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i ) PLAN

« CONFIRMATION DU NEOADJUVANT
- PLACE DE L'ADJUVANT

« NOUVEAUTES PEC METASTATIQUE
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f) GENERALITES
« 13000 TVIM/anen F 5800 deces

« 110-15% : FGFr HER2 BRCA MMR EpCAM
* 5% de TVES : penser LYNCH (MSH2)
 PDL1

« BILAN d'/EXTENSION : - standard : TDM URO + THORAX
- en vogue : IRM (T) + TDM + TEP
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i) Chirurgie d’emblée...
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Hautmann et al, EUROPEAN UROLOGY 2012
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f) Chimiotheérapie néoadjuvante

100+

804

404

Survival (%)

20+

M-VAC and cystectomy (90 deaths; median survival, 77 mo)
—=—==— Cystectomy alone (100 deaths; median survival, 46 mo)

o

No. at Risk
M-VAC and cystectomy 153
Cystectomy alone 154

24

112
88

1 \J \J Al 1 A T T T T

1
43 72 96 120 144 168

Months after Randomization

92 75 46 23 6
67 50 37 18 7

Grossman et al, NEJM 2003
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f) NEOADJUVANT

e CT2 a cT4a NOMO et précéde CYSTECTOMIE.
(OS cystect seule 30-70% ; 50% seront M ->pmeéta au diagn)

o Il histo sur copeaux résection : basal, en nid, malpig ou pypap >50%
=> risque de moins bonng réponse
« Si embols copeaux : bilan extension récent

« Patient FIT CisPlatine : PS<2 CI>60 ml/min a chaque C (si CI<40 : CI)
entre ces 2 valeurs juger de I'amélioration potentielle

Il IC, hypoacousie ou neurop. severes
=> sinon CYSTECTOMIE ou TTT TRIMODAL

www.onco-nouvelle-aquitaine. fr



Chimiothérapie néoadjuvante

(no. events/no. entered)

CcT Control O-E Variance Hazard Ratio
Single agent platinum :
Wallace (2] 59/83 50/76 274 27.18 } — . —
Martinez-Pineiro [3] 43/62 38/59 0.33 20.11 —+ - » . §
Raghavan [2] 34/41 37/55 585 16.51 —+ -
Sub-total 136/186 125/190 8.92 63.80 :@ HR=1.15 (95% C1 0.90-1.47)p=0.264
Platinum-based combinations :
Cortesi unpublished 43/82 41/71 -1.87 20.84 —t . .
Grossman [9] 98/158 108/159 -1361 51.00 -
Bassi [5] 53/102 60/104 -195 28.13 (= Kl {
MRC/EORTC [6] 275/491 301/485 -23.69 14361 N B
Malmstrém (8] 68/151 84/160 -997 37.94 H—a———
Sherif (8] 79/158 90/159 637 42.18 H—q——f—{
Sengelov [7] 70/78 60/75 1.79 31.96 H—T1= {
Sub-total 686/1220 744/1213 -55.67 355.65 % HR=0.86 (95% Cl 0.77-0.95) p=0.003
|
I
Total  822/1406 869/1403 -46.75 419.45 <& HR=0.89 (95% C1 0.81:0.98) p=0.022
i
T v . T v T
0 0.5 1 1.5 2
NeoCT better Control better

Eradiquer les micro-métastases
Réduire la taille tumorale (32 %
de ypTO0)
Gain de survie significatif :
« +5%de bénéficeen0Sas5
ans
« Confirmé+6%en0OSa8ans
« SiNAC abase de selsde
platine (M-VAC+++)
* Qq soit le traitement local
(Chir ou Rxttt)
* Qq soit le stade (T2 ou T3/T4)

Advanced Bladder Cancer (ABC) Meta-analysis Collaboration, European Urology, 2003
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f) PROTOCOLE de CHIMIO

« STANDARD ACTUEL : 6 MVAC dose dense /14j (mini 4 cycles)
| évaluation cardio ; ! GCSF systq ; ! reéval Cl créat avant chaque C

=> 42% pCR ; OS 5ans 57% -> 66%
8

» Alternative moins efficace : GC (cf. étude VESPER)

* En cours EV ; EV Pembro
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Results (2) Disease-specific Survival

All patients . Neoadjuvant CT
B dd-MVAC (n=248) B dd-MVAC (n=218)
B GC (n=245) B GC (n=219)

Disease-specific survival
(probability)
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HR=0.63 (95% CIl, 0.46-0.86)
P=0.004 HR=0.56 (95% CIl, 0.39-0.80)
Padj=0.005 P=0.001
I 1 | | I
1 2 3 1 2 3

Time (years) Time (years)

No. at risk No. at risk
dd-MVAC 248 dd~-MVAC 218 174
GC 245 GC 219 163




Results (1) Overall Survival at 5 years

All patients 4 Neoadjuvant CT
B dd-MVAC (n=248) B dd-MVAC (n=218)
B GC (n=245) m GC (n=219)
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Overall survival

HR=0.77 (95% CI, 0.58-1.03)

P=0.078 HR=0.71 (95% ClI, 0.52-0.97)
Padj=0.098 P=0.032

1 ] R

T
1 2 3 0 1 2 3

Time (years) Time (years)
No. at risk No. at risk

dd-MVAC 248 171 dd-MVAC 218 156
GC 245 157 GC 219 140




Results (5)

OS stratified by CT arm and
number of cycles delivered

Overall survival
(probability)

GC

Importance of cumulative cisplatin dose ol | AT .. RN

—— 340 to 410 mg/m? (5¢) Less than 270 mg/m? (<4c)

270 to 340 mg/m? (4c)
Less than 270 mg/m? (<4c)

Poor OS < 4 full doses cisplatin

Median OS GC arm 4 full doses cisplatin Mo sk riek
ddMVAC 6c¢ 79

5c 71

High OS dd-MVAC arm > 4 full doses cisplatin P
GC 4c 159

86

I
1

T T
2 3

Time (years)

68 61
57 51
39 35
29 24
126 108
58 49
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PRINCIPLES OF SYSTEMIC THERAPY
Neoadjuvant Chemotherapy [preferred for bladder]

Preferred regimen
—p | « DDMVAC (dose-dense methotrexate, vinblastine, doxorubicin, and cisplatin) with growth factor support for 3-6 cycles’?

i Other recommended regimens
National . - Gemcitabine and cisplatin for 4 cycles4
Comprehensive
oo Cancer — _ :“‘""“‘""‘"’"
previous platinum-based neoadjuvant | Preferred regimen
Network® therapy (pT3, pT4a, pN+) ! - DDMVAC with growth factor support for 3-6 cycles'-
Other recommended regimens
. G.I'rlci'tlb‘l}l and cisplatin for 4 cycles®*
* Nivolumab
Previous platinum-based necadjuvant mh.!u:s:nl!!:lund!d_llgim
therapy (ypT2-ypT4a or ypN+) * Nivolumab

e Three to four cycles of cisplatin-based neoadjuvant ChT
should be given for MIBC [I, A). Cross-sectional imaging
should occur after ChT before RC [IV, B].

Recommandations : chimiothérapie Niveau
periopératoire

Situation PS 21 e pVAC Fort
neo- et Clairance | ou HD-MVAC
adjuvante > 60 mL/min i
ou GC Faible
ASSOCIATION
FRANGCAISE i
D'UROLOGIE PS> 1 Pas de Fort

ou Clairance | chimiothérapie
< 60 mL/min | neo-adjuvante

A discuter Faible
au cas par cas

si clairance
entre 50-60 mL/
min (CDK-EPI)

www.onco-nouvelle-aquitaine. fr



Single-agent ICI:

sAtezolizumab (NCT0O3577132,
NCT02451423)

*Pembrolizumab{PANDORE)
*Pembrolizumab{PURE-01)
sAvelumab (AURA)

Chemo-immunotherapy:

= Atezolizumab + CG
= Avelumab+ NaCCT(AURA)
= Durvalumab+ NaCCT{NIAGARA)

= Durvalumab+ Tremelimumab+
ddMVAC{MEMIO)

= Durvalumab+CG{SAKK 06/17)

= Mivolumab + NalCCT(ENERGIZE)

= Nivolumab+CG(BLASST-1)

= Pembrolizumab+ NaCCT(KEYNOTE-B866)

= Pembrolizumab+SplitCG{NCTI2690558)

= Pembrolizumab/CG or G (HCRNGU14-188)

L’ere de Uimmunothérapie en NA

Combination of ICIs:

= Durvalumab + Claparb (MNECODURVARIB)

= Durvalumab + Tremelimumab{NCT02812420,
NITIMIB)

= Duralumab+ Tremelimumabws.
MNaCCT(DUTREMNED)

= Durvalumab + Oleclumab{BLASST-2)

=MNnolumab + ipilimumab (MCTO3520491)

=Nivolumab + Ipilimumakb (MABUCCO)

= Mivolumab + Lirilumab{NCTO2845323)

=MNnolumab + Urelumab{NCTO2845323)

= Pembrolizumab+ epacadostat{PECULIAR)

ADC-immunotherapy:

*Durva+Treme+EVvs
Durva+EV(WVOLGA)

= EV + Pembrovs CG (EV-304/KN -
B15)

*EV alone (EV 103 cohort H)

*EV + Pembro{EV 103 cohort J)

*EV + Pembrovs Pembro(EV-303/KMN
905)

www.onco-nouvelle-aquitaine. fr



)

(A)

Percent survival

2 ypT2?

Disease-free survival (MIBC)

NAC+

*, P<0.001

0

12 24 36 48 60 72 84 96
Months

Trial-ineligible group

—_—

e

ypT0-1 and pNO n=165 -

pT0-2 and pNO n=113
P=0.049
Trial-eligible group
ypT2-4 or pN+ n=225
pT3-4 or pN+ n=94
P=0.142

(B)

Percent survival

100

Overall survival (MIBC)

NAC-

*, P<0.001

0

12 24 36 48 60 72 84 96
Months

Trial-ineligible group
~ ypT0-1 and pNO n=165 -
« pT0-2 and pNO n=113 .
P=0.399 %
Trial-eligible group *
i ypT2-4 or pN+ n=225
= pT3-4 or pN+ n=94
P=0.228

Hatekeyama et al, ASCO GU 2022
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i) ADJUVANT

* Si PAS NEOADJ : CT adj PLATINE-GEMZAR voire MVAC
(selon critere éligibilité platine, PS....) OS 6%

- IMMUNOTHERAPIE : CM274 si PDL1>1% DFS ; OS attendu a
priori

- POST NEOADJ] (et cystec) ++ : ypT2-ypT4a ou
PN+ 15

- POST CYSTECT seule : pT3-pT4a ou pN+
(?? etude ambassador PEMBRO benéfice > si PDL1 nég)
I IT ne se substitue pas a la CT néoadj.)
- RADIO-CHIMIO (Cispl, 5FU-MYTO) : PAS UN STANDARD mais :
R1, pT3-4, <10 N curage (!grele)
Il rechute locale et pelv est précoce grave : avant IT ?

www.onco-nouvelle-aquitaine. fr



) IT ADJUVANTE : CM 274

Disease-free survival (primary endpoint)

CheckMate 274

e Continued DFS benefit was observed with NIVO versus PBO both in the ITT and tumor PD-L1
expression > 1% populations

ITT
100+
90 Median DFS (95% CIl), months
—~ 80+ NIVO 22.0(18.8-36.9)
X PBO 10.9 (8.3-15.2)
Tg 704 HR (95% Cl), 0.71 (0.58-0.86)
'S
L 60' o/
48.4%
§ 0 45.0%
e |
b I
o 40- : j
v ]
m B 1
2 307 : !
a | i
207 : :
] 1
10 ' i
1 1
1 1
0 T T T 1 T t T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66
Months
No. at risk
NIVO 353 253 208 177 150 132 113 83 57 43 4 0
PBO 356 207 156 138 123 109 94 80 59 39 4 0

Disease-free survival (%)

PD-L1 2 1%

Median DFS (95% CI), months

NIVO
PBO

52.6 (25.8-NE)
8.4(5.6-17.9)

60.3%

HR (95% Cl), 0.52 (0.37-0.72)

56.9%

33.3%

No. at risk

NIVO 140
PBO 142

6 12 18 24

99 88 79 72
74 58 52 46

30 36 42 48 54 60 66
Months

64 55 42 29 23 2 0
40 34 26 18 9 2 0

Minimum follow-up in the ITT population, 31.6 months. DFS was defined as the time between the date of randomization and the date of first recurrence (local urothelial tract, local non-urothelial tract or

distant) or death. NE, not estimable.

Bajorin et al, NEJM 2021
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CheckMate 274

Safety summary in all treated patients

NIVO (n=351) PBO (n=348)?
Any grade Grade=3 Any grade Grade= 3
Treatment-related AEs, % 79 18 56 7
Treatment-related AEs leading to 14 7 2 1
discontinuation, %
Pruritus 23 11
£ Fatigue 17 12
BED g Diarrhea 17 11
E E Rash
3 ﬁ Lipase increased
LE ; Hypothyroidism
E ..E Amylaseincreased
EE e e
‘E kS Asthenia
E § Decreased appetite
E Al Blood creatinine increased
= Maculopapular rash
Arthralgia
30 25 20 10 15

#lncludes all treated patients.

There were 3 treatment-related deaths in the NIVO arm (2 instances of pneumonitis and 1 instance of bowel perforation).
Includes events reported between the first dose and 30 days after the last dose of study therapy.

Minimum follow-up in the ITT population, 31.6 months. AE, adverse event.

Bajorin et al, NEJM 2021
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f) QUID RADIOTHERAPIE ?

Facteurs prédictifs de rechute loco-régionale

A SWOoG B Development
,D_ —1 Syr LE 2 - S yr LFE
- - ZpTI with PR or €10 nodes (MN=L8) ER Zp TR with PM or <10 nodas (MNaS5) 21 %6
2EpTI with MM and 210 nodes (TN=32) 20% 2o T3 with NM and 210 nodes (N=115) 199%
= - E=pT2 (N=183) 8% . — — - TpT2 (MN=232) 9%
g = - ’;;i =
— <0
<O L
b w | W w |
g L=J g [=J}
= =
(=2 a
g =] e e I
S : s
— ca | o |
L—J _: L=l
s | i e e - i e
T T T T T L] L] T T
o s 10 1S 20 o s 10 1S
Time to Event (Wears) Time to Event (Years)
Low pTO-2 8%
Intermediate pT3-4 avec 210 LN and RO 20%
High pT3-4 avec < 10 LN or R1 419

Predictive nomogram integrating the margin status (R1)

Christodouleas et al, Cancer 2014
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DONNEES RECENTES RT adj

Résultats d’études prospectives contemporaines

Number of patients
N=72

70 (34-87)

- Gender
Adjuvant EBRT - Mate 54 (75)
Female 18 (25)

Tumour
. 6-12 weeks post-RC histology Urothelial 61 (85)

SCC 8 (11)
Other 3 (4)

. CTV: elective pelvic lymph nodes
chemo [Yes 31 (43)
No a1 (57)
R1 =» + cystectomy bed pT stage
=pT2 15 (21)
. pT3 35 (49)
- 50Gy/25fractions pT4 22 (31)
PN stage
pN+ on PET-CT =» SIB 70Gy ::;‘;L‘;je 37 :gg;
2 2(3)

° VMAT Surgical

margin Positive 14 (19)
Negative 58 (81)

Type of
urinary Ileal conduit 55 (76)

diversion
| Neobladder 17 (23) |
Verghote et al, ESTRO 2024

www.onco-nouvelle-aquitaine. fr



Résultats d’études prospectives contemporaines

Acute tOXiCity (primary endpoint)

Gastro-intestinal Genito-urinary (neobladder)

N=72 Grade1l Grade2 Grade 3 N=17 Grade 1 Grade 2 Grade 3

Diarrhea 19 34 7)- Haematuria 0 3 0

Incontinence 11 2 0 Frequency 2 1 0

Urgency 18 7 0 Incontinence 7 5 2

Nausea 8 7 2 Urgency 5 0 0

Vomiting 2 1 0* Nocturia 4 5 1
Dysphagia 0 0 0

dominal distension 2 0 0 53% 18%
Abdominal cramps 14 16 0
Bloating 0 1 0
Flatulency 2 2 0
Inflammation 1 0 0
Obstruction 0 6 1
Perforation 0 0 0
Anal pain 3 1 0
Frequency 11 12 0
RBPA 2 0 0 *1 patient died of a howel obstruction

Mucus loss 6 0 0

6 1 o/o 6‘%) Verghote et al, ESTRO 2024
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Résultats d’études prospectives contemporaines

10 Pelvic failure: N=13
1 - 12/13 within 1yr
o Llﬁ_'_‘w . 1 - 10/13 simultaneous M+
. :
s 2y LRFR = 78% * 5%
g . .
% oe Patients with R+ (N=14)
w . .
s = Only 3 pelvic failures
T 04
3
o
-l
0,2
0,0
0 6 12 18 24 30 36 42 48 54 60
Time from end of radiotherapy (months)
No at risk 72 56 47 41 33 30 23 20 17 13 12

Verghote et al, ESTRO 2024
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Résultats d’études prospectives contemporaines

Clinical relapse-free survival

1,0
CRFS events N=56

_ 2y CRFS =29% * 5%
4]
S o8 Sy CRFS = 20% + 5% Recurrence 46
g Local 3
“n Distant 33
§ 0.6 Distant + local 10
Q
a Death 10
< 04
®
2
= .
o 0,2 T

0,0

0 6 12 18 24 30 36 42 48 54 60
Time from end of radiotherapy (months)
No at risk 72 42 32 26 22 20 17 13 1 10 10 Verghote et al, ESTRO 2024
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f) PERSPECTIVES ADJUVANT

« Intérét ctDNA ? Recherche biomarqueurs ?
 Attendre confirmation IT aZ?:Ij en OS

» Attente etude GETUG-AFU 30 : place RT et séquence avec IT

www.onco-nouvelle-aquitaine. fr



) TVIM META : AVANT

N\ ’

a present...

1°' ligne : jusqu

/ \ Maintenance ADC

Cisplatin Gemcitabine Avelumab* Enfodieaat Vadat Clinical Trials
Cisplatin

Eligible
Carboplatin Gemcitabine /—\ Sacmijzumab ‘
Eligible Carboplatin PD1/PDLA1 Geviiecan Paclitaxel
/ Inhibitors 0
; e FGFR Inhibitor
e FGFR Inhibitor Erdafitinib**
Troubles auditifs Erdafitinib** Docetaxel

-

ADC

T

Insuffisance cardiague \ /
: Vinflunine
Platinum- PD1/PDLA1 ADC
Ineligible Inhibitors Enfortumab Vedotin
Soins support /!\ Pas en France
[ /pp ] K / \ /
*Disease control on platinum-based chemotherapy; ** FGFR 2/3 alterations, no prior Erdafitinib. ADC - Antibody Drug Conjugates ; X
Adapté de Sridhar SS, ESMO 2021
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TVIM METASTATIQUE : la NOUVEAUTE
Ac conjugué ENFORTUMAB VEDOTIN (nectine 4)

* Méthodologie

Population

(N=886)

* CU localement
avancé/métastatique
non antérieurement
traité
Eligible pour un sel de
platine et EV
Naif de tt par un anti
PD-{L)1
DFG > 30 mL/min
ECOGPS<2

EV-302/KEYNOTE-A39 :
EV + pembrolizumab vs Chimiothérapie

EV + Pembrolizumab
Pas de nombre maximal de cycles d'EV,
Pembro : 35 cycles max

Traitement jusgqu’a progression {revue indépendante),
progression clinigue, toxicité inacceptable ou atteinte du
nombre maximal de cycles de traitement

Chimiothérapie
{Cisplatine ou carboplatine + gemcitabine)
Maximum 6 cycles

= EV: 1,25 mg/kg IV ]1 et 18 toutes les 3 semaines et Pembro : 200 mg IV J1
= Maintenance autorisée aprés arrét ou fin du traitement a base de platine

ASCO GU 2024 - D’apres van der Heijjden MS et al ; Abstract LBA530

Co-critéres principaux :
* SSP (revue indépendante)
* 5G

Critéres secondaires :

* Taux de RO (RECIST v1.1; revue
indépendante et
investigateurs)

Tolérance

Sous-groupes pré spécifiés :

= Eligibilité au cisplatine (éligible,
non éligible)

+ Expression de PD-L1 (faible,
elevée)

* Meétastases hépatiques
(présentes, absentes)

* Age (<65, >65ans)

+ Région I:An?érisque du Nord,,
Europe, reste du monde)

+ Sexe (femmes, hommes)

* Race (blanche, autres)

« ECOG PS5 a l'inclusion (0, 1-2)

* Meétastases viscérales
vs.metastases ganglionnaires
seules

* Site primitif
(haut appareil, bas appareil)

+ Fonction rénale (normale a
séyére)

_=7 LEON
BERARD 1CC.
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Survie sans progression selon la revue centralisée

Réduction du risque de progression ou de décés de 55 % chez les patients traités par EV+P

. . mPFS
100 N Events HR 2-sided (95% CI),
o (56) (95% C1) P value
o B months
b3 Q0 .
—~ i 223 12.5
e 80 : : e a2 (50.5) 0.45 (10.4-16.6)
1 I =0.00001

2 70 : : 307 (0.38-0.54) 6.3
E E ! Chemotherapy 444 (69.1) (6.2-6.5)
7] 60 : ;
o | 50.7% |
o 501 : : 43.9%
N 1 T
c 40+ ! : "
=) | :
7] - i i
a EV+P | 21.6% :
) 20 = Chemotherapy i |
2 - : |
a 1 ! |

0 - i i

T T T T T T f T T f T T T T T 1 T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
N at risk Time (months)
EV+P 442 409 361 303 253 204 167 132 102 73 45 33 17 5] 3 1
Chemotherapy 444 380 297 213 124 78 56 41 30 19 8 6 5 3 2 1 1
Dat toff: 08 Aug 2023 PFS at 12 and 18 months was estimated using Kaplan-Meier method -
aka cuto “e HR, Hazard Ratio; mPFS, median progression free survival crm:br LEDN

aCalculated using stratified Cox proportional hazards model. A hazard ratio <1 favors the EV+P arm B E RAR D 1m
ans

www.onco-nouvelle-aquitaine. fr




Survie global

e

Réduction du risque de décés de 53% chez les patients traités par EV+P

Events HR? 2-sided mos
N (%) (95% cl) p value (95% 1),
100 o months
123 31.5
90 : EV+P 442 (301 o7 (25.4.NR)
) ) 0.00001
-~ 80 - } 78.2% ! oot s 226 (0.38-0.58) h 16.1
> ; : 0 emotherapy 50.9 13.9-18.3
& 70 - ! | 69.5% l: ) ( )
— [ i
[ : :
= 60 7 : :
I 1
2 50 - i i Median survival follow-up: 17.2 months
7 | |
= 40 ) :
© i | S
0 397 ——Ev+p | |
© 20 ——— Chemotherapy ! !
i i
10 | :
0 | i
T I | T I T | I I | I T ] ] T ] T T 1
0 2 4 6 8 10 12 14 16 18 20 22 26 28 30 32 34 36 38
N at risk Time (months)
EV+P 442 426 409 394 376 331 270 222 182 141 108 67 22 12 8 1 1 1
Chemotherapy 444 423 393 356 317 263 209 164 125 90 60 37 18 12 7 6 2 1

Data cutoff: 08 Aug 2023

05 at 12 and 13 months was estimated using Kaplan-Meier method

mO5S, median overall survival; MR, not reached
aCalculated using stratified Cox proportional hazards model. & hazard ratio <1 favors the EV+P arm

w LEON
BERARD

100.




Evénements indésirables liés au traitement

L'incidence des EI de grade =3 était de 56% avec EV + P et de 70% avec la chimiothérapie

EV+P (N=440) Chemotherapy (N=433)
Ooverall 97.0 95.6 * Evénements graves :
_ « 122 (27.7%) EV+P
Peripheral sensory neuropathy 50.0 i . * 85 (19.6%) chimiothérapie
Pruritus
) * [Evénements conduisant au décés (selon
Alopecia

I'investigateur) :
+  EV4P: 4 (0.9%)
*  Asthénie
*  Diarrhée
*  Maladie pulmonaire a mediation immunitaire
*  Syndrome de defaillance multiviscérale
* Chimiothérapie: 4 (0.9%)

Maculopapular rash
Fatigue
Diarrhea

Decreased appetite

MNausea . s e per
EV 4P Neutropénie fébrile
Anemia *  Infarctus du myocarde
*  Sepsis neutropénique
Neutropenia Chemotherapy ) Segsis peniqg
Thrombocytopenia

I [ I T 1
100 90 80 70 &0 50 40 30 20 10 © 10 20 30 40 50 &0 70 80 S0 100

Incidence (%)

Le nombre median de cycles était de 12.0 (1-46) pour EV+P et de 6.0 (1-6) pour la chiminthérapie_

Data cutoff: 08 Aug 2023 CENTRE LEON
TRAEs shown in figure are any grade by preferred term in =20% of patients for any arade in either arm B E RAR D 1‘ “-’"‘5

TRAEs, treatment-related adverse events Powles T. ESMQ 2023 #LBAG




EV-302/KEYNOTE-A39: AE Reliés au traitement par Enfortumab Vedotin

EV + Pembro (n = 440) Chemotherapy (n = 433)
TRAE of Special Interest, n (%)

Any Grade Grade 23 Any Grade Grade 23

Skin reactions 294 (66.8) 68 (15.5) 60 (13.9) 1(0.2)
Peripheral neuropathy 278 (63.2) 30 (6.8) 53(12.2) 0

= Sensory events 260 (59.1) 19 (4.3) 51(11.8) 0

= Motor events 44 (10.0) 12 (2.7) 5(1.2) 0
Ocular disorders 94 (21.4) 0 12 (2.8) 0

= Dry eye 82 (18.6) 0 8 (1.8) 0
Hyperglycemia 57 (13.0) 27 (6.1) 3(0.7) 0
Infusion-related reactions 9 (2.0) 0 9(2.1) 0

* Faire un dosage de I'HBA1lc

R : = LEON
Eliminer une neuropathie de grade BERARD 10

www.onco-nouvelle-aquitaine. fr



EV-302 : Enfortumab vedotin —1°¢ ligne meétastatique
Données de Qualite de vie

— . EV+P Chemotherapy EV+P - P value
Functioning domain
- . LS SE) LS SE Chemothera
% — EV:P — Chemotherapy mean (SE) LS mean (SE) . LS mean {95%!"!_.“
2 20 LS mean (95% C1) 4.8 (1.2, 8.3) '
3 P value 0.008 Role functioning 5.36 (1.23)  -9.49(1.26) v 4.13(1.47,6.79) 0.0024
. = A Clini i '
I b b e Physical functioning ~ 2.63(0.96)  -6.25 (0.99) b —— 3.62(1.54,5.70) 0.0007
5 & :
= @& =
£ Social functioning -2.94 (1.22) 5.52 (1.25) I—O—! 2.57 (-0.07, 5.22)  0.0561
E Global health status/Qol -0.59 (0.99)  -3.12(1.01) EH_| 2.54(0.41,487) 0.0197
L]
” Cognitive functioning .54 (0.95) -2.69 (0.97) ,!_H 2.15(0.10,4.20) 0.0400
= " " 5
2 ) Emotional functioning 3.85 (0.97) 1.96 (0.98) E_’_q 1.89 (-0.19, 3.97) 0.0750
é‘ L] L] ] ] L]
) 0 5 0 5 10
0 1 2 3 4 5 6 7 8 9 10 11 12 14 17 20 23 26 ! S
No. &t Risk Week Favors chemotherapy  Favors EV+P
EVP 122105 107 102 9 91 97 9 96 96 96 94 94 91 B4 7B

Chemotherapy 125103 96 104 105 9 99 92 91 90 89 &84 75 75 75 66 55 55

* Pas de détérioration de la QoL sous EV-pembro
* Amélioration chez patients douloureux a l'initiation

= LEON
BERARD 10C.

Gupta S et al. Abstr 4502, ASCO 2024
30
www.onco-nouvelle-aquitaine. fr



f) CheckMate 901 : Design

Nivolumab+ gemcitabine-cisplatin vs gemcitabine-cisplatin in cisplatin-eligible patients?

Stratification factors:
+ Tumor PD-L1 expression

(= 1% vs < 1%) Combination phase Monotherapy phase
+ Liver metastases
(yes vs no)
NIVO 360 mg on D1
N=304 + Gemcitabine 1000 mg/m? . VO @0 mg QAW
Key inclusion criteria: on D1/D8 (until progression, unacceptable
toxicity, withdrawal, or

+ Cisplatin 70 mg/m?, on D1

Q3W (up to 6 cycles) up to 24 months®)

* Age = 18 years

* Previously untreated unresectable
or mUC involving the renal pelvis, —>
ureter, bladder, or urethra

- . . Gemcitabine 1000 mg/m?2
Cisplatin eligible on D1/D8

* ECOG PS of 0-1 N=304 + Cisplatin 70 mg/m?2 on D1
Q3W (up to 6 cycles)P

Median (range) study follow-up, Primary endpoints: 0S, PFS per BICR
33.6 (7.4-62.4) months Key secondary endpoints: OS and PFS by PD-L1 > 1%,9 HRQoL
Key exploratory endpoints: ORR per BICR, safety

IFurther CheckMate 301 trial design details are available at hittps:f/clinicaltrials.gov/study/NCTO202E6098 —
"Patients wheo discontinued cisplatin could be swiiched to gemcitabine-carboplatin for the remainder of the platinum doulbet cycles {up to & in total) CENTEE
=& maximum of 24 months from first dose of NIVO administered as part of the NIVO + gemcitabine-cispatin combination LT LEoN

PD-L1 status was defined by the percentage of positive tumar cell membrane stzining in 2 minimum of 100 tumar cells that could be evaluated with the use of the PD-L1 IHC
28-8 pharmD¥ immunohistochemical assay ERAR D ans
BICR, blinded independant central review: D, day; ECOG PS, Eastern Cooperative Cncology Group performance status; HRQoL, health-related quality of life; ORR, objective Van der Heiiden M. ESMO 2023 #1824

response rate; PD-L1, programmed death ligand 1; PFS, prograssion-free survival; QxW, every x weeks; R, randomization ° —

www.onco-nouvelle-aquitaine. fr




i) CheckMate 901 : Résultats d’efficacite

Overall survival (%)

N at risk

NIVO + GC
GC

OS (primary endpoint)

Treatment Events/patients Medlarr;s:tiS% c)
12-month rate:
172/304 21.7 (18.6-26.4)
70,2%
. : 193/304 18.9 (14.7-22.4)
24-month rate: HR (95% C1), 0.78 (0.63-0.96)
i § 46,9% P=0.0171
62,7% :
1 NIVO + GC
1 GC
T I T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66
Months
304 264 1596 142 97 69 48 25 15 7 0
304 242 166 122 82 49 33 17 13 - 0

o) EON

Median (range) study follow-up was 33.6 (7.4-62.4) months. 05 was estimated in all randomized patients and defined as time from randomization to death from 1‘ ‘ l
any cause. For patients without documented death, OS was censored on the last date the patient was known to be alive. For randomized patients with no follow- . . B E RAR D e
Van der Heijden M. EEMOD 2023 #LEA
-_—

up, OS was censored at randomization.

www.onco-nouvelle-aquitaine. fr



Reponses chez les patients avec une atteinte ganglionnaire

EV302 CHECKMATE 901 JAVELIN BLADDER 100

M EV+P M Chimiothérapie ORR (95%C) Gum
77,5 All randomized patients LN only patients iR 400
% 81.5%
(68.6-90.7) 100
ao 64.3%
?0 57.6% (50476 8
= Z & [51.863.2)
& H 3% : 60
) § (37.548.9) '
%ﬂ E a0 40
]
c 30
2
g 10 1]
a = — _ _ GC + AVELUMAB GC
50 15.3% IR L] 3% Bl
202/ 126/ " a5% 128% PO il S E5SD WCR+PR mColonnel
315 318 UE T5% 15.8% UE 5.6% 5%
— . . . NIVO+GC GC NIVO+GC GC
Met. viscérales Mét. (n=304) {n=304) (n=54) (n=56)
ganglionnaires mi —
Différence 54 5 24,1 o —
absolue, % ' ' ? h -
» % (16,8-31,9 11,1-36,3 Sy
(lmr.q;‘l( ) [ ) " Ty
Mais § L ']1 _LL_.I. .
) = 4 - ]
Metastases ganglionnaires 3 \
- s ganctonnaires - N i- o .: -
E o ln.aﬂ.m - L EEEEEEEEEFEEEEEEX]
2 an ] ] o Hoa ‘ ) )
20 nu F— P T T S . s &l LH.\)'!-?&'{!?II)I?i-.\??\T-J
‘ 0 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30 32 M m:_-“.!j!;. » 11 15 24 -:m” 8 5 3 q Q .h.“:fm LEON
Mol GC 3t 121 A 12 pal i ] 1 2 o o a m
ASCO GU 2024 - D'apres van der Heijden MS et al ; Abstract LBAS30, Bellmunt J et al abs 4566 B E RAR D o
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EV : Données d’exposition — efficacité-toxicité en monothérapie

* Taux de réponses selon dose a l'initiation

* Exposition/réponse selon dose initiale (EV-101)

[=]
100% _ 2] Observed ADCC,  IQR:
£ ) 0.75 mg/kg 3Q4W
80% ¥ o O 1 mg/kg 3Q4W
z © O 1.25 mg/kg 3Q4W
& e
§ 60% 42.9% ¢ o]
o (48/112) v ©
E >
£ 21.4% H
S 0% (3/14) 18.5% S o .
(5/27) <
| £ >
20% i %
L o |
8 N /L
0% o
EV-101 EV-101 EV-101 Q. i
0.75 mg/kg 1.00 mg/kg 1.25 mg/kg = ADC eéxposure T with dose
I 1 1] 1 1
. Proac - ’ 0 2 4 6 8
» Effet dose-réeponse lors de l'initiation de I'EV
ADCC,  upto 2 cycles(pg/mL)
LS LEON
Petrylak D et al. Abstr 4503, ASCO 2024

BERARD 10C.

www.onco-nouvelle-aquitaine. fr



EV : Données d’exposition — efficacité-toxicité en monothérapie
* Proportion de réduction de doses/essai

B e reducionto 100
* Dose d’EV selon cycle (EV-101) ” # ooriono0ss ot

51.7% 50.6%

La majorité des patients ont pu
recevoir 7 cycles a 1,25mg/Kg

40% 36.0% 36.0% 35.5% 35.1%

20%

Proportion of patients
receiving dose reduction

0%

EV-201 EV-201 EV-301
cohort 1 cohort 2 1.25 mg/kg
1.25 mg/kg 1.25 mg/kg [n=296)
100% (n=125) (n=89)
*,; EV dose level
n M 1.25mg/ H d b AR A f : ~
£ som s | o Poursuite de benefice apres pause et
'g B 1.00 mg/kg
] o
7 0.75 mg/|

= E 60% g/kg
C 7y - —
2 -
5 = EV dose level
E m F— ;u..‘lﬂ Mo | . I.zs ngl‘kg
g Responding .00 mg/kg

Patients T — 0,75 mg/kg

0% EV-201 — CiDaseintamruption
1T 2 3 4 5 &6 7 B 9 10771 72 13 141516 17 18 19 20 21 22 23 24 25 16 27 18 C’D"Iol't ' : * First mdiqdigiul response
Cycle = = [CR or PR)
nnnnnn iving EV 296253213 194162138102 88 69 56 49 44 39 34 32 28 24 22 17 16 01 W0 8 5 5 5 3 1 o = 13 Ongoing response
r - < Disease progression
= Bl
—— —
] CEWTRE L E 0 N

* Petrylak D et al. Abstr 4503, ASCO 2024 B N J B e e e

Al data presented are from a post hoe, exploratery analysis. Treatment duration (menths)
EV, enfortumab vedatin,

www.onco-nouvelle-aquitaine. fr



f) ©) ciblage FGFR

* FGFR+ : 10-15% des CUm
* Quel testing ?

NGS et RNA-seq (recherche de mutations + amplifications et fusions ;
surtout FGFR3 +++)

* Quand tester ?

Dés la 1°™ lighe métastatique car traitement potentiellement indiqué
apes CT-10

* Quelle molécule prescrire ?

ERDAFITINIB (acces compassionnel...)

www.onco-nouvelle-aquitaine. fr



i ) © ciblage FGFR

mmmm) Gestion pratique

* Dose: 8 mg/jen continu
* avec majoration a 9 mg/j a partir de J22 si bonne tolérance (phosphorémie et autres Els)
* Cp:3mg,4mg, 5mg

* Heure fixe (pdt ou aprés repas), éviter jus de pamplemousse et millepertuis (risque surexposition a
I’erdafitinib)

* Pas d’adaptation si insuffisance rénale ou hépatique

* Interactions médicamenteuses:
* |Inhibiteurs CYP3A4/2C9: Amiodarone, cotrimoxazole, fluconazole, clarythromycine = risque de surexposition a l'erdafitinib

* Inducteurs puissants CYP3A4/2C9: antiépiléptiques = augmentation possible de I'exposition aux médicaments

» Substrats OCT2: metformine = risque d’augmentation de |’'exposition a la metformine

www.onco-nouvelle-aquitaine. fr



)

CONCLUSION

* EV + pembro un nouveau standard en lere ligne de traitement quel
que soit |'éligibilité au CDDP

* Pembrolizumab arrét a 2 ans et comment adapter I'EV en cas de
réponses et de toxicités ?

* Arrét et rechallenge ?

* Diminution de doses

* Modification du schéma d’administration tous les 15 jours

* Pour les atteintes ganglionnaires pures une approche différente ?

www.onco-nouvelle-aquitaine. fr



1¢" ligne : demain ca change vraiment !!!

Treatment-naive advanced or
metastatic UC (stage IV)

Treatment-naive advanced or metastatic UC (stage IV) when

enfortumab vedotin—pembrolizumab unavailable or contraindicated*

!

Platinum-based ChT [IV, B]*

Erdafitinib [IV, B]*

!

Y Y
Cisplatin-eligible Cisplatin- or
only carboplatin-eligible
+

NV

Gemcitabine—cisplatin [I, A]
Gemcitabine—carboplatin [, A]
- +
Disease Disease No disease
progression progression progression

Pembrolizumab [, A; MCBS 4]°
Atezolizumab [lll, B]

Maintenance avelumab
[1, A; MCBS 4]

Erdafitinib [1, A; MCBS 4]<=
Enfortumab vedotin [I, A; MCBS 4]
Sacituzumab govitecan [lll, B; MCBS 2]*»

Vinflunine [Il, C] or taxanes [ill, C]="!

!

Disease

E 3

B._

progression

Figure 1. Management of patients with metastatic urothelial carcinoma.

ESMO Guidelines 2024 — Powles, Annals Oncol 2024
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a Les stratégies ADC en développement

Picking the combination to broaden targeting and reduce
dose limiting toxicity seems wise

i
Topoisomerase |
SG

Unselected
TDXD IDXD

combination EV/SG
—a | TRXDEY

Microtubule IDXD/EV

e EV DV

MMAE
| Personalized '
HER-2 +ve + | TDXD/EV Personalized triplet

therapy
ADC (EV/ISG/PD-1)

HER-3 +ve » | HER3-DXD/EV >

ADC/ADC (targeted)

B7-H3 +ve [ asomig | PD-1
HER2 +v& o ROV o

EV : Enfortumab Vedotin ; SG : Sacituzumab Govitecan ; TDXD : Trastuzumab Deruxtecan ; DV : Disitamab Vedotin ; IDXD : Ifinatamab Deruxtecan (DS-7300)

Adapté de Powles, ESMO 2023
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MERCI
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