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Cancer de Vessie : Néoadjuvant

NIAGARA
Perioperative
Neoadjuvant
Durvalumab arm Q3W, 4 cycles
Study population
* Adults Durvalumab 1500 mg Iv >
. £
+ Cisplatin-eligible MIBC N Gemcitabine + cisplatin S Durvalumab 1200mg v
(cT2-T4aN0/1MO) 2
+ UC or UC with | | &
divergent differentiation or —
histologic subtypes N=530 g
* Evalusted and confirmed = Gemcitabine + cisplatin Y

forRC

’ No treatment

» CrCl of 240 mL/min Comparator arm

Primary endpoints

« EFS

* pCR

Key secondary endpoint
« 0S

Safety

* ImAEs

Urotoday, Powles T, Catto JWF, Galsky MD, et al. Perioperative Durvalumab with Neoadjuvant Chemotherapy in Operable Bladder Cancer. N Eng/ J Med.

2024 Mov 14:391(1):1773-1786.
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Cancer de Vessie : Néoadjuvant

NIAGARA
Event-free survival
Pas de traitement adjuvant | HR. 0.68
méme en cas de réponse S e T 95% C, 0.56-0.82
incompléte o P<0.0001

- 1
e |
0.6+ ' I -

PCR : 37.3 % vs 27.5%

04- :

Probability of EFS
i |

©
e

- -

@0

e
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02 : f
; ; Durvalumab arm
Dans VESPER : 42 % de pCR vs : ; ; Compansior am
36% pour GC 0 6 12 18 24 30 3% 4 48 54 60
Time from randomization (months)

No of pahents & nsk
fumab a 533 454 365 348 330 32 255 180 115 32 1
Comperalor arm 530 410 M3 00 281 258 214 150 a4 v 2

ASCO GU 2025, Powles T, Catto JWF, Galsky MD, et al. Perioperative Durvalumab with Neoadjuvant Chemotherapy in Operable Bladder Cancer. N Engl J Med, 2024 Nov
14:391(1):1773-1786. =
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f Cancer de Vessie : Néoadjuvant

NIAGARA
0S = Essai positif en survie
S HR, 0.75 globale, profil de toxicite
1.0 24 months 95% CI, 0.59-0.93 dCcce pta b I e
' [ 82.2% P=0.0106
08+ : , - Quel place dans la
b—1 x N ) V4 = ?
L ey strategie actuelle -
s ; 5 = Intérét de I'ADN tumoral
§ 04- i | circulant (données posthoc
< 5 : présentées a I’ASCO)
: : =+ Durvalumab arm
, : ' —+ Comparator arm
olléll1l2111181121411310ll3]6114l211418l15l411651 e

Time from randomisation (months)

ASCO GU 2025, Powles T, Catto JWF, Galsky MD, et al. Perioperative Durvalumab with Neoadjuvant Chemotherapy in Operable Bladder Cancer. A Engl 7 Med 2024 Nov
14:391(1):1773-1786.
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Cancer de Vessie : Néoadjuvant
NIAGARA

LA G SSE (bras combinés| SSE (par bras)
80 ADNtc- 80
60 60
a ADNec+
40 1 401 __ ADNic- D+ NAC ADNte+
—— ADNtc- NAC
20 20 ADRtc+ D+ NAC
== ADNtc+ NAC
0+ —r—r —r—r—r—r—r— —r—r— ‘ ¢
0 3 6 9127518212427 3033 363942454851 5457 60 0 3 6 9121518212427 30 33 36 39 42 45 48 51 54 57 60
Mois deputs la randomisation depuis la randomisation
Patients (n) Patients (n)
~—— 200 197 155 130 174 162 160 158 153 150 M 131127104 95 76 60 48 20 W0 1 — NN NNBUBRONTHESSNINEPUT I
—— XMOBI2BEWIMNS MBI IBBHIMIBB NN TR B2 —MBUDBEBRNHEDBNOQOHUITENE 30
. J WHBUBISIBEISOS8HQBHTT7 SO0
ADNtc— versus ADNtc+ HR = 0,42 ; (1Cs; - 0,30-0,60) ~=BAWBEPTNOEE0NSQ306N%92 8 2
NAC - himehésapie éoodvante. ADNt- <D+ NACversus KAC  HR =08 ; (1 20,24-0,80)
ADNtc+ : D4+NACversus NAC MR = 0,73 (1C :0,51-1,05)
Bras durvalumab = D+ NAC ; beas de comparatson = NAC
[ 8 | Pré-CR ADNte- Pré-CR ADNtc+
n=315(78 %) n=30(2%)

Patients (%) Patients (%)
Pré-CR ADMtc— BEP et ayant ew une (R Pré-CR ADNtc+ BEP et ayant ew une (R

Le statut ADNtc- n'était pas associé 2 la p(R Le statut ADNtc- était fortement corrélé 3 la non-p(R
SEP pré-cystecooie ADNt+ = 22% (R cystectonve radicde, pCR - réponsz pathalogique compiéte; SEP - pop evalvabée par b

57 % des patients ont un ADNtc
détectable avant tout traitement,
22 % avant et 9 % apres la
chirurgie

amélioration de la survie chez les
malades sans ADNtc (HR = 0,42 ;
IC95 . 0,30'0,60)

Etude non designée pour statuer si
I'ajout du durvalumab permet
d’améliorer le pronostic des
ADNtc+ post chirurgie

www.onco-nouvelle-aguitaine. fr



Cancer de vessie : NEOAJUVANT
KEYNOTE-905/EV-303 unfit cisplatine ou refus

Key Eligibility Criteria
« Adults with MIBC

« Clinical stage T2-T4aNOMO or
T1-T4aN1MO by central assessment

« 250% Urothelial histology

« Cisplatin-ineligible per Galsky criteria?
or cisplatin-declining

« ECOG PS 0-2

Stratification Factors

« Cisplatin ineligibility (ineligible vs
eligible but declining)

» Clinical stage (T2NO vs. T3/T4aNO vs
T1-4aN1)

* Region (US vs. EU vs. Most of World)

Pembrolizumab 200 mg Pembrolizumab 200 mg
VQ3W3 cycles IV Q3W 14 cycles

Observation®

Enfortumab vedotin 1.25 mg/kg Enfortumab vedotin 1.25 mg/kg
d1 and d8 IV Q3W 3 cycles d1 and d8 IV Q3W 6 cycles
- » - »
Pembrolizumab 200 mg Pembrolizumab 200 mg
IV Q3W 3 cycles IV Q3W 14 cycles

aN'ld + O¥

Primary endpoint: Event-free survival (EFS) by BICR

Key secondary endpoints: OS and pathological complete response (pCR; pTONO, |.e.
absence of viable tumor in examined lissue from surgery) by central pathologist review

Other secondary endpoints include: Safety
Exploratory endpoints include: EFS by pCR status

ESMO 2025, Dr. Christof Vulsteke

www.onco-nouvelle-aquitaine. fr



Cancer de vessie : NEOAJUVANT
KEYNOTE-905/EV-303 unfit cisplatine ou refus

Characteristic, n (%)

Median age (range), years
265 to <75 years

275 years
Male
ECOG PS
0
1
| 2
Reglon
United States
European Union
Most of World
Cisplatin eliibilty status (per Galsky crtera)
Ineligible
Eligible but declining
PD-L1 combined positive score (CPS) 210*
Tumor stage at baseline (centrally assessed using both
pathology of TURBT specimen and imaging)®
TN
TT4aNo
T14aN1
Creatinine clearance
260 mUmin
230 and <60 mL/min
<30 mUmin
Pure urothelial carcinoma histology

EV + pembro (N = 170)
740 (47-87)
63(371)

78 (459)

137 (806)

102 (60.0)
41(216)
21(124)

21(124)
78(459)
71(418)

142 (83.5)
26(16.5)
80 (47.1)

(176)
133 (782)
7(41)

68 (40.0)
102 (60.0)
0

152(894)

Control (N = 174)

125 (46-87)
77 (4)
68(39.1)
191 (75.9)

9 (54 6)
53 (30.3)
2(149)

2(132)
77 (#43)
74 (425

139 719.9)
3(201)
83417)

2(184)
132 (759)
10(57)

72 (41.4)
101 (58.0)
1(06)
161(925)

Total

Fatigue 4

Anemia 4

Decreased appetite 4
Dysgeusia 4
Constipation 4
Nausea 4

Rash 4

AST increased +
Urinary tract infection 4
Weight decreased +
ALT increased +
Asthenia 4

Rash maculopapular 4

Ory skin+

Control (N = 159)

EV + pembro (N = 167)

64.8%

 RENMIRT R D T T S T S T N

1 N T T 1
100 80 60 40 20 0 20 40 60 80 100
Incidence, %

W Anygrade AEs w0 Grade 23 AES w Anygrade AEs  wm Grade 23 AEs

www.onco-nouvelle-aquitaine. fr
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Cancer de vessie : NEOAJUVANT

KEYNOTE-905/EV-303 unfit cisplatine ou refus

ITT Population

EV+pembro  Control
(N=170) (N=174)

i Events,n(%) 48(282) 95 (54.6)
904 : Medanmo R 157
2 0 747% 8%C)  (3NR)  (103-205)
3 704 “HR 0.40, 95% C1 0.28-0,57, |
? 601 one-sided P<.0001"
3
' -
! % v 290174 pts (16.7%) In
x40+ ! : the control arm recelved
30 | ! 20 40 adjuvant nivolumab as
S | :39” of data culoff per local
o 204 : ; quidelines/prescriing
10 : | information
Tt rrr—trTrTT T
0 6 12 18 4 30 36 42 48 54 60
No. at Risk Months
EV+pembro 170 140 116 73 5 42 3% 16 3 0 0
Control 174 116 84 48 KX} 22 14 9 1 0 0

ITT Population

Events/Participants
EVepombro  Control
Overall 48170 95174
<65 years v 1628
65 10 <75 years 2183 wn
75 years 418 3568
Sox
Male 31137 1213
Female ) 2343
ECOG PS
0 26110 4398
1 104 KLG.X]
2 L1, 17726
United States ¢ W23
European Union 6 am
Most of World 1 4
Cisplatin of
|p" poblihy U 81/139
Eligivle but declining 2% 14/35
PD-L1CPS
10 8 4283
<10 B 5390
Tumor
rmow 43 1332
T3T4aNO 3 75132
T14aNt | 7o
Creatinine cloarance
‘ﬁ mt‘m Joss 36m2
2102 50102

Ubgroup levels with <10 events across both
satment arms wero nol included in forest plots

HR (85% CI)
0,40 (0.28-0.57)
0.13(0.04.0.46)

041(0.24-0.70)
050 (0.30-084)

040 (0.27-0.59)
0.37(0.180.79)

054 (0.33:087)
0.30 (0.16:0.57)
" 0.19(0.07052)

{++ f+ ++} §

047(0.171.27)
0.38 (0.23-0.65)
0.41(0.24-069)

0.37 (0.26-0.54)
058 (0.23-1.44)

037 (0.22064)
040 (0.25-065)

026 (0.08.0 80)
043(0.20063)
o —— 0.35 (0.09-1 40)

o IRAMEN

T
005 025 05 10 20 40
" Favors EV + pombro Favors control

{HH

L

i

Data culoft date. 0 June 2026

ESMO 2025, Dr. Christof Vulsteke
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Cancer de vessie : NEOAJUVANT
KEYNOTE-905/EV-303 unfit cisplatine ou refus

ITT Population i
EVepembro  Control 7| Estimated difference®
(N=170)  (N=174) 48.3% (95% CI 39.5-56.5) E\:p: P:‘;ot;w (ﬁtﬂm)
Events, n () By 68 go- one-sided P <.000001*
100+ 186.3% Median, mo MR "
90 79.7% (85°% CI) (NR-NR) ~ (31.8-NR) E'.; | | pCR, n 97 15
80 ( \
N | I R s 11
3 0 | : . o (95% Cl) (49.3-64.6) (49-13.8)
™ E o /170 ps (47%) n the 2
b | | EV + pembro arm and ¢
§ 404 | | 46/174 (26.4%) in the
§ 304 ; : control arm recelved 2 + pCR: absence of viable tumor (pTONO) in examined
0 ‘ [ tubsequent heragy fo tissue from RC + PLND
201 . : recurrentmetastatic
109 : : - + Pts who did not undergo surgery, including those with
Ot T f T Tt T T 1 clinical complete response after neoadjuvant therapy,
0o 6 12 1 A N ¥ £ & M 60 were considered non-responders
No.at Risk Wonths EV+  Control
EV+pembro 170 159 d 9 88 % 4 28 10 0 0 pembro

Control 174 150 130 7% M 4 0 18 8 0 0

Pas de signal de toxicité particuliere en post opératoire
Attente des résultats vs PEMBROLIZUMAB et de VOLGA : EV + durvalumab +
tremelimumab

www.onco-nouvelle-aquitaine. fr



f) Role de I’ADN tumoral circulant
IMVIGOR 011

Encobes m survediance
: Surveillance T
Screening Prort Treatment Follow-up
m—mm ITCIDNAT atany e = A = 377 persstently CIONA
untd 1 y post-Cystectomy |
Atezolizumab (1680 mg) 129 excluded
IV qéw for up to 1 T AR SV ENay 0 Gichxind
P y radiographic recurrence | + 14 10 post-hiasedne assessment
* MIBC within 65-24 weeks of Confiem no evdence of Treatment + 23 IRF-assessed [ + § rautficemat follow-up
radical cystectomy radgiographc disease’ follow-up R0KgIaphic recunence * 1 did not have cystectonmy
Placebo * 3 other
7 . Wogdwioruptoly - - '
(Y)pT2-T4aNOMOD or « G-weekly CIDNA+ 250 rancamised and efficacy evaluabie 357 eMcacy evaluable
(ypTO-T4aN+MO CDNA tosting® any time 248 uhty‘ ovaliable
urothesal cancer — F e— ’ ) G
. L]
« No evidence of wl‘lammcwaluo\ruw B3 &ssigned 1o placebo |
| 185 received Wresament B3 recetved traatment 310 completed or ongong
W Guease | In survesiiance of follow-up
; -~ . 47 dincontinued
E No !n'men! 8 ongowny tresment 4 ongoing treatment | * 18 INV-gssmssed
chemotherapy permitied Survellance 92 ongoing in tollow-up 38 ongoing In follow-up "O‘OWW recuTence
e 67 ascontinued 44 discontinued * 14 wendrew
« ECOG PS 0-2 follow-up o 58 0iad = 99 Ohed
* 7 withcrew « B windrew | * & other
Repeat testing
i ctDNA~
Primary endpoint: INV-assessed DFS

Key secondary endpoint: OS

www.onco-nouvelle-aguitaine. fr



)

INV-assessed DFS in patients who tested ctDNA+

IMVIGOR 011

100 1 Atezolizumad
90 (v=147)
Events, n (%) 12(87.) 00 (79.5)
80 = DFS. median (95% Ci). mo 69(72127) 4841 83)
Strasfied HR (95% C1) 0.64 (047, 087)
70 4 Strasfind P value 0.0047
—~ 50 - Medsan follow-up: 16.1 mo from randomisation
£
£ =
& 40+ e
30 4 DFS per IRF
20- MELODE RN OLO4R 09
Oeatanl-mwtsalus s how suroval
W 121% HL 0 08 (5% C1 0 47. 0.94)
97 R TS R L K T | | D N R SR GRS A L S
0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 48
Time from randomisation (mo)

“

3
4

1

"% M | 4 ) s 1

Role de I’ADN tumoral circulant

OS in patients who tested ctDNA+

100 +
Atorocilzumab Placebo
90 + 85.1% (n=167) (n=83)
Evonts, n (%) 60 (35.9) 35 (434)
80 + O8. median (95% C1). mo 328R7T7T.NE) 211 (14TNE)
Stratified MR {95% C1) 0.59 (0.39, 0.90)
70 Stratified P value 0.0131
- 60 Median follow-up: 16,1 mo from randomisation
£ o .
8 40 - ::v — Conustant berelit i rwleyvant
46.9% SeCcOonlary orapovis
30 o Ononse-spec i survmval
20_ HLOBA OSSO 080, 108
10 4
o e

e B Bl Bl B Booabooal el 8ol g il

a8 % /8

| . .
0 2 486 8

Gain en EFS et OS

10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48

www.onco-nouvelle-aguitaine. fr



Meétastatique
RC48 — C016

Key Inclusion criteria

* No prior systemic treatment for
unresectable locally advanced or
metastatic UC

Central lab-confirmed HER2 IHC
14,2+, 0r 3+

Measurable disease per RECIST
vii

- Eligible for ciscplatin  or
carboplatin

« ECOGPSOor1

Stratification factors

« Cisplatin-eligibility (eligible vs

ineligible)

» HERZ expression status (1+ vs 2+/3+)

+ Visceral metastases (present vs absent)

: Disitamab Vedotin plus Toripalimab

Dual primary endpoints:
« PFS assessed by BIRC

« OS

Secondary endpoints:

YEPyE] Disitamab vedotin + Toripalimab

NO St Mmaximum cCycies

« PFS assessed by investigators

« ORR (per RECIST v1.1), DCR, and
DoR assessed by BIRC and
investigators

N=241 it ! « Safety
‘ ‘ « Qol, PK, and immunogenics

- Treatment continued until disease progression/death, intolerable toxicity, or consent
withdrawal

-In the Chemo group, assignment of cisplatin or carboplatin was protocol-defined. Chemo was
administered for a maximum of 6 cycles

- Statistical plan for analysis: the first analysis was planned to be performed after approximately
278 PFS (final) and 183 OS events (interim)

Presented by: Jun Guo, MD, Peking University Cancer Hospital & Institute, Beijing, China. ESMO 2025

www.onco-nouvelle-aguitaine. fr
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Métastatique
RC48 — C016

: Disitamab Vedotin plus Toripalimab

Progression-free Survival according to BIRC

Clinically meaningful reduction in the risk of progression or death by 64% with DV+T

PFS probability (%

N

DV+T 243
Chamo 241
12:m rate
54.5%

15-m rate

38.4%

Median PFS  Stratified HR  2-sided

Events (95% C1), mo (95% C1) p
126 131 (11,1167

0.36

(0.28-046) <0001

149 8.5 (577

Chemo

Time (months)

Overall Survival
Clinically meaningful reduction in the risk of death by 46% with DV+T

OS probability (%)

40

12-m rate

79.5%

N | Events Median OS Stratified HR 2-sided
(95% Cl), mo = (95% C1) P

DV+T 243 81 31.5(21.7-NE) 0.54
' <0.0001
Chemo 241 117 16.9(14.6-21.7 (0.41-0.73)
18-m rate :
Median follow-up: 18.2 months
64.6%
24-m rate

52.8%

DV+T

394

Chemo

1 " 2 2 B ¥ n R H
Time (months)

www.onco-nouvelle-aguitaine. fr



Métastatique : Disitamab Vedotin plus Toripalimab
RC48 — C016

Safety Summary
Incidence of grade 23 TRAEs: 55.1% with DV+T vs 86.9% with chemo

DV+T (%) Chemo (%)

Any TRAL 402 351 68 " % DV+T Chemo
n(% s s . = -
Aspartate amnctranferawe reaed 404 m A m ( ) ‘N v 2‘!) (N ¥ 222) LI m Ites L]
Alarie amenots anster e inreaved @88 )1 8 na .
Anserna 414 T M Teatmentemergentadvense o o0 50 o
events (TEAEs) 243 (100 222 (100)
Aopecs 482 04

" 2, w Temen e e 21005 2 10 Bras comparateur platine gemcitabine
o W@ . et non EV Pembrolizumab
I
1

Decremsed sppette 393
Nowsen 200
Pt R09
Mrposbumnssnis [N ) Grade 4 4099 147
Gamma-ghatamyitransferase increased 148 m L
Neutrophil vt deceased W64 KT e
Rah 4 B8 ] Serious TRAEs 69(284) 90405
Neuropathy pecghersl 41 Xoo

RO A= S — e —— Définition des biomarqueurs : quelle

Myponatraemia 169 o w

ey S - | MR, association ADC-IO en lere L ?

“u Grade 3 1074400 9319

Population strictement chinoise

Grade 5 iNg N4

Rood (reatinne increased 198 [ 8, M Grade 23 46(189) /
Grade 12  Grade 23 v
Lpase ncreased 102 (T 36
oVt W ot covt deomased 98 (NIERETASY TRAE leading to ducontinustion 35 055 23 10y
: " " 1€3) -
Chemo wypokalsersa 82 T b frnon frsopmeniy
Platelet count decreased 00 S n

Presented bv Dr. Jun Guo
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i Cancer du rein :

Situation adjuvante

= Jusqu’a présent : 3 essais
randomises negatifs et un
seul essai positif
(Pembrolizumab Keynote
564) en PFS et SG

= AMM obtenue pour le

Pembrolizumab.
Actualisation recente

Events,  OS,median (95%Cl),  HR
n months (95% CI)

Pembro (N = 496) 68 NR (NR-NR) 0.66

Placebo (N = 498) L] NR (NR-NR) (0.48-0.90)
96.3% 93.9%
i 89.5% 91.2% o

6.1%

79.4%

| | | | |
24 months | 36 months | 48 months | 60 months | T2 months |
0 T T T T T T T T T T t T | T T ]
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 1L 80 85 90

Months
No. at risk

496 489 486 484 a9 40 468 462 452 M5 442 4% 4% 310 198 121 50 3 0
498 494 487 483 476 463 455 44 433 423 419 413 400 284 1 " 46 4 0

Actualisation a 68 mois

SG non atteinte mais 68 déces dans le bras Pembro vs 99
dans le bras Placebo

Le bénéfice se maintient dans le temps
HR 0,66

Choueiri et al. N Eng J Med 2024

www.onco-nouvelle-aquitaine. fr



Situation adjuvante : essai RAMPART
Bras DURVA + TREME vs Observation

Confirmed RCC and high or intermediate risk of relapse

= Phase 3 randomisée en ouvert (Leibovich risk score)

- Essai academique or with fully resected synchronous ipsilateral adrenal metastases,
= Objectif de 1750 patients diminué or with a single fully resected soft tissue metastasis
a 750 (COVID-19 et KEYNOTE-564)
= Premiers résultats : bras A vs C Randomisation
Leibovich Score Calculation ARCHION (I o
Component Category | Score | 1 l 1
pTia 0 [ i B S - Y
Pathological T category ggb i | Ar m A | | Arm B \ ArmC -,
DT3a4 y active durvalumab durvalumab
Ratiomal fowh ncds sttt % g monitoring 1500mg g4w for1 = 1500mg q4w for 1
<10cm 0 year year
Tumour size >10em 1 and
1or2 0 \ .
Rl e 3 1 “ tremelimumab
4 3 - 75mg at day 1 and
Histological tumour necrosis [::5 ? \ week 4 "

* '

Larkin et al. ESMO 2025 www.onco-nouvelle-aquitaine. fr



Situation adjuvante : essai RAMPART
Bras DURVA + TREME vs Observation

Age at Randomisation (Years),

Mean (SD)
Female
WHOPS 1

Radical Nephrectomy

Histology
Clear Cell
Non-Clear Cell
Risk of Relapse
Intermediate Leib.
High Leib.
M1NED
T Stage
pT1
pT2
pT3
pT4
Lymph Node Status
pNx/pNO
pN1

Active Monitoring

59.6 (10.1)
96 (28.2%)
65 (19.1%)
287 (84.4%)

285 (83.8%)
55 (16.2%)

151 (44.4%)
172 (50.6%)
17 (5.0%)

38 (11.5%)
39 (11.8%)
252 (76.1%)
2(0.6%)

307 (93.3%)
22 (6.7%)

Durvalumab + Tremelimumab

58.9 (10.0
63 (28.0%
43 (19.1%

191 (84.9%

e LU S

191 (84.9%)
34 (15.1%)

103 (45.8%)
111 (49.3%)
11 (4.9%)

23 (10.5%)
33 (15.0%)
161 (73.2%)
3 (1.4%)

209 (95.9%)
9 (4.1%)

RAMPART : DFS — ITT population

1.004 -
\ \\ -
0.75- o ——— e
& N
i Active Monitoring
80 ~——— Durvalumab + Tremelimumab
a2 HR (95% C.1.) 0.65 (0.45, 0.93), 1p= 0.0094
0.00 L L T L} T L T L)
0 1 2 3 4 5 6
Time from Randomisation (Years)
Number at risk
Active Monitoring 340 279 223 139 €3 37 5
urvalumab + Tremelmumab 228 187 156 94 82 24 7
J-year DFS
Durvalumab + Active Monitoring
Tremelimumab (N= 225) | (N=340)
81% T3%

Median Follow Up: 3 years

Larkin et al. ESMO 2025

www.onco-nouvelle-aquitaine. fr



Situation adjuvante : essai RAMPART

Bras DURVA + TREME vs Observation

= Premiers résultats : bras A vs C
= 555 patients dans ces 2 bras

» 50% de haut risque, 16% non a
cellules claires

= Suivi médian de 3 ans
- Bénéfice en DFS (HR 0,65)

« Bénéfice limité a la population de
haut risque (HR 0,52)

En attente du bras Durvalumab seul
Attention a la Tox +++

RAMPART DFS in the Higher Risk Population - ITT

100 _-.‘I"—

I‘H__ Pre-specified, pre-powered subgroup analysis
b i
0.75 g e
— 3-year DFS
.50+ ARy ! Durvalumab + Active Monitoring
~—— Dwrvalumab + Tremelirumakb: Tremelimumab lN= 122] 'u= 130'

T8% 1%
Median Follow Up: 3 years

HR (95% C.1) 0.52 (0.34, 0.80), 1p= 0.0016

028+

o 1 2 3 4 5 -]
Time from Randomisation [Years)

Actvg bionineng 188 1 ] L")

Durvaiumat + Teemaimumas 122 00

RAMPART DFS in the Intermediate Risk Population - ITT

100 —,

S Pre-specified, pre-powered subgroup analysis
0754
3-year OFS
i . Durvalumab + | Active Monitoring
Artive Manitaring |
030 —— Durvalumab + Tremalimumab Tnmnllmumab [~- 1"3} l{N- I.ﬂ}
85% | BT%
aasd HR (95% C.1) 1.18 (0.61, 2.32), 1p=0.308 Median Follow Up: 3.1 years
000
1] i 2 3 4 5 6
Teme from Randomisation (Years)
Murmnbsar at risk
Active MoHITeng 28 24 B

Dunmireat + Tremmisumal
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Situation adjuvante : essai RAMPART

Bras DURVA + TREME vs Observation

RAMPART

Safety
Summary

Corticosteroid use:
Steroid use was reported
for 36% of participants
receiving durvalumab and
tremelimumab.

Any-grade AE, any cause, N(%])

Immune related
Durvalumab related
Tremelimumab related

Grade 2 3 AE, any cause, N(%)

Immune related
Durvalumab related
Tremelimumab related

Any-grade SAE, any cause, N{%)

Durvalumab related
Tremelimumab related

Deaths

Treatment related

AE leading to treatment discontinuation, N(%)

Durvalumab
Tremelimumab

Active Monitoring

(N= 340)

213 (63%)

2 (<1)

28 (8%)

20 (6%)

15 (4%)

Durvalumab +
Tremelimumab
(N=207)
201 (97%)
137 (66%)
185 (89%)
164 (79%)
83 (40%)
63 (30%)
80 (39%)
72 (35%)
70 (34%)
51 (25%)
49 (24%)
9 (4%)
2* (<1%)
66 (32%)"
39 (29%)
30 (14%)

* & myocarditis SAEs in 4 patients, 2 resulting in death
"0ne or both treatments leading to toxicily discontinuation

www.onco-nouvelle-aquitaine. fr



CELLULES CLAIRES AVANCE

Essai CARE1l en cours

el L

CARE-1 est une étude pragmatique internationale randomisée
de phase Il comparant 2 schémas thérapeutiques standard
(ICI-ICI vs ICI-VEGFR TKI)

{ Inclusion dans l'essai }

CARE1
1:1
Comparer |'efficacité de I'association ICI-ICI avec le nivolumab-ipilimumab par A A
rapport a I'association ICI-TKI chez les patients a risque intermédiaire ou Groupe A Groupe B
défavorable avec un CCRm non traité auparavant sur la base de la stratification Ici-ict IC1 - VEGFR-TKI
PDL1. - - I
| [ | 1
/ N\ [ Choix du médecin investigateur ]
olum
o ! ; 4
' 2 Y Y B
lmmT;n;T:M o l'-li(\;:luin:c‘iz : Pembroiizumab i’emzzc;oh(z:’lrnab
mg (30 min IV) toutes mg
. . 4 Injections 3 3 semaines les 2 semaines m,f?:",‘,‘,",'lm toutes les 3 semaines
p lation PDL1(+) : Survi Population PDL1(-) : Survie Fintervalle ou 2 ou
3 (+) : Survie globale et survie sans 480 (60 min W toutes | | 400 mg (V) toutes les 6 FDRE IR ¢
globale progression ! s T~ 2
Jio (;;‘Vf:'“lc;ab - Cabozantinib Axitinib Lenvatinib
mg min toutes les Py
semaines on 1iparowtoinies || STEPeron)2tosper || CBNEESCORAN
a ou foRes jour tous les jours fouirs
= 1200 patients attendus 450 mg (60 min V) toutes es & I\ A Y

ﬁ Q semaines &

www.onco-nouvelle-aquitaine. fr



CaP en rechute a haut risque : EMBARK

Analyse finale

N TEEEEEEEA l /
: : N=355 & Critére principal : \
: pSA 21ng/mL aprés PR ou nadi : Enzalutamide (160mg /i) '3 SSméta
[ 2 or g/:\L :‘ r ::;TS Gl nagy | + acetate de leuprolide £ OUI : pause enza+ DA vs DA seule
Bl btk | (22.5mg IM /12sem) E [ suveilance psa
| MO (scintieraphi RM I : (reprise si ré- Critéres secondaires
. MO (scintigraphie osseuse/scanner/IRM) | L o du PSA SSMéta Enza vs DA
| Testostérone 2150ng/dL l a || -#soencion au bSA Dl Ité
i < ai avant tt ultérieur
' Hormonothérapie antérieure 29 mois | P'“ebz"z*sacet':;e/‘l’; leuprolide g —_—
! avant la randomisation I N=358 (22.5mg sem) c
! : . , . [ N
. (neoadjuvant/adjuvant si $36 mois | o
: ou <6 mo pour une récidive bio) : N=355 S :
: : : nzalutamide (160mg /j) 'y
[ I
. Shore ND et al., Abstr¥LBAB7, ESM0O2025
22
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CaP en rechute a haut risque : EMBARK

Analyse finale

* Bénéfice sur tous les sous-groupes
(age, PR, RT, temps de doublement < 3 mois,
entre 3-6 mois, 6-9 mois, taux psa £ 10 ou > 10)

* Pas de béneéfice en SG avec enza monotherapie
vs DA (HR 0,830 ; IC 3 95 % 0,630~1,095 ;
P=0,1867)

* Pas d’élément nouveau en termes de toxicité

s

SLEEEEERLE.

Peroentage of patients

Survie Globale
B-year rate
T 78.9%
o — 69.5% v combe Lauprobde o
—~— (n=155) in=158)
. o Enza combo — u -
_"-_‘" .
. Beyear 05 789 1
— | 5% %  (38,000)  (840.743)
Leuprolide alone

HR (95% Cl): 0.597
(0.444, 0.804); P=0.0006

]

|||||||||||||||||||||||||||||||||||||||

Manths

L1 13 ¥

Ajout de I'enzalutamide a la DA permet 'allongement de la survie sans métastase ET de la survie globale
Nouveau standard de PEC

Shore ND et al., Abstr¥LBAB7, ESM0O2025
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CaP mHSPC de novo avec altération HRR : AMPLITUDE

AMPLITUDE: Randomized, Double-Blind, Placebo-
Controlled Trial in HRRm mCSPC

First and final rPFS analysis and first interim analysis of time to symptomatic progression and overall survival. Median follow-up: 30.8 months

Key inclusion criteria:
« mCSPC#
» Alteration in 21 HRR eligible gene: AAP (1000 mg QD + 5 mg QD)
BRCA1, BRCA2, BRIP1, CDK12, +

CHEK2, FANCA, PALB2, RAD51B, ADT
RADS4L®

Nira (200 mg QD)
4

Randomized (n=348)
« ECOG PS 0-2 . 1:1

Key exclusion criteria:

(N=696) PBO Key secondary end points

* Any prior > + Time to symptomatic progression
- PARP AAP (1000 mg QD + 5 mg QD) . 0OS
+

« ARPI other than AAP » Safety

Prior allowed treatments in mCSPC:
« ADT €6 months

ADT
(n=348)
Stratification factors: Clinical data cutoff: January 7, 2025
* Docetaxel <6 cycles' « BRCA2 vs CDK12 vs all other alterations
* AAP =45 days « Prior docetaxel (yes vs no)
« Palliative RT + Disease volume (high vs low)

*Patients with lymph node-only deease ar not aigible. "HRR gent panal was fxed prior 1o inal iniation based on MAGNITUDE trial and extomal data from the pubkshed Merstwe. "Last dose <3 months peior 10 randomezaton
ECOG PS, Eastern Cooperative Oncology Group performance status. Nira, nkspard, OS, overall ssevival, PBO, plecabo, RT, radiotherapy, QD, once daly

Gerhardt Attard et al. ASCO 2025 www.onco-nouvelle-aquitaine.fr



CaP mHSPC de novo avec altération HRR : AMPLITUDE

Baseline Characteristics

Median age (range), y

Median PSA at initial diagnosis (range), ng/mL
ECOG PS score, n (%)

Gleason score at initial diagnosis, n (%) |28 _
Metastatic stage at diagnosis, n (%) ‘M1 (Synchronous
Disease volume, n (%) 7 '

Prior docetaxel use in mCSPC, n (%

'Bone only
Site of metastases®, n (%) Visceral
'Lymph nodes

BRCA alteration, n (%)

« Characteristics were well balanced between treatment groups

Nira + AAP

(n=348)

68 (40-88)
112 (0.1-17475)?

242 (70)
106 (30)
276 (79)
301 (86)
269 (77)
94 (16)
146 (42)
57 (16)
173 (50)
191 (595)

Gerhardt Attard et al. ASCO 2025

PBO + AAP

(n=348)

67 (40-92)
102 (0.1-15900)°

218 (63)
130(37)
262 (75)
302 (87)
271 (78)
56 (16)
154 (44)"
54 (16)¢
161 (46)"
196 (56)

www.onco-nouvelle-aquitaine. fr



CaP mHSPC de novo avec altération HRR : AMPLITUDE

Primary End Point: Radiographic Progression-Free Survival

BRCAmM HRRm (ITT)

%)

;
8

B
% Nira + AAP median: |
o S —

3
N :
\

PBO + AAP median: 26.0 mo

i
£

Radiographic
progression-free survival (

LA .

PBO + AAP median: 29.5 mo

o~
(=]
A
&
4

g
3¢
g8
25
x3

2

a

S
:

HR = 0.52 (95% CI, 0.37-0.72) HR = 0.63 (95% CI, 0.49-0.80)
p<0.0001 . p=0.0001
Ovér112'1TB'2'4YYT'YY“ Orfrsj'.?,v;&r;d
No. at risk Time (months) No. at risk Time (months)

0

PBO + AAP 106 17 137 109 73 3 22 B 0 PBO+AAP 348

H Gerhardt Attard et al. ASCO 2025
www.onco-nouvelle-aquitaine. fr




) CaP mHSPC de novo : CAPITELLO-281

CAPItello-281 - Cancer de prostate métastatique hormonosensible : DA + abiraterone *
capivasertib

. Patients atteints d'un mHSPC de novo Abiratérone/prednisone +DA+ Capivasertib /Critére principal : \
! avec déficit en PTEN 400 mgx2/jour, 4 jours de traitement, SSPradio

l . . LS. .
Déficit en PTEN : (seuil diagnostique 3 jours sans traitement Critéres secondaires

i

I 2 : SG

: 2 90 % de cellules malignes viables 1012 patients SSEvénement osseux
sans coloration cytoplasmique . Rags

: . : Délai avant CRPC

: spécifique par IHC)

! Soit cellules exprimant le PTEN par Abiratérone/prednisone +DA+ placebo

i

p IHC £10%

- o

* Caractéristiques cliniques : idem dans 2 bras ;

* M-+foie 5,9% APC vs 5,0% APP, M+os 91,1 vs 92,5%, M+poumon 13,6% vs 14,3%, GG a distance 42,8% vs 42,4% ;
* Gleason >8 78,5% vs 79% ;

* Haut volume M + viscérales 19,3% vs 18,8% ; Haut volume (sans Mviscérales) : 54,4% vs 56%

Fizazi K. et al., Abstr#23830, ESMO 2025 cancero.net - © 2025 Santor Edition

www.onco-nouvelle-aquitaine. fr



) CaP mHSPC de novo : CAPITELLO-281

CAPItello-281 - Cancer de prostate métastatique hormonosensible : DA + abiraterone *

capivasertib
. . * Objll:
SSPradiologique ~ Survie globale immature
e - Allongement significatif du temps avant CRPC
il Mnlﬂs.mo:::i::: n.;.(:::)u zs.zr‘(s:::.o) — Et de la SSEos
" HR (95% CI) 0.81 (0.66, 0.98)
i T . = e SRR * Toxicité :
§ o4 . . ~ Effets Il de grade > 3 67% APC vs 40% APP,
.l 25.7 months: 7.5 months :33.2 months e Sévé res 42% VS 26%
e eS| : : - Diarrhées, hyperglycémie, éruption cutanée, anémie
R A NN T T I ~ Diminution dose Capi/P: 29% vs 4%
OO i s g i T Y 5 B R e Vil B L I g - Interruption Capi/P :63% vs 27%
TR REER R ~ Arrét Capi/P : 18% vs 5%
Bénéfice en SSP radiologique de I'ajout du capivasertib au doublet DA+ abiratérone
Question : bénéfice en SG ?, place / triplet avec docetaxel ?
Fizozi K. et al,, Abstr#23830, ESMO 2025 cancero.net - © 2025 Santor Edition
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