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MULTIDISCIPLINARY Approach to Advanced Bladder Cancer

Adapted from MDT Guidance for Managing Bladder Cancer, 2nd edition. 
http://www.baus.org.uk/_userfiles/pages/files/Publications/MDT%20Guidance%20For%20Managing%20Bladder%20Cancer%202013.pdf
. Published January 2013. Accessed February 15, 2017.
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(All these factors need to be present)

(Any of these factors need to be present)

EAU Guidelines, 2017 Update. Eur Urol 2018



PURE-01 study (NCT02736266), UTUC cohort, ID#01
Baseline pre-therapy urinary tract mpMRI
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EAU Guidelines, 2017 Update. Eur Urol 2018



Pooled results from 2 retrospective studies found a 59% benefit in disease-specific
survival (HR=0.41, P= .005)

Author Year Study Type N Regimen pT0 %

Porten 2014 Retrospective 29 Various 13.8

Matin 2010 Retrospective 43 Various 14

Youssef 2011 Retrospective 18 MVAC/GC 27.8

Igawa 1995 Retrospective 15 Various 13

Margulis 2009 Retrospective 47 Various 10.6

McConkey 2015 Prospective 16 DD-MVAC+Beva 38

Hoffman-Censits 2014 Prospective 10 Accelerated MVAC 10

Leow JJ et al, Eur Urol 2014



N=208 RNU alone
N=32 NAC+RNU

Retrospective study from the Johns Hopkins University

Liao RS, et al. J Urol 2018;200:68-73



Hoffman-Censits J, et al. AUA 2018



Hoffman-Censits J, et al. AUA 2018



Neoadjuvant trials for upper tract urothelial carcinoma

Agents Sponsor
ClinicalTrials.gov 

Identifier
Patient

Selection
Design

Primary
Endpoint

Sample 
Size

Gem-Cis
Xiangya Hospital of 

Central South 
University

NCT02876861
High grade 

UTUC
Single arm

Phase 2
OS 50

Durvalumab + 
Tremelimumab

MDACC, MedImmune NCT02812420

High risk
UTUC, 
CDDP-

ineligible

Single arm
Phase 2 Safety 15

Gem-Cis MSKCC NCT01261728
High grade 

UTUC

Single arm
Phase 2

Path
Response

54

Gem-Carbo; DD-
MVAC

ECOG-ACRIN NCT02412670
High grade 

UTUC

Non-
randomized

Phase 2
pCR 60

Pembrolizumab INT Milano NCT02736266
High grade 

UTUC
Single arm

Phase 2
pCR 20



PURE-01 (NCT02736266) – UTUC cohort: Neoadjuvant pembrolizumab

before RNU

Cytologically of histologically-

confirmed diagnosis of high-grade 

UC 

Clinical stage cN0 cM0

“High risk” per modified EAU 

guidelines (i.e., excluding the 

previous radical cystectomy factor),  

defined 

No prior systemic therapies.

No prior of concomitant evidence of 

UC of the  bladder (i.e., negative 

cystoscopy is mandatory)

ECOG performance status 0 to 2.

Adequate end-organ function tests.

3×3 weekly cycles of 

pembrolizumab 200 mg IV
• RNU

• Post-RNU 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 

• 20 pts will be enrolled

ANDREA NECCHI



How Emerging Clinical Data Will Impact the European 
Treatment Algorithm for MIBC

Eligible for 
cisplatin?

NACT

ACT

Consider 
clinical trial 

of new 
or more 

tolerable 
therapy 

PS 0-1
GFR ≥60 mL/min

Standard 
chemotherapy: 

GC, MVAC, 
DD-MVAC

PS 2 or
GFR <60 mL/min

No
chemotherapy:

Radical cystectomy upfront

Consider trimodality treatment

PS ≥2 and
GFR <60 mL/min

NO chemotherapy

No radical cystectomy:
Consider trimodality treatment or 

RT alone

Yes No

Observation

PS 0-1 PS ≥2

Consider immune checkpoint inhibitor therapy

Standard cisplatin-based adjuvant chemotherapy

Consider clinical trial

Available at: http://ime.peervoice.com/v/index.html?collection=505202977-2-2&presentationid=p1&Promocode=860#main



Adjuvant chemotherapy for Upper Tract UC:

• Pooled overall survival benefit (HR=0.43, 95% CI: 0.21–0.89, P= .023), across 3 cisplatin-based studies.
• 57% benefit in OS among those treated with adjuvant chemotherapy compared with controls.

OS DFS

Leow JJ, Eur Urol 2014



N=36
Unique prospective study of adjuvant chemotherapy for UTUC 

Local control is a concern
Any role for Adjuvant chemoradiation?



Seisen T, et al. J Clin Oncol 2017;35:852-860

Conflicting results with the use of adjuvant chemotherapy after RNU

ACT

No ACT

Necchi A, et al. ESMO 2017, abstr. 865P

Propensity score-matched overall survival 
curves according to the study group



Results of POUT - A phase III randomised trial of peri-operative chemotherapy versus surveillance in upper tract urothelial cancer (UTUC) 

Presented By Alison Birtle at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care
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28

IO Therapy/Study Phase/N Study Arms Primary Endpoints Secondary Endpoints
Estimated Primary 
Completion Date

Nivolumab1

CheckMate 274
(NCT02632409)

Phase 3

N=640
• Nivolumab (adjuvant)
• Placebo

• Disease-free survival

• Non-urothelial track 
recurrence-free survival

• Disease-specific survival
• OS

April 2020

Pembrolizumab2

AMBASSADOR
(NCT03244384)

Phase 3

N=739
• Pembrolizumab (adjuvant)
• Observation 

• Disease-free survival
• OS (up to 5 years)

• Disease-free survival and OS 
in PD-L1+ and PD-L1-

patients
February 2019

Atezolizumab3

IMvigor010
(NCT02450331)

Phase 3

N=700

• Atezolizumab (adjuvant)
• Observation

• Disease-free survival

• Disease-specific survival 
• OS
• Distant metastasis-free 

survival
• Non-urinary tract 

recurrence-free survival
• Safety, QoL
• PK, immunogenicity

October 2019

1. Study NCT02632409. ClinicalTrials.gov website. Accessed July 24, 2017. 2. Study NCT03244384. ClinicalTrials.gov website. Accessed July 24, 2017 3. Study 
NCT02450331. ClinicalTrials.gov website. Accessed July 24, 2017. 

Ph3 Adjuvant/ Registrational Studies in MIBC



Previous 
Neoadjuvant

chemotherapy

Cystectomy
RNU

• pT3-4 and/or pN1-
3 stage 

• FGFR alterations
(FoundationOne
test)

Adjuvant 
treatment for 

12 months

Primary Endpoint: Relapse-free survival; N=56
(100 pts screened)

Open-label, single-arm, Phase II study, evaluating safety and efficacy of INCB054828 as
adjuvant therapy for molecularly-selected, high-risk patients with urothelial carcinoma who
have received neoadjuvant chemotherapy and surgery

Power: 0.90; Alpha: 0.10; H0: 2-year RFS: 30%; H1: 2-year RFS: 45%
Follow-up duration: 2 years

Study sponsor: EAU-RF
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