB) Spain T2-4aN0M0 No NCT03534492 Enrolling

Chemoimmunotherapy Combinations

• Nivolumab + gemcitabine/cisplatin (BLASST-1) United States T2-4aN0M0 Yes NCT03294304 Enrolling

• Avelumab (AURA)  chemotherapy Belgium T2-4N0 or N+ Yes/No NCT03674424 Enrolling

• Pembrolizumab + gemcitabine/cisplatin United States T2-4N0 or Nx Yes NCT02690558 Enrolling

• Pembrolizumab + gemcitabine/cisplatin Indiana University T2-4aN0M0 Yes NCT02365766 Has results

• Nivolumab + gemcitabine/cisplatin
Hoosier Cancer 

Research Network
T2-4aN0M0 Yes NCT03558087 Enrolling

• Chemotherapy vs. chemotherapy + nivolumab, 
BMS-986205 (CA017-078)

Multicenter 
international

T2-4aN0M0 Yes NCT03661320 Enrolling

• Durvalumab + tremelimumab + dose-dense MVAC 
(NEMIO)

French multicenter T2-4aN0-1M0 Yes NCT03549715
Not yet 

enrolling

Overview of Ongoing Selected Neoadjuvant Trials in MIBC



1L metastatic setting





• Key cohort 1 inclusion criteria: 
– No prior treatment for mUC (> 12 months since perioperative chemotherapy)
– ECOG PS 0-2 
– Cisplatin ineligibility based on ≥ 1 of the following:1 GFR < 60 and > 30 mL/min (Cockcroft-Gault), Grade ≥ 2 hearing loss (25 dB at 2 

contiguous frequencies) or peripheral neuropathy, ECOG PS 2

• Endpoints: 
– Primary: confirmed ORR per RECIST v1.1 (central IRF)
– Key secondary: DOR, OS, safety

Phase II IMvigor210 & KN052 Study Design and Objectives

• Inoperable locally advanced 
or metastatic UC

• Predominantly UC histology

• Tumor tissue evaluable for 
PD-L1 testinga

Cohort 1 (N = 119):
1L cisplatin ineligible

Cohort 2:
Platinum-treated 

mUC

Atezolizumab 1200 mg IV q3w 
until RECIST v1.1 progression

Atezolizumab 1200 mg IV q3w 
until loss of clinical benefit

Balar AV et al, Lancet. 2017 Jan 7;389(10064):67-76
Balar AV, et al. Lancet Oncol 2017; 10.1016/S1470-2045(17)30602-2



Clinical Trials: First-Line Metastatic Bladder Cancer

Study Agent Phase and Type Primary Endpoint

MK3475-361/
KEYNOTE-3611

Pembrolizumab +/-
chemotherapya

vs chemotherapy

3
Randomised, controlled

PFS,
OS

IMvigor1302 Atezolizumab +/- chemotherapya

vs chemotherapy
3

Randomised, controlled

PFS,
OS,

% with AEs

DANUBE3 Durvalumab +/- tremelimumab
vs SOC chemotherapy

3
Randomised, 

open label

PFS,
OS

CheckMate9014

Galsky MD et al. TPS 539

Nivolumab+Ipilimumab vs
chemotherapy +/- IO

3
Randomised, 

open label

PFS,
OS

NILE
Durvalumab +/- tremelimumab + 

chemo vs chemo

3
Randomised,

open label

PFS, 
OS













≥2L metastatic setting



Outcomes of IMvigor211 - Efficacy

Powles T. et al, Lancet 2017 & GU-ASCO 2018

US FDA and EMA approval for 
Atezolizumab in platinum-treated, 
advanced UC

US FDA and EMA approval for
Pembrolizumab in platinum-treated, 
advanced UC

Bellmunt J. et al, NEJM 2017 & GU-ASCO 2019

Outcomes of Keynote-045 - Efficacy





Is FGFR Mut/Fus a favorable feature in mBCa?

Robertson et al., 2017, Cell 171, 1–17

McConkey D, et al. Hematol Oncol Clin North Am. 2015;29:377-394; Sharma P, et al. Lancet 
Oncol. 2017;18:312-322; Rosenberg JE, et al. Lancet. 2016;387:1909-1920; Balar AV, et al. 
Lancet. 2017;389:67-76; Siefker-Radtke AO, et al. 2018 Genitourinary Cancers Symposium, 
Abstr 450















Patient journey and therapeutic options across the clinical stages

MIBC/1L 
metastatic

• Neoadjuvant
IO/Adjuvant 
IO/1L Cisplatin-
base chemo first

Cis-
ineligible/treated 

pts, FGFR-
mut/fus+ tumor

Erdafitinib or pan-
FGFR inhibitor-

first

Cis-
ineligible/treated 

pts, FGFR wild-
type tumors

ICI first option

(IO combo?)

ICI progression, 
FGFR wild-type

Enfortumab
Vedotin1

Continue ICI

Salvage chemo

1. Petrylak DP, et al. ASCO Annual Meeting 2019FGFR: fibroblas growth-factor receptor; ICI: immune checkpoint inhibitors; IO: immune-oncology; 
MIBC: muscle-invasive bladder cancer
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