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™ Muscle invasive bladder cancer

T3a

Envahissement ; )
T2 microscopique du tissu Muscle invasive
Carcinome périvésical bladder cancer MIBC
envahissant v

la musculeuse < _T3b
" Envahissement extra-
vésical macroscopique

B ——
: Carcinome envahissant la
v prostate, l'utérus ou le vagin

Carcinome envahissant
la paroi pelvienne ou abdominale

Non Muscle invasive
bladder cancer NMIBC

1. INCa CCAFU. Recommandations en cancérologie urologique 2013.

ICARS:




"8 Current management of localized MIBC

) . Neoadjuvant period e Adjuvant period
Improving disease ) : Consolidating local _ _
TURBT disease control disease control




.What can we expect from neoadjuvant CT for local control?

Outcome

2 . Consistent correlated
ACTIVITY in perspective data in the with dose

control arm intensity?
SWOG-1314 VESPER |SWO0G-1314 | SWOG-8710

Plimack Choueiri

GC (x4) GC (x4) dd-MVAC (x6) ddMVAC (x4) dd-MVAC (x9) AMVAC (x3) dd-MVAC (x4) dd-MVAC (x3)
N 218 82 N 219 85 153 44 39 31
ypTO NO 36 35 ypTO NO 42 32 38 38 26 32
ypTis,Taor T1 ypTis,Ta or
and ypNO 14 15 T1 and ypNO 21 24 44 16 49 13
2ypT2or
2ypT2 or ypN+ 50 50 ypN+ 36 44 56 48 51 NR
Study VESPER BLASST-1 LCCC1520 Funt
dd-MVAC (x6) CG +Nivo(4) CG + Pembro(4) CG + Atezo (4)
How does
N 219 41 39 39
VESPER data

compare with ypTO NO 42 49 36 44 Pﬁste;__ C. 0113:/ Esmoczozéa ﬂAbsl’lzacl gggo
| tal Cl 1
novel chemo + 10 e Taor T Grossman HB, o al. N Engl J Med 2003
’ Plimack ER, et al_ J Clin Oncol 2014
combos? and ypNO 21 51 21 25 Ch:‘ugm, TK, gt :I J cn:g 0223. 2014
Anan F, et al Eur Urol Oncol 2018
Gupta S, et al ASCO GU 2020
2 ypT2 or ypN+ 36 0 41 28 Ros:th, etoalaJ Clin Oncol 2021

Funt SA, et al ASCO 2021



" pCR : asurrogate endpoint —associated with outcome

Survival of patients with or without pCR after NAC

1.0

~
. —— PCR (N=314; 41 died)
\ -~ pRD (N=1239; 646 died)
© \
S .
\ =y ‘\ 3
. Path CR
s AN log rank test p value <0.0001 " i
g S
3 N
n
{ o3
g -
s <1  TTTe=-elll
s ° |  Semseal_l
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e _

~

o

o _

o

I I I I I
0 2 4 6 8 10

Years since cystectomy Waingankar et al, Urol Oncol, 2019

A pathological CR is achieved in ~30-40% of patients with cisplatin-

based NAC for MIBC and is associated with favorable outcomes




Unfortunately

pathological staging is

only determined after

the bladder has already ...

mall intestine

been removed...

kidney

i AR

small intestine rejoined

bladder removed



RADICAL CYSTECTOMY

Gold standard treatment for MIBC

Summary of evidence LE
For MIBC, offer radical cystectomy (RC) the curative treatment of choice. 3
Recommendations Strength rating

Offer RC in T2-T4a, NOMO, and high-risk non-muscle-invasive BC.

Strong

EAU Guidelines on

Muscle-invasive

and Metastatic
Bladder Cancer

We possibly overtreat +/- 30-40% of patients after NAC !

What about bladder preservation strategies?

ICANS

Hau

tmann et al, Eur Urol 2012



“The best bladder you will ever
have Is the one you are born with”

(even if it has had an aggressive
TURBT and some radiation)

Anthony Zietman



"N Bladder preservation strategies

One patient out of two is not suitable for surgery

2ot

(CDDP
regimen)

N=133

30% NMIBC  30% MIBC RC >>EBRT 40 % pCR ; 5y OS =49 %

Sq

Recommendation Strength

rating
ed bladder | Strong

Do not offer transurethral rese

1ICANS




W Trimodality approach

European Association of Urology

Collaborative Review - Bladder Cancer

Critical Analysis of Bladder Sparing with Trimodal Therapy in
Muscle-invasive Bladder Cancer: A Systematic Review

Guillaume Ploussard “*, Siamak Daneshmand’, Jason A. Efstathiou, Harry W. Herr ¢,

Continuous course

Concurrent chemotherapy
<

Radiation to full dose

" Cystoscopic assessment |

Maximal TUR

Nicholas D. James™", Claus M. Rédel’, Shahrokh F. Shariat ¢, William U. Shipley*,
Cora N. Sternbergé, George N. Thalmann’, Wassim Kassouf '

Split course

Induction

Concurrent chemotherapy

radiation to about 40 Gy

[ Cystoscopic assessment

. with biopsies y ‘w/nhbumi?
Complete Incomplete Incomplete Complete
response response response response

v __
‘ Salvage cystectomy | ) Consolidation radiation to full |
dose
Concurrent chemotherapy
Surveillance J [ Surveillance ]




" Results : retrospective / prospective trials

Table 1 - Published series of trimodal therapy for bladder preservation: homogeneous treatment regimens

Design and follow-up Stage No. of Concomitant RT R Salvage css °
patients chemotherapy rate cystectomy rate

Large sample size (50 patients) series

Continuous T2-T4a 182 5-FU, MMC x2 55CGy or - 114% (at 2 yr) - Syr: 48
Phase 3 NO 64 Gy
(second arm: RT alone) (Neoadjuvant
chemotherapy: n=57)
69.9 mo
Tunio et al, 2012 [20] Continuous T2-T4 NO/Nx 200 Cisplatin weekly 65 Gy 93% - - 5yr: 52
Phase 3
ST
S5yr
Shipley et al, 1998 [58] Split T2-T4a NO/Nx 62 Cisplatin x3 64.8 Gy 60% 258% - Syr: 49
Phase 3 (second arm:
chemotherapy-RT with ST
neoadjuvant
chemotherapy)
60.0 mo
Housset et al,, 1993 [16] Split T2-T4 NON1: n=4 54 Cisplatin + 5-FU x4 4 Gy 74% N/A™ 3 yr: 62 3yr: 59
Phase 3
BID
27 mo
PHASE 2 OR RETROSPECTIVE STUDIES
Lagrange et al, 2011 [51] Split T2-T4a NO/Nx 51 Cisplatin + 5-FU x3 63 Gy - 8yr: 36
ST
8yr
Gogna et al., 2006 [56] Continuous T2-T4a 113 Cisplatin weekly 63-64 Gy 70% 15% 5yr: 50 -
Phase 2 NO/Nx
<10 cm ST
23 mo T
Kragelj et al., 2005 [57] Continuous T2-T4a 84 Vinblastine weekly 63.8-64 Gy 78% 83% 9 yr: 51 9yr: 25
Phase 2 NO/Nx (i)
T1 ST
103 yr

Weiss et al., 2007 [30] Continuous T2-T4a 112 Cisplatin + 5-FU x2 55.8-594 Gy 88% 17% 5yr: 82 S5yr: 74

I - Retrospective NO/N1: n=58
‘ S ST (for T2-4: 73) (for T2-4: 63)
A N 27 mo Ti:n=54



™ Who is the good candidate ?

Patient Selection For Bladder Preservation

Preferred or Ideal Less than Ideal Relative Absolute
Contraindications Contraindications
T2 . T3a . T3b-T4a . T4b

No hydronephrosis

No CIS

Visibly complete
TURBT

Unifocal tumor

Good bladder function
and capacity

»  Incomplete
TURBT

. Multifocal tumor

. Poor bladder
function or
capacity

+  Diffuse CIS

«  Lymphnode
positive
disease

Tumor-Related
Hydronephrosis

Prior pelvic radiation
therapy

Not a candidate for
chemotherapy

Prostatic stromal invasion

The one likely to have complete response

Premo et al, Urol Clin North Am 2015



™ Who is the good candidate ?

Patient Selection For Bladder Preservation

Preferred or Ideal

Absolute

Contraindications

« T2
*  No hydronephrosis
« NoCIS

*  Visibly complete
TURBT

' Unifocal tumor

' Good bladder function
and capacity

Less than Ideal Relative
Contraindications
+ T3a T3b-T4a
»  Incomplete Diffuse CIS
TURBT
Lymph node
*  Multifocal tumor positive

disease
. Poor bladder

function or
capacity

T4b

Tumor-Related
Hydronephrosis

Prior pelvic radiation
therapy

Not a candidate for
chemotherapy

Prostatic stromal invasion

Trimodality approach is an alternative for

selected patients !!

Premo et al, Urol Clin North Am 2015



What’s new in 2021 : Recent results

Abstracts 4504 & 4505: Combining RT and Immune-checkpoint inhibition

Balar AV, et al, abstract 4504

Assessment
of Response
| [ KEY ELIGIBILITY )
fmTE—“'f‘ l 4 WEEKS CHEMORADIATION —
ML.JC :I:Io ogy; 52 Gy x 20 Fx Bladder Only of Tumor e -,
Ixe jowe! : . y D
— ; — w Gemcitabine 27 mg/m2 / = CAER
o CcT2-T4aNOMO Pembro o Maximal . Bed y )
. ECOG PSOor1 200 mg IV ;23%;;/ TURBT 3'4*%‘} Twice Weekly on M/Th or Tu/F : 4 \ Rad josensitizi ng effect Of
+ RCineligible/ -~ uey checkpoint inhibition
refusing / - -
* No Perioperative 0 1V every ks o3 dese. Pl’lmary Endp0|nt. CCR (4505)

\ Chemox ) CTMRAP |

w Contrast

; . Systemic tumor control of 10 added
Garcia del Muro X, et al, abstract 4505 2 to a putative abscopal effect of
Complete y local RT

DURVALUMAB 1500 mgiv =~ Response: " Primary Endpoint: BI-DFS (4504)

Bla
+
Q4W x 3 cycles / pre

TREMELIMUMAB 75 mg iv
—_— T 11 TUR S
TUR == l l l m=) | Response No CR 0I‘

ssment | mmmp [elapse
RADIOTHERAPY at doses of 46 Gy Lo s
to the minor pelvis and 64 Gy to the bladder

Dovedi SJ, et al. Cancer Res. 2014
Grimaldi AM, et al. Oncoimmunology. 2014
Solanki AA, et al. Eur Urol Oncol. 2019




" ASCO 2021 : Results

Benchinark
CT/RT study

Treatment (added to TURBT) CT-IO-RT I0-10-RT CT-RT

I
R

Balar Garcia del Muro

Proportion of CR

Treatment eligibility

Addition of immune-related AEs --

Addition of local RT-related
symptoms

12 months

. 88% 73%
Bladder intact DFS WE NEED LONGER FOLLOW UP !!



"8 Ongoing trials of concomitant ChemoR

10

Study Phase  Experimental compound Eligibility Primary endpoint N
NCT03775265 (SWOG/NRG-1806)? 1] Atezo T2-T4a NO MO BI-EFS 475
NCT04241185 (KEYNOTE-992)3 1 Pembro T2-T4 NO MO 2-year BI-DFS 636
embro —T4a -year Bl-

NCT03617913 [l Ave T2-T4a NO MO CR 27
NCT03747419 [l Ave T2-T4a NO MO CR 24
NCT0266206 (PCR-MIB) [ Pembro T2-T4a NO MO Safety 30
NCT03620435 [l Atezo T2-T4 NO MO Safety 25
NCT03844256 (CRMI) I/11 Nivo; Nivo/lpi T2-T4a NO-1 MO Safety; DFS 50
NCT04216290 (INSPIRE) [l Durva Any T N1-2 MO CR 114
NCT03421652 (NUTRA) [l Nivo T2-T4b NO/+ MO PFS 34
NCT03747419 [l Ave T2-T4 NO MO CR 24
NCT02891161 (DUART) I/1 Durva T2-4 NO-2 MO Safety; PFS/DCR 42
NCT03702179 (IMMUNOPRESERVE) [l Durva/Treme T2-T4 NO MO CR 32
NCT04073160 (TRIO Bladder) I Durva/Treme > DurvaRT T2-T4 NO-3 MO Safety 30
NCT03993249 I Nivo+CRT T2-4a NO MO 2y '°C°§r:frg'|°”a' 78

1. Basile G, et al. Urol Oncol. 2021 Mar 22:S1078-1439(21)00081-8; 2. Singh P, et al. J Clin Oncol 38, 2020 (suppl 6; abstr TPS586);

3. Balar AV, et al. J Clin Oncol 38: 2020 (suppl; abstr TPS5093)




" NEXT STEP : Can we remove any radical local therapy ?

) ) Neoadjuvant period Adjuvant period
Improving disease ) ) . i
downstaging Improving systemic Improving systemic
disease control disease control




= TURBT + chemotherapy Is associated with long-term
bladder-intact survival in a subset of patients

(VB CETETRZ:]

Invasive Local
Relapse Overall Bladder Intact

N (%) N (%) N (%)

8 (29%) 21 (75%) 17 (61%)

5 (33%) 11 (73%) 8 (53%)

0 11 (65%) 0

Herr et al, JCO, 1998



Patients’ adherence to novel
Abstract #4503: HCRN GU16-257 therapeutic options alternative to
surgery/RT is generally high.

44% cT3-4NOMO Important for the next trials design

Balar et al.: 30%

<Ta LG

Normal imaging
(-) cytology

Garcia el Muro et al.: 12%

30 patients

reipatients 31 patients No cystectomy ==p Nivo x 4 mos
Gl 2l 64 patients _ _
] Gemcitabine + Clinical CR % Treatment based on g Adjuvant/malntenance
Cisplatin + O treatment

Nivolumab  Clinical Restaging
X 4 cycles

Cystectomy

3 e Cysto + biopsies -
Urine cytology i 1 patient
MR 33 patients
Cystectomy

Clinical complete response rate = 48% (95% CI 36%, 61%)

Galsky et al, ASCO 2021



" Outcomes of patients with clinical CR

1 - 257-1001

3 3571007

| B 8/30 salvage cystectomy:
Sl 6 pathological reports available
11 257-1022

13 = 257-1037 )

15 2571021 =Y T— Pathological stage N (%)

257-1036

o 2 I Recurrence
17 s ypTONO 1(17%)
19 - 257-1050

257-1025 )
21 — 257-1046 ) Metastatic Recurrence o
257-1049 1 (1 7 A))
23 - e @ Local Recurrence
' 0
25 - 257-1061 1 17 A,
257-1058 @ Cystectomy ( )
27 — 257-1053
ad i > e n olow o 2 (32%)
257-1065
31 = 257-1071

I 1 1 I I I I I I I I I I I T I

1(17%)

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
*opted for immediate cystectomy
Months



™ How can we move forward ?

Tumor imaging
Improve

- mpMRI, Metabolic imaging ... Patient’s selection
144
T

Biomarker

e -Omics, microbiota, ctDNA,...

Improve pCR rate

Use of new drugs l

« ADC, FGFRI

P -
ICANS




MmpMRI : a “tool” to identify cCR ( pCR)

BladderPath trial (N=24 mpMRI)

Patients not randomised: N=166
Patient did not have a tumour: N=161

[ 279 patients registered to 1% October 2020 ]
T

3 Patient had a poor understanding of the study: N=1
Tumour found but not confirmed by investigator: N=1
113 participants randomised Reason not known: N=3 ¥
100 ip with stage or data
Pathway 1 Pathway 2
(standard) (mpMRI-directed)
N=48
{ Underwent MR Underwent MRI e 1
H Pi inemor, i i Underwent :
Likert 1 &2 Likert 3-5 diognosed  } Likert1&2 Likert 3-5 i TURBTinerror :
(probable NMIBC) (possible MIBC) NMIBC, 1 (probable NMIBC) (possible MIBC)  [-»: which diagnosed :
N=25 N=23 i underwent i N=27 N=25 i TINO(N=1).0id §
i TURBTsshowing | i notundergo MRI. }
+ ‘ % NMIBC(Ns2). I v o " -
TURBT TURBT TURBT mpMRI
N=25 N=22 N=25 N=24
Inconclusive
Radiotherapy Cystectomy TURBT
Alone: N=1(12) + Radiotherapy: N=1(T3b) NMIBC: N=8 Alone: N=1(T2N0) N=1(TINO)
MIBC: N=1 + NAC: N=2 (T3aNO & T2N0)
Peliiative carn + Pal chemo: N=1 (TANX®)
N=2
Radiotherapy
Awaiting treatment Alone: N=2
N=3 +NAG: N=1
Awaiting more data Palliative care
N=2 (queries sent) N=2

TURST

=4 (2xTINO & 2xTaNO)
+ Cystectomy: N=1 (Ta+CIS)

Necchi A, et al. Eur Urol. 2020;77:636-643; Bryan RT, et al. Eur Urol. 2021 Feb 27;S0302-2838(21)00141-X (ePub ahead of print)

PURE-01 trial (N=164 mpMRI)

mpMRI as a Noninvasive Assessment of Tumor Response to Neoadjuvant Pembrolizumab in
Muscle-invasive Bladder Cancer: Preliminary Findings from the PURE-01 Study
Necchi et al. Eur Urol 2019

Methods Results

Objective: Evaluate the
association between bladder
mpMRI after pembro and pT0

rates

* AUC of radiologic CR for pTO
\ / Internal: 0.76 (95%CI 0.68-0.83)
External: 0.74 (95%Cl 0.66-0.82)

Conclusions

In post-pembrolizumab MIBC,
mpMRI assessment of
radiological CR predicts pTO
(AUC 0.74-0.76)

In 37 pts with radiologic CR
Internal: 62% pTO rate
External: 73% pTO rate

I

* pTO rate for mpMRlIs suggestive of
. residual disease:
82 pts: pre/post pembro Internal: 4% Pending validation, this tool may

mpMRI (n=164 MRIs) * External: 8% be used for bladder-sparing 10
Internal & external assessment therapies




. Biomarkers

DDR alterations, TMB, molecular subtypes ...

1 mutation
burden

Galsky, Eur Urol, 2018, Plimack et al, Eur Urol, 2017, Van Allen et al, Cancer Discovery, 2015, Teo et al, JCO, 2018

- sensitivity

Platinum

7

CPI
sensitivity

88
, ] |.m|.nn..|||||IllllII|I!I||||||I|.|||||||IIII!hI!I|III g by
rer W1 i m 1L In [} 22 [ |
ATM n in i miL 11 e
ERCC2 [ | ini 10% [l
FANCC 2% |
7ps3 [N o
PDE4DIP m 46% NI
ARID1A rl nnn - B3
USP6 29% N
AKAP9 1 I I n l 25% [
KMT2D | | 1 i A
komeA [JIR | | 24% N
LRP1B [ | N 22 I
£er3oo i l ] | 1 7
RNF213 i1 | I 7 N
BRCA2 i B N
CREBBP | | 16% [N
e

KMT2A
TMB_quartile

Sg ature_Mutatiol
l | I B IR Il B B dcic I CR

Mtt = Splice_Site TMB_quartile  Signature_Mutation Clini ICR

= Nons

= Miss Mtt In Fam _Del 1_First Absent

L] Frame_Shiﬁ_DeI Nonstop_Mutatio 2_Second = Present Y
= Frame_Shift_Ins = Multi_Hit n 3 Thi rd

® 4 _Fourth

TMB > 10mut/Mb (p=0.02)
and mERCC2 (p=0.02)
associated with cCR or pCR

Galsky ASCO 2021



™ Improving biomarker use by looking outside of the tumor

y
(

Key eligibility

tract)

\\

« High-risk MIUC (bladder or upper |
» Radical surgery with lymph node

dissection within <14 weeks
+ Tissue sample for PD-L1 testing |

\

/
/

1.00 1

Disease-free survival
o
3

0.00 1

Atezolizumab arm

ctDNA(+) — (=) (n=18)

p

e i b e s s s s -

CtDNA(+) — (+) (n=81)

HR, 0.26 (95% CI: 0.12, 0.56)

0 10

20 30 40
Months

50

Atezolizumab

1200 mg q3w
(16 cycles or 1 year)

No crossover allowed

Observation q3w

1.00 1

Overall survival

0.00 T

0.75 1

0.50 1

Atezolizumab arm

e M

Y CtDNA(+) — (<) (n=18)
VY

"..\
-.&‘

“.ﬁﬁ'“ﬁ-_--”
CIDNA(+) — (+) (n=81)

HR, 0.41 (95% CI: 0.10, 1.70)

CI) 1'0 2'0 3lO 4'0 5'0
Months

+ ctDNA clearance was associated with improved DFS and OS
outcomes in the atezolizumab arm

Powles T, et al. Ann Oncol. 2020;31 (suppl_7):S1417-S1424.

ICANS

Disease recurrence/
survival follow-up

'Minimal residual disease’ in MIBC

» Best candidate biomarker for
next-generation studies of peri-
operative therapy



Standard
CT

Checkpoint
inhibitors

Radical
cystectomy

[ FGFR
inhibitors | |

Basal

/

XS,

Basal \

Basal-like phenotype
(KRT5/6+ & GATA3-)
Immune infiltrated
Highest proliferation

Expressed targets:
PD-L1
PD-1

CTLA4

o

" Incorporating new “players” in our strategies

Luminal

Scar-like

Basal

Immune

Luminal

Luminal-like phenotype
(GATA3+ / KRT5/6)

Low immune infiltration
High NECTIN4, TROP2

Expressed targets:
NECTIN4

TROP2

[FGFR3]

\
NG P

/ Scar-like

Stromal phenotype
(MYH11+ / KRTS5/6-)
Improved prognosis
High angiogenesis

Expressed targets:
VEGFR

S

\

v

Luminal

Immune

High immune activity
(CD8+, CD274+)
Weak cancer signals
Moderate proliferation

Expressed targets:
PD-L1

PD1

CTLA4

Necchi A, et al. Eur Urol. 2021 Mar 27:S0302-2838(21)00212-8



| Take home message :

 Bladder preservation : option for a selected population
— T2, no hydronephrosis, no CIS, unifocal,

* Next steps:
— Improve pCR rate : ADC, 10 agents, FGFRI, ...

— Improve pts selection:
» Definition of « clinical complete response » : mpMRI, ...
 Biomarker : TMB, DDR, ctDNA, molecular subgroups, microbiota ...

« Overcome
— Reluctance of urologists

ICANS
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