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INTRODUCTION
Epidemiology and risks

DZ

3201 cases

1861 deaths

High prevalence due to
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INTRODUCTION

A lot of progress has been made in the treatment of
advanced disease
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INTRODUCTION

Neoadjuvant chemo

surgery

Standard of care?
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for diagnosis, treatment and follow-up?’
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management of local/locoregional

. disease
* |Incidence and

ep i d em iO | 0 g y treatment of non-muscle-invasive bladder cancer

Complete TURBT is the treatment of choice for any initial

bladder tumour [9], followed by instillations according to risk

« Patholoaqical diaanosis stratification in NMIBC [I, A]. A second TURBT is a reasonable

g g option in high-risk NMIBC tumours, either before intravesical

therapy [II, B] or thereafter [III, B]. Presentations with very

o Stag in g an d risk !11gh-r15k features, e.g. m.u]tlp]e grade 3 Tl. tumours with TIS or

increased depth of invasion, may be considered for cystectomy.

assessment In case of TIS or high-grade T1 failing Bacillus Calmette-

Guérin (BCG), cystectomy should be considered due to the high
risk of progression [IIL, B] (Figure 3).
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Management of Metastatic Disease

Patients with poor
comorbid status or impaired
renal function “unfit’

Carboplatin-based

———————————————— regimens or single-
agents: taxane, gemcitabine

PS<2 + Poor renal

3 Cisplatin-based
function

combination
chemotherapy (e.g.
MVAC, GC,
HDMVAC, PCG)

Clinical trial

Best Supportive Care

Progression < 12 months Progression > 12 months
Second line chemotherapy

1.-Vinflunine 1.-Platinum based

rechallenge
Annals of Oncology 25 (Supplement 3): iii40— 2.-Taxane based 9
iii48, 2014 doi:10.1093/annonc/mdu223
Published online 5 August2014
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WHAT ARE THE CURRENT OPTIONS IN THE MANAGEMENT OF METASTATIC
UROTHELIAL CANCER IN CLINICAL PRACTICE?

Management of metastatic disease

Cisplatin-
eligiblea

First-line:
« Gemcitabine and
cisplatin

Maintenance: Avelumab
Best |

PD-L1 -ve

PD-L1 +ve

First-line: First-line:

_______ « Gemcitabine « Atezolizumab

and  Pembrolizumab

supportive

Second-line: chemotherapy
1. Vinflunine

2. Taxane-based chemotherapy
3. Platinum-based rechallenge

ESMO GUIDELINES: a Per American Joint Committee on Cancer’s Cancer Staging

REAL WORLD CASES  Manual; 8th edition.
b In patients with bearing FGFR2/3

alfaratinne AAM/AC AAace Aaoanceco

Second line: Immune

v

4----—-—-=-=-==--

checkpoint

inhibitors ErdaftinibP
Atezolizumab Enfortumab
Pembrolizumab
Nivolumab

Update to Bellmunt J, et al. Ann Oncol 2014;25 (Suppl
3):iii40-iii48. Available from: www.esmo.org/Guidelines/Genitourinary-Cancers/Bladder-

Cancer/eUpdate-Bladder-Cancer- Treatment-Recommendations. Last updated August
I©<IN10O Ar~rrocen, A Cantearmhar O2N10



http://www.esmo.org/Guidelines/Genitourinary-Cancers/Bladder-Cancer/eUpdate-Bladder-Cancer-

TUMEUR DE VESSIE NON
INFILTRANT LE MUSCLE
(TVNIM)
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TVNIM

Characteristics

Treatment

Low Risk

Primary solitary TaG1 (PUNLMP,
LG), <3cm, noCIS

One immediate instillation of ChT after
TURBT (I,A) followed
bycystoscopic surveillance

Intermediate
Risk

Characteristics between LR and HR

Instillation of ChT for maximum 1
year (I, A); One-year full dose
BCG (I, A)

High Risk

T1, G3 HG, CIS; Multiple reccurent
and large (>3cm) TaG1G2/LG (all
features present)

Full-dose BCG instillation for 1-3 years
or radical cystectomy (I,
A)

Very High RIsk

T1/G3/HG with concurrent CIS,
multiple and/or large (>3cm)
T1G3/HG, T1G3/HG with CIS in
prostatic urethra, variant histology, LVI

Radical cystectomy or BCG induction
and 3 years maintenance

(LA)
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TVNIM

Non-muscle-invasive disease

wV

If suspected low-risk tumour:
one immediate instillation of
intravesical ChT after TURBT [I, A]

!

Intermediate-risk

!

Very-high-risk or
BCG-unresponsive

i vV

Cystoscopic
surveillance

Cystoscopic surveillance
+ intravesical instillations

(e.g. 12 months BCG)
[l A]

Cystoscopic surveillance
+ intravesical instillations
(e.g. 36 months BCG)
[1, Al

Powles Ann Oncol 2021, © 2021 European Society for Medical Oncology. Published by Elsevier

Ltd. All rights reserved.
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TVNIM

« High risk: 1-3 ans full dose BCG instillation ou cystectomie
radicale (I, A)

« Very High Risk: Cystectomie radicale ou 3 ans BCG instillation (I,
A)

« Pembrolizumab (KEYNOTE-057) CR 41% in BCG unresponsive
NMIBC with CIS

« Option in patients unfit or refuse RC (lll, C)

Imaging dshould be carried out to screen for syncronous upper urinary tract urothelial

carcinoma (UTUC)

Powles Ann Oncol 2021, © 2021 European Society for Medical Oncology. Published by Elsevier
Ltd. All rights reserved.
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TUMEUR DE VESSIE
INFILTRANT LE MUSCLE
(TVIM)
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TVIM y

ARV
b

Muscle-invasive disease

* 40-67% des patients pT3-T4a ou récidive N+ aprés CR seule
, survie a 5 ans (25-30%)

!

Unfit for
cisplatin-based ChT

Fit for

AL A * seulement 12-13% des TVIM avec CR recoivent une
Chimiothérapie néoadjuvante malgré les guidelines

* 50% of des patients ayant recu une CT NA on une maladie
résiduelle de haut risque (2pT2) avec une mediane de survie
associée de 3.4 ans

* 50% des patients ne sont pas éligibles au CDDP en neoadj et

il N’y a pas de standard pour ces patients
[ Risk- and treatment-adapted follow-up ]
Powles Ann Oncol 2021, © 2021 European Society for Medical Oncology. Published by Elsevier
ESMO GUIDELINES: :
REAL WORLD CASES . All ights reserved. ESMO WEBINAR SERIES

Gschwend Eur Urol 2002; Shariat J Urol 2006; Burger Eur Urol 2014; Huo Eur Urol Oncol 2019;
NDach Cancar 200R° <oonnavde 11 1irnl 2011 Galeky 1CO 201 1



TVIM '

Neoadj is a
waste of time

~ paff, it prolongs
Survival

Muscle-invasive disease

Unfit for Fit for
cisplatin-based ChT cisplatin-based ChT

Importance

3-4 cycles cisplatin-
based ChT [I, A]

of MDT!

Radical cystectomy with pelvic lymphadenectomy [, A]
Multimodality bladder-sparing [ll, B]

AV
Risk- and treatment-adapted follow-up

Powles Ann Oncol 2021, © 2021 European Society for Medical Oncology. Published by Elsevier
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TVIM

There is a weak evidence to support the use of adjuvant cisplatin-based ChT in patients

who did not receive NACT. Neoadjuvant ChT is preferred

Powles Ann Oncol 2021, © 2021 European Society for Medical Oncology. Published by Elsevier
Ltd. All rights reserved.
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a4

Vv
ADJUVANT TREATMENT

(BLADDER)

E

e
b

Adjuvant cisplatin-based ChT chez les patients n'ayant pas recu de neoadjuvant reste un
terrain a débat. Pas de phase lll sur la survie.

une mise a jour de la meta-analyse de 9 essais randomisés incluant 945 patients a montré un
bénéfice en SG (HR 0.77, 95% CI1 0.59-0.99) et en DFS (HR 0.66, 95% CI 0.45-0.91) parmis
ceux ayant recu du CDDP en adjuvant versus observation [ll, B].62

Adjuvant nivolumab pour 1-year versus placebo a démontré une meilleur DFS 0.70 (95% CI
0.54-0.89; median follow-up (20.9 months). Retrouvé aussi chez les 26% des patients PD-L1+

[DFS 0.53 (95% CI 0.34-0.84)]. OS (a secondary endpoint) encore immature.OS est en attente;
[1, D].
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VESPER Trial
1.0 Perioperative CT 1.0 Neoadjuvant CT O I 110/ f .
E dd-MVAC (n=248) E dd-MVAC (n=219) =
B GC (n=245) B GC (n=218) n y 0 0 p atl en tS
received
ChT in adjuvant phase
g = 06 g = 06
5= 5=
g = 0.4 g = 0.4 —
0.2 - 0.2
00 4 HR=0.74 (95% ClI, 0.55-1.00) 00 4 HR=0.66 (95% CI, 0.47-0.92)
T T T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Time (months) Time (months)

There is a weak evidence to support the use of adjuvant cisplatin-based ChT in patients

who did not receive NACT. Neoadjuvant ChT is preferred

Powles Ann Oncol 2021, © 2021 European Society for Medical Oncology. Published by Elsevier
Ltd. All rights reserved.
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> @ ® Adjuvant chemotherapy in upper tract urothelial carcinoma
TVIM " (the POUT trial): a phase 3, open-label, randomised
controlled trial
m Alison Birtle, Mark Johnson, John Chester, Robert Jones, David Dolling, Richard T Bryan, Christopher Harris*, Andrew Winterbottom*,

Anthony Blacker, James W F Catto, Prabir Chakraborti, Jenny L Donovan, Paul Anthony Elliott, Ann French, Satinder Jagdev, Benjamin Jenkins,
Francis Xavier Keeley Jr, Roger Kockelbergh, Thomas Powles, John Wagstdff, Caroline Wilson, Rachel Todd, Rebecca Lewis, Emma Hall

A Disease-free survival < 5
B MetastaSIs-free SUerVaI

100 160
ji_“_, 80— g 804
£ =
% 60 — % 60 -
B g
= =
S 40+ S 40
5 HR 0-45, 95% Cl 0.30-0-68; log-rank p=0-0001 S
£ =] _
S 20- .” § 20
g 2‘;\2;'0?;:;py 2 HR 0-48, 95% Cl 0-31-0-74; log-rank p=0-0007
0 T T T T T T Y T T T T T T
0 05 1-0 15 2.0 2.5 3-0 (o) 0-5 1-0 1.5 2-0 2.5 3-0
Number at risk Time for trial ent ears
(number censored) Number at risk vy )
Surveillance 129(7) 92(14) 62(9) 48(8) 37(5) 30(4) 24 (-) (number cen%ored)
Chemotherapy 131(4) 114(14) 91(10) 72(11) 60(14) 45(9) 36(-) Surveillance 129(6) 98(13) 73(9) 58(10) 46(7) 38(4) 30(-)

Chemotherapy 131(4) 120(14) 98(10) 78(10) 65(14) 48(8) 40(--)

POUT trial results support the use of adjuvant cisplatin-based ChT in UTUC

Powles Ann Oncol 2021, © 2021 European Society for Medical Oncology. Published by Elsevier
Ltd. All rights reserved. Birtle Lancet 2020
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ADJUVANT TREATMENT FOR UPPER TRACT N

TUMOURS

Forte évidence de l'intrét du CDDP en adjuvant selon I'essai POUT en terme de SG pour
le CU [ll, C].

Le rOle de carboplatine en adjuvant n’est pas clairement élucidédu faite du faible pouvoir
d’analyse des sous grouoes inclus dans POUTI. Par conséquent,le carboplatine en
adjuvant ne devrtait pas étre recommendé pour le moment [lI, D].

Le role des ICls en adjuvant chez cette population est controversé. Patients avec
UTUC inclus dans CheckMate 274 semblent tirer un bénéfice moidre du nivolumab en
adjuvant campareés aux tumeurs de vessie.

ICIs ne sont pas indiqués dans cette situation
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TVIM

« Cisplatine en NACT (3-4 cycles) should be given for
MIBC (1,A)

« Carboplatin en (neo)adjuvant therapy for MIBC is NOT
Indicated

* Importance of MDT!

There is a weak evidence to support the use of adjuvant cisplatin-based ChT in patients

who did not receive
NACT. Neoadjuvant ChT is preferred
Powles Ann Oncol 2021, © 2021 European Society for Medical Oncology. Published by Elsevier
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TVIM

Atezolizumab (IMvigor010) Nivolumab (CheckMate 274)

A
100 — Atezolizumab: median disease-free survival 19-4 months (95% C115:9-24-8) v 100-
— Observation: median disease- free survival 166 months (95% C111-2-24-8) 0
Stratified HR* 0-89 (95% CI 074-1-08); two-sided log-rank p=0-24 l..? 90 .H\
6 80 |
0 704 Nivolumab
2 fa 0. | Placebo
z = T~ Nivolumab
. X 207
§ o o : o
. ; 30- Placebo
§
§ 10
0 T T T T T T T T T T T T T 1
I T S S S S R S AR S Rt St S AR S 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Inconsistent results exist for adjuvant ICls in UC (I,A). An OS advantage is

needed before it canbe recommended as standard

Powles Ann Oncol 2021, © 2021 European Society for Medical Oncology. Published by Elsevier
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LOCALLY ADVANCED OR
METASTATIC BLADDER
CANCER
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TREATMENT ALGORITHM FOR ADVANCED/METASTATIC
UROTHELIAL CANCER
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Treatment-naive advanced or metastatic urothelial cancer (stage V)

Cisplatin-eligible Cisplatin-ineligible anq PD-L1-
unknown or -negative®

Cisplatin-ineligible and
PD-L1-positive®

\
Cisplatin-based ChT [l, A]® Gemcitabine—carboplatin [I1, B]®

N N
Disease progression® No disease progression?

Maintenance avelumab in those

tumours not progressing on
ChT [I, A; MCBS 4]¢

v
Disease progression

!

Enfortumab-vedotin
[, A; MCBS 4]
progression Erdafitinib [IIl, B]'s

ChT [V, CJ™i

Pembrolizumab [I, A; MCBS 4]
Other ICl e.g. atezolizumab Disease
[11, B-II, C]

Erdafitinib [Ill, B]'s
ChT [II, CJP

mbrolizumab [llI, B]

v

V
Disease progression

!

Enfortumab-vedotin
[lI1, B; MCBS 4]

Platinum-based ChT [IV, B]
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METASTATIC UROTHELIAL
CANCER

Treatment-naive advanced or metastatic urothelial cancer (stage 1V)

Cisplatin-eligible Cisplatin-ineligible and_ PD-L1-
unknown or -negative®

Cisplatin-ineligible and
PD-L1-positive®

Cisplatin-based ChT [I, A]® Gemcitabine—carboplatin [Il, B]®

Atezolizumab or
pembrolizumab [lll, B]

N N
Disease progression® No disease progression?

!

Maintenance avelumab in those
tumours not progressing on

ChT [I, A; MCBS 4]

AV
Disease progression

!

Enfortumab—vedotin
Disease [1, A; MCBS 4]
progression Erdafitinib [ll1, B]*¢
ChT [IV, C]hii

Pembrolizumab [I, A; MCBS 4]°
Other ICI e.g. atezolizumab
[, Bl C]

Erdafitinib [I1l, B]'e
ChT [lI, C]"i

Powles Ann Oncol 2021, © 2021 European Society for Medical Oncology. Published by Elsevier
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v

N
Disease progression

I

Enfortumab—vedotin
[I11, B; MCBS 4]¢

Platinum-based ChT [IV, B]
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METASTATIC UROTHELIAL

CANCER
Avelumab (JAVELIN Bladder 100) OS

Events/patients, n

" Subgroup Avelumab « BSC B8SC alone Hazard ratio (95%Cl)
200 Median OS (95% Cl), months
All patients 145/350 179/350 —— 0.69 (0.56, 0.85)*
%0- Avelumab+BSC  21.4 (18.9, 26.1)
o BSC alone 14.3(12.9 17.9 Age <B5years 61/129 53/107 ——e- 0.79 (0.55, 1.15)
80 71% ( ! ) 265 years 84/221 126/243 e 0.63 (0.47, 0.83)
g 70- Stratified HR 0.69 (95% CI, 0.56, 0.86)
i 61% ECOG PS score 0 77/213 101211 - 0.64 (0.48, 0.86)
5 60 . P<0.001 21 68/137 78/139 — 0.74(0.54, 1.03)
2 58%
3
2 504 : 1st-line chemotherapy Gemcitabine + cisplatin 11/183 98/206 — 0.69 (0.51,0.94)
[ = regimen Gemcitabine + carboplatin 68/147 73/122 — 0.66 (0.47,091)
g 40+ 44% Gemcitabine + cisplatin/carboplatin 6/20 7/20 - 0.75 (0.25, 2.25)
0 Best responseto CRor PR 104/253 1277252 —— 0.69 (0.53,0.89)
20 1st-line chemotherapy SD 41/97 S2/98 —_— 0.70 (0.46, 1.05)
10 H Site of baseline Visceral 93/191 101/191 e 0.82 (0.62, 1.09)
metastasis Nonvisceral 52/159 78/159 . 0.54 (0.38,0.76)
0 I I I I I I I I I I I I I I I I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 Creatinine clearance 260 mLU/min 74/181 97/196 — 0.68 (0.50, 0.92)
. Months <60 mU/min 71/168 81/148 — 0.68 (0.50, 0.94)
No. atrisk
Avelumab +BSC 350 342 318 294 259 226 196 167 145 122 87 65 51 39 26 15 11 5 3 0 PD-L1 status Positive 61/189 82/169 0.56 (0.40, 0.78)
BSC 350 335 304 270 228 186 153 125 105 83 68 55 41 33 18 12 9 2 1 O Negative 76/139 72/132 ——— 0.86 {0.62, 1.18)
Unknown 8/22 25/49 P S — 0.69 (0.31, 1.53)
05 )5 3 : 4
Hazard ratio for 05 with 95% Q1

yats show 95%
D show N Favorsavelumab + BSC  Favors BSC alone
tifed (sl other analyses are unstratifed) -— ——

Powles Ann Oncol 2021, © 2021 European Society for Medical Oncology. Published by Elsevier
Ltd. All rights reserved. Powles ASCO 2020
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METASTATIC UROTHELIAL

CANCER

100

Overall Survival, %

Median, months
(95% CI)

Pembrolizumab (Keynote 052) 5-year

100

11.3(9.7-13.1)

90 =

(0]
o O

o

Overall Survival, %
w H (&) » ~
o o

o

N
o

-
o
1

,v'

Median, months

Events, n (95% Cl)
75 18.5(12.2-28.5)
221 9.7 (7.6-11.5)

Powles Ann Oncol 2021, © 2021 European Society for Medical Oncology. Published by Elsevier

Ltd. All rights reserved.
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METASTATIC UROTHELIAL
CANCER

Pembrolizumab (Keynote 052) 5-year

100 Median, months 100 Median, months

Events, n (95% Cl) X Events, n (95% Cl)
90= Overall 305 11.3(9.7-13.1) 90 CPS 210 75 18.5(12.2-28.5)
80 = 80 = CPS <10 221 9.7 (7.6-11.5)
R® 707 R 70
§ 60 = §60—
: :
T 40— T 40
5 40 31|.5% 340
O 30=- ) 2=
| 22{.1 R 30
0 = | I 0

Atezolizumab and pembrolizumab are alternatives for patients with PD-L1 biomarker
positive tumors who are not eligible for cisplatin-based combination ChT. The level of

evidence , however, is weaker than for ChT followed by maintenance avelumab and this

Powles Ann Oncol 2021, © 2021 European Society for Medical Oncology. Published by Elsevier
Ltd. All rights reserved.
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FIRST LINE SWITCH-
MAINTENANCE

Maintenance avelumab, dans les 10 semaines aprés une CT de 1€ ligne a base
de CDDP, est associee a un bénéfice en OS comparee aux BSC best chez des
patients qui n’ont pas fait de PD apres 4 a 6 cycles de GC/gem-carbo, et est
recommandée (HR 0.69, 95% CI 0.56-0.86) [I, A; MCBS 4] 86.87

Une augmentation significative de la mOS de 14 a 21 mois était observée avec
avelumab.
Le traitement est poursuivi jusqu’a progression .
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\ v
SEME LIGNE DE TRAITMENT AVEC ALTERATION ;

FGFRS 11aitement de 1a rechute localement évoluée ou métatstatique

Erdafitinib est recommendeé chez les patients avec tumeur réfractere au CDDP avec altération
FGFR [lll, B].Pas de consensus sur lequel est plus approprié : erdafitinib ou 2¢me ligne de ICI

(7] Erdafitinib est une alternative aux ICIs dans les tumours avec FGFR alterations.
Moins évidence based gue le fapembrolizumab [llI, B]

Traitement de la rechute post CT et immunothérapie

le RR de I'erdafitinib etait de 59%. mPFS et mOS etaientde 5.7 mois (95% CI 4.9-8.3) et
10.9 mois (95% CI 8.0-21.1), respectivement.donc , erdafitinib est aussi recommende, avec
evidence moindre, dans cette population FGFR-selectionnée [lll, B]

®  Erdalfitinib est une alternative chez les patients avec FGFR alterations avec
faible niveau de preuve [lll, B]
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CONCLUSIONS ‘{

Le carcinome urothélial est une maladie hautement hétérogene
avec un taux eleve de réecurrence et et de mauvais pronostic

L’arsenal thérapeutique a significativement eévolué durant les
dix dernieres années du fait d’une meilleure compréhension de
la biologie de cette pathologie
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Merci pour votre attention
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