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La chirurgie

OVAIRE PRIMO PRISE EN CHARGE

ESSAI TRUST

: 4 « vieux » essails

- 3 essais de non infériorité
EORTC 55971 (Vergote etal. NEJM 2011)
CHORUS (Kehoe etal.

@)
@)
@)

JCOG0602 (Onda et al.

EORTC 55971

Vergote et al. NEJM 2011

- 670 pts
- FIGO IlIC/IVA/IVB
- Noninferiority study
- Median PFS
- PCS: 12 months
- ICS: 12 months
- Median OS
- PCS: 29 months
- ICS: 30 months

Sven Mahner, MD Sven.Mahner@med.uni-muenchen.de

Content of this presentation is copyright and responsibilty of the author. Permission s required for re-u

Lancet 2025)

Eur Jcancer 2026)

Progression-free survival

Overall Survival (%)
PR RER] -3
/

EORTC CHORUS

No of pts 670 pts 550 pts
Median age 62y 65y

PCS 23% 25%
FIGO Stage IV

ICS 24% 25%

PCS 180 min 120 min
Operative time

ICS 165 min 120 min
Complete gross PCS 19% 17%
resection ICS 51% 39%

months ./ months

PFS

ICS 12 months 12 months
o PCS 29 months 22.6 months

ICS 30 months 24.1 months

www.onco-nouvelle-aquitaine. fr



OVAIRE PRIMO PRISE EN CHARGE

ESSAI TRUST

La chirurgie : 4 « vieux » essails

- 3 essais de non infériorité . . CL
2> 1 essal de supériorité

© EORTC 55971 (Vergote etal. NEJM 2011) o SCORPION (Fagotti et al. Int J Gynecol Cancer
o CHORUS (Kehoe etal. Lancet 2025) 2016)
o JCOG0602 (Onda et al. Eur Jcancer 2026)
EORTC 55971 SCORPION
Vergote et al. NEJM 2011 - Fagotti et al. Int J Gynecol Cance
-670 pts ‘ -171 pts single center
- FIGO ICIVAIVE - FIGO IlIC/IVA/IVB
- Noninferiority study = ’ gﬂgh t.un?tor Ifadd“ (br\il llac;;zjlrgssczp;ccdse)tection
) T e e e S - Superiority study
- Median PF_S . " - Median PFS
- PCS: 12 months e 5\ - PCS: 15 months
- 1CS: 12 months AN -1CS: 14 months
- Median OS o N - Median OS
- PCS: 29 months P T -PCS: 41 months
-1CS: 30 months s o - ICS: 43 months S R
ominmmes o I—— - = = - 1 5 : Sven Mahner, MD Sven.Mahner@med.uni-muenchen.de sl :‘A::, “ n o= Y;m“:m“ " 4 0

Content of this presentation ts copynght and responsibility of the author. Permission is required for re-use
Content of this presentation is copynght and responsibility of the author. Permussion is required for re-use
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OVAIRE PRIMO PRISE EN CHARGE

ESSAI TRUST

TRUST Study Design

Main Inclusion Criteria Primary Cytoreductive Surgery

 Epithelial ovarian, fallopian tube
or peritoneal cancer

« FIGO stage IlIB/C, IVA/B
+ Considered resectable
= Fit enough to tolerate radical

surgery ;
Neoadjuvant Chemotherapy
+
Stratification factors Interval Cytoreductive Surgery
« Center
* Age-ECOG-combination

ECOGO and age <65y vs. Recommended systemic treatment:

ECOG>0 or age >65y ‘ » Carboplatin AUCS5, Paclitaxel 175mg/m? q3w
Qualification process for participating * Bevacizumab 15mg/kg q3w as indicated
centers to ensure surgical quality * PARPI as indicated

« Study participation or any other treatment
as long as applicable for both study arms
2025 ASCO m presenten By: Sven Mahner, MD Sven.Mahner@med.uni-muenchen.de

AGO

Primary endpoint Hypothése .
*  Overall survival p .
améliorer 1’'0S de

Key secondary endpoints .
* Progression-free survival 15 mois
» Complete resection rate

+ Surgical procedures

« Surgical morbidity

*  Quality of life

Predefined exploratory and |
translational endpoints

ASCO Simsriosm

KNOWLEDGE CONQUERS CANCER

Sven Mahner, ASCO 2025

www.onco-nouvelle-aquitaine. fr



OVAIRE PRIMO PRISE EN CHARGE

ESSAI TRUST

TRUST Results: Overall Survival (ITT)

1.00

0.751

OS probability
o
3

0.251

AGO
PCS NACT-CS
08 (n=345) (n=343)

Events, n (%) 209 (60.6%) 223 (65.0%)

HR (95% Cl) 0.89 (0.74-1.08); p=0.24

Median (95% Cl), months ~ 54.3 (49.1-63.3) 48.3 (43.6-55.9)

Median follow-up for OS: 74.6 mos, |IQR: 67.1-83.6 mos (63% maturity)

0.00 - - - - - - - - -
0 6 12 18 24 30 36 42 48 54
Time (months)
Number at Risk
- 345 320 302 282 265 242 224 206 180 162
- 343 325 31 292 261 242 209 185 162 145
Sven Mahner, MD

60 66 72 78 84 90

147 123 75 53 25 1"
129 101 63 39 25 5

Sven.Mahner@med.uni-muenchen.de

Sven Mahner, ASCO 2025
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i OVAIRE PRIMO PRISE EN CHARGE

ESSAI TRUST / TAKE HOME MESSAGE

" La chirurgie premiere reste un standard chez
les patientes fit, tres bien sélectionnées
stade III (coelio ++), s1 elle est
raisonnable et réalisée dans un centre
expert

" Privilégier la chimio néoadjuvante pour les
stade IV, patiente agée, patientes altérées

i L’'objectif est d’obtenir une chirurgie CCO

www.onco-nouvelle-aquitaine. fr




OVAIRE PRIMO PRISE EN CHARGE

ESSAT FIRST

FIRST Trial Design

Key inclusion criteria Cycle 1: Standard-of-care chemotherapy Stratification factors
* Aged =18y (carboplatin-paclitaxel * bevacizumab) * Intended bevacizumab use
= High-grade nonmucinous epithelial OC p * HRR mutation status

- Stage IV disease 1:1:2 (BRCAm, BRCAWYHRRpos,
and BRCAwt/HRRneg/

- Stage Il disease if
~ Stage IC win CCD resecton Cycles 2-6: Chemotheray period (21-d cycles) NG cletmod)
during PDS if aggregate 25-cm z y Y » Disease burden: Stage Il|

) ;x::epr:;: ;l::::: Arm 2 Arm 3 with residual burden <1 cm
= Macroscopic residual tumor after PDS i cmﬂam-paﬁma{ # Carboplatin-paclitaxel + (yss or no)
» Planned neoadjuvant chemotherapy placebo placebo dostarlimab
- PDS, IDS, and inoperable were + bevacizumab + bevacizumab
all included

. T Overall treatment
Maintenance period (up to 3 y)* discontinuations2

(including chemotherapy and
Hw Niraparib + dostarlimab maintenance periods)
4 . + bevacizumab 35 (8%) vs 116 (16%) due to AE
maintenance maintenance 263 (63%) vs 368 (49%) due to PDP

33 (8%) vs 77 (10%) patient request
2 (<1%) vs 12 (2%) due to death

*May cantinue teatmaent beyond 3 yean in consulalion with the medical montot, BRCAM, BRCA-mutaled, BRCAwi, BRCA wid-lype;, CCO, complets resection; HRR, homologous recombination mpair; 108, interval debulking surgery; neg, negative; OC, owvarian

cancer, POE, primary debulling surgeny; pos, posilive,
ASCO i
CNOWLIDGE COMQUESR

2025 ASCO #ASCO25 mresenien ar Anne-Claire Hardy-Bezsard, MD

ANCIR

www.onco-nouvelle-aquitaine. fr



OVAIRE PRIMO PRISE EN CHARGE

ESSAI FIRST

100 Arm 2
Arm 3
a0 + Censored
80 -
70
60 PFS : 20.6 vs 19.2 mois
2 HR 0,85 (CI 0.73-0.99),
@ 50 .0351
o
40 -
_ 1L 0
30 o
20
10 -
Hazard ratio for progression or death, 0.85 (95% CI 0.73-0.99)
0- P=0.0351
| I I I | I I | I I | | I I
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70
Time since randomization, months
No. at risk
Arm2 385 336 266 198 156 118 98 81 68 55 34 14 4 0
Arm3 753 638 523 381 290 226 196 166 142 110 79 44 17 2 0

AC Hardy Bessard et al, annals of oncoly

2025

www.onco-nouvelle-aquitaine. fr



OVAIRE PRIMO PRISE EN CHARGE

ESSAI FIRST

Aucun sous groupe ne tire bénéfice du dorstarlimab

: ~ Dostarlimab +
SRS niraparib Hazard ratio

Subgroup n/ N (%) (95% CI)
All patients 260/385 (68)  443/753 (59) I-O-l 0.85 (0.73-0.99)
Age categories

<65y 129/199 (65)  232/413 (56) e 0.84 (0.68-1.05)

265y 131/186 (70)  211/340 (62) e 0.85 (0.69-1.06)
ECOG PS score at screening

0 124/201 (62)  229/399 (57 e 0.95 £0.76—1.18{

1 136/184 (74)  214/353 (61 o 0.76 (0.61-0.94
Primary tumor site®

Ovarian 217/310 (70 353/602 (59) e 0.81 %0.69—0.96)

Primary peritoneal 23/34 (68 52/79 (66) H=—] 1.02 (0.62-1.66)

Fallopian tube 20/40 (50) 38/72 (53) =te—r 1.17 (0.68-2.01)
Disease stage at initial diagnosis

I} 160/247 (65)  257/466 (55) e 0.85 (0.70-1.04)

v 100/138 (72) 186/287 (65) l—o—l 0.80 (0.63-1.03)
Surgical status at screening?

PDS 80/132 (61) 144/273 (53) | 0.91 (0.69-1.19)

Planned IDS 153/217 (71)  240/404 (59) o 0.80 (0.66-0.99)

Nonsurgical (inoperable) 27/36 (75) 59/76 (78) I—r-o—{ 1.17 (0.74-1.84)

r—fﬁ—‘\

Dostarlimab +

Rrsparh niraparib Hazard ratio
Subgroup n/ N (%) (95% ClI)
All patients 260/385 (68)  443/753 (59) ng 0.85 (0.73-0.99)
Concurrent bevacizumab use,
as per exposure ;
Yes 137/199 (69)  244/398 (61) [ 0.84 (0.68-1.03)
No 123/186 (66) 199/355 (56) e 0.86 (0.69-1.08)
PD-L1 status
TAP 25% (positive) 52/92 (57) 116/226 (51) = 0.84 (0.61-1.17)
TAP <5% (negative) 166/230 (72)  248/403 (62) (] 0.87 (0.71-1.06)
Myriad MyChoice status
BRCAm 37/81 (46) 63/151 (42) He— 0.98 (0.65-1.48)
BRCAwt 184/253 (73)  336/513 (65) e 0.87 (0.73-1.04)
BRCAwt HRd 43/65 (66) 86/147 (59) e 0.83 (0.58-1.20)
HRd 80/146 (55) 149/298 (50) e 0.95 (0.72-1.24)
HRp 126/164 (77)  219/312 (70) e 0.92 (0.74-1.14)
HRD unknown 54/75 (72) 75/143 (52) —— 0.68 (0.48-0.96)
1

AC Hardy Bessard et al, annals of oncoly

2025

www.onco-nouvelle-aquitaine. fr
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OVAIRE PRIMO PRISE EN CHARGE

ESSAT FIRST

Essal positif mals pertinence cliniqgue
limitée
NE devient PAS un standard

Probablement la fin de la saga des
anti PD1/PD-L1

www.onco-nouvelle-aquitaine. fr



OVAIRE : RECIDIVE PLATINE RESISTANTE

ESSAI KEYNOTE B96

Criteria

*Histologically confirmed epithelial ovarian, fallopian
tube, or primary peritoneal carcinoma

1 or 2 prior lines of systemic therapy; at least 1
platinum-based therapy

*Prior anti-PD-1 or anti-PD-L1, PARPI, and
bevacizumab permitted

*Radiographic evidence of disease progression
within 6 months (180 days) after the last dose of
platinum-based chemotherapy for ovarian cancer (ie,
platinum-resistant disease)

*ECOGPS0Oor1

Pembrolizumab 400 mg (Q6W, 18 cycles)
+

Paclitaxel 80 mg/m? Days 1, 8, and 15
each Q3W cycle
(* bevacizumab? 10 mg/kg Q2W)

Placebo (Q6W, 18 cycles)
+

Paclitaxel 80 mg/m? Days 1, 8, and 15
each Q3W cycle
(* bevacizumab? 10 mg/kg Q2W)

Primary endpoint: PFS per RECIST v1.1 assessed by investigator
Key secondary endpoint: OS
Secondary endpoints: PFS by BICR per RECIST v1.1, safety, HRQoL

H1: PFS CPS 21 ) H2: PFSITT
a=0.02 0999 a=0.005

Population:
@ Participants with CPS 21
' ITT population

Colombo N et al., ESMO 2025, abs #LBA3

www.onco-nouvelle-aquitaine. fr



OVAIRE : RECIDIVE PLATINE RESISTANTE

ESSAI KEYNOTE B96

Progression-Free Survival in the CPS 21 Population at 1A1

100+
12-mo rate (95% CI)
= 90+ 35.2% (28.8-41.7)
¥ 80— 22.6% (17.0-28.7)
g 0] HR 0.72 (95% Cl, 0.58-0.89)
g 604 P=10.0014° Ptsw/ Median, mo
& 507 Event  (95% Cl)
c 40 Pembro Arm 69.2% 83
g (7.0-9.4)
§ 30+ Placebo Arm  77.6% 7.2
& 204 (62:8.1)
°© 1 M Information fraction: 87.9%
& 10~ Median follow-up: !
15.6 months | Se—
T T S N ———
0 5 10 15 20 25 30
No. at risk Time, months
234 170 87 21 - 1 0
232 150 64 16 3 1 0

Key Secondary Endpoint: Overall Survival in the CPS 21 Population at 1A2

Progression-Free Survival in the ITT Population at I1A1

100— ; 12-mo 18-mo
1 69.1% 51.5%
90+ ' 59.3% ! 38.9%

HR 0.76 (95% Cl, 0.61-0.94)
P=0.0053*

Ben @SN

Overall Survival, %
8
1

'
1
]
404 : A Pembro Arm 67.1% 18.2
30 H 2 (15.3-21.0)
H : Placebo Arm  75.4% 14.0
20 H : (12.5-16.1)
L
10~ Median follow-up: : Information fraction: 90.0%
26.6 months H s
0 T T T T T T T
0 6 12 18 24 30 36 42
No. at risk Time, months
234 207 161 120 49 13 3 0
232 200 137 89 4“1 10 1 0

100+
90
80—
704
60—

Progression-Free Survival, %

1
10— Median follow-up: !
1

2-mo rate (95% ClI)
3.1% (27.7-38.5)
1.3% (16.6-26.4)

N W=

[HR 0.70 (95% Cl, 0.58-0.84) ]

P <0.00012 Ptsw/ Median, mo
Event  (95%Cl)

Pembro Arm 71.7%

8.3
(7.2-8.6)

Placebo Arm  78.8% 6.4
(6.2-8.1)

Information fraction: 89.5%

15.6 months —
0 e ——————————————————]
0 10 15 20 25 30
No. at risk Time, months
322 233 19 34 6 1 0
321 200 84 19 3 1 0

www.onco-nouvelle-aquitaine. fr



OVAIRE : RECIDIVE PLATINE RESISTANTE

ESSAI ROSELLA, phase II/III

ROSELLA | Study Schema

° e e Relacorilant (150 mg PO)

Population

= Epithelial ovarian, primary
peritoneal or fallopian tube
cancer

* ECOG performance status
Oor1

* Progression <6 months after
the last dose of platinum
therapy (excluding no
response to, or progression
in <1 month of primary
platinum)

* 1-3 prior lines of therapy

* Prior bevacizumab required

L 1) e .
- hI "! h! i = Nab-paditaxel (80 mg/m? IV)
5 5 P

Relacorilant + Nab-paclitaxel

N=381
Opendabel
SCREENING randomezation FOLLOW-UP
1
Day 2810 1 1

Treatment to
progression or
unmanageable toxicity

Nab-paclitaxel

L
DAY 1 8 15 2

*Ongoing cycles

Stratification Factors
» Prior lines of therapy (1 vs >1)
» Region (North America vs Europe vs Korea, Australia, & Latin America)

CA, cancer anhgen, CBR, cinical benefit rate, DoR, duration of response, ECOG, Eastern Cooperative Oncology Group, GCIG, Gynecologic Cancer Intergroup, IV, miravenous,
ORR, objective response rate, PFS, progression.-free survival, PO, by mouth, RECIST, Response Evaluation Crntena in Solid Tumors

2025 ASCO

eresenteo uy: Alexander B. Olawaiye, MD

Presentation & property of e author and ASCO Perression requined 1 feuse. Contact pamMIsSOnsGasco org

. ®" , Nab-paditaxel (100 mg/m? IV)
) 1

Dual Primary Endpoints

= Progression-free survival (PFS) by
RECIST v1.1 per blinded
independent central review

= Overall survival

Secondary Endpoints
* PFS by RECIST v1.1 per Investigator
* ORR, DoR, CBR (RECIST v1.1)
* Response by CA-125 GCIG criteria

* Combined response (RECIST v1.1
and CA-125 GCIG criteria)

= Safety

First patient enrolled: 5" January 2023
Last patient enrolled: 8" April 2024
Data cutoff: 24™ February 2025
Conducted at 117 sites in 14 countries

ASCD s

KNOWLEDGE CONQUERS CANCER

www.onco-nouvelle-aquitaine. fr



OVAIRE : RECIDIVE PLATINE RESISTANTE

ESSAI ROSELLA, phase II/III

ROSELLA | Relacorilant Significantly Improved Progression-Free Survival
Assessed by Blinded Independent Central Review (BICR)

1004

80+

Progression-free Survival (%)

20+

6m PFS

Relacorilant +
Nab-paclitaxel

Nab-paclitaxel
N=193

N=188
Events, n (%) 113(60.1) 121(62.7)
~ Median PFS, m(95% Cl)  6.54(5.55-7.43) 5.52(3.94-5.88)
HR (95% CI) 0.70(0.54-0.91)
P=0.0076 (Log-rank Test)
12m PFS

PFS by BICR and PFS by
Investigator Are
Consistently Significant

[—=——Relacorilant + nab-paclitaxel

— -©— - Nab-paclitaxel monotherapy]

Relacorilant + nab-paclitaxel
Nab-paclitaxel monotherapy

0

T

2

4

No. at risk (events/cumulative events)
109 (29/51) 70(27/78)

188 (0/0)
193(0/0)

151(22/22)
129 (42/42)

85(31/73)

T

6

8 10 12 14 16 18 20

Duration of Progression-free Survival (Months)

47 (20/93)

43 (18/96)
21(17/110)

24(11/107)
9(7/117)

16(1/108) 11(1/109)
5(1/118) 2(2/120)

2(2/111)
2(0/120)

0(2/113)

2(0/120) 0(1/121)

ROSELLA | Relacorilant Improved Overall Survival

at this Interim Analysis

1004

Overall Survival (%)
$

Relacorilant +
Nab-paclitaxel

N=188

Nab-paclitaxel
N=193

Events, n (%) 82 (436) 110 (57.0)

Median OS, m (95% CI) 1597 (1347-NR) 11.50 (10.02-1357)

HR (95% CI) 0.69 (0.52-0.92)

Nominal P=0.0121 (Log-rank Test)

N Maturity: 50%
404 | °
\.
20
01 [—= lacorilant + nab-pachi ~ <0~ Nab-paciitaxel monotherapy |
T 7 T T T ; T ; T T T T
0 2 4 ) 8 10 12 14 16 18 20 22
Duration of Overall Survival (Months)
No. at risk (events/cumulative events)
Relacorilant + nab-paciitaxel 188 0/0) 180 (8/6) 162(12/18) 143(14/32) 126(17/49) 111(00/59) 77(10/6%) 49 (5/74) MHWwm 100/81) 40/ on/en
Nab-pachitaxel monotherapy 193 (0/0) 179w 160 (13/19) 137(20/39) 115(20/59) 93(15/74) 65(14/88) 40 (9/97) 16(9/108) 11(1/107) 3(2/109) 0(1/110)
Olawaiye et al., ESMO 2025, abs

#LBA5507

www.onco-nouvelle-aquitaine. fr



OVAIRE : RECIDIVE PLATINE RESISTANTE

ESSAI REJOICE-OVARIAN 01,

REJOICE-Ovarian01: Phase 2/3 randomized study of R-DXd in
platinum-resistant OVC (NCT06161025)

4 )
Key eligibility criteria [ Phase 3
+ Hgh-grade serous o endometrond
ovanan, primary perfoneal. of R-DXa vV QW

taiopan Jbe cancer

* 1=3 pror LOT (nc. bevacizumad )

+ Platinum reustant duease

* Prior MIRV If high FRo*

« ECOG PS 01

* No prior CDHE-targeling agents or
ADCs with linked TOPO | inhibitor

* Patents with pramary platinur
PRirACIOny GIRAANe A8 Nof QI’M

Unts PO * death, ost o FU.

cther reason
. J
Stratification: Primary | Key y Primary endpoints Key secondary endpoints
* Numbar of priee LOT (1 va 203) oar BICA® « ORR per Inv® prng o
+ COME anpresson (hgh vs low) on DOR - ¥ .
+ TPC (pociiaxel vs olthers PF'S per BICK et

phase II/III

Clinically meaningful tumor responses were seen irrespective of dose?

& R-DXd 4.8 mglkg, n=36
" ORR: 44.4% (35% CI, 27.9-61.9)
DCR: 75.0% (35% CI, 57.8-87.9)°

R-DXd 5.6 mg/kg, n=36
ORR: 50.0% (35% Cl, 32.9-67.1)
DCR: 80.6% (95% Cl, 64.0-91.8)

R-DXd 6.4 mg/kg, n=35
ORR: 57.1% (35% CI, 39.4-73.7)
DCR: 77.1% (35% Cl, 50.9-80.6)b

Best change in sum of diameters from baseline (%)
o

40 4

60 A

80

W48mgkg M 5.6mgkg 6.4 mgkg
-100 -

Data cutoff: February 26, 2025. The median follow-up for 4.8-mgikg, 5.6-mgikg, and 6.4-mg/k Cl,4.7-63), Cl, 4.6-5.8), and 5.2 months (95% CI, 4.9-5.8), respectively.
*Antitimor response assessed by BICR per RECIST 1.1. Only palients with measueable disaase at ha.sdlm um =| pnsmnne tumar scan, both by BICR, m included in the wateriall plot (n=100). Six pawu(nnxal B mglkg [n=5; 6.4 mgikg [n=1]) did not have |~
measurable disease al baseline and cne patient ﬁR-DXHﬁEmgtgi had no adequate p BOR of CR, PR, or SD (per RECIST 1.1) x ESMO
BICR, biinded independent central review; Cl, confidence interval; DCR, rate; ORR, obj ; RECIST 1.1, Response: Ev!lulbm Criteria in Solid Tumours, version 1.1.

Ray-Coquart I et al., ESMO 2025,
abs #LBA4Z2

www.onco-nouvelle-aquitaine. fr



OVAIRE : RECIDIVE PLATINE RESISTANTE

TAKE HOME MESSAGE / ACCES PRECOCE

Personnalisation du traltement a la récidive
platine résistante

MIRVETUXIMAB SORAVTANSINE, AAC (Etude Mirasol)

Cancer de 1l’ovaire séreux de haut grade en récidive platine résistante
FOLR1 positif

Max 3 lignes antérieures

BALSTILIMAB—BOTENSILIMAB, AAP (Porter R et al, J Immuno Cancer

2025)

pour les cancers de l’ovaire en récidive platine résistante (privilégier
les cellules claires ?)

Pas de limite de 1ligne

Risque de colite immuno médiée +++

www.onco-nouvelle-aquitaine. fr
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» High risk Endometrial Cancer (HREC)

ENDOMETRE LOCALISE

ESSAI PORTEC-3 : données actualisées a 10 ans

Pelvic RT 48.6 Gy +
2x Cisplatin 50mg/m?2

> <>
5 weeks 2 wks

4x Carboplatin AUCS
Paclitaxel 175mg/m2

il
<€ >

12 weeks

RT alone

1
>

5 weeks

Recurrence-free survival (%)

A Overall survival for p53abn cancer

100 —— Radiotherapy alone
—— Chemoradiotherapy
g 75
E:
£ 504
B
] g 4
5 5 Adjusted HR 052
(95% C1 030-0-91), p=0-021
0 | | 1 1
0 25 ) 75 10

B Recurrence-free survival for p53abn cancer

21(0) 20(0) 11(6)
i 34(0) 29(0) 17(11)

Adjusted HR 0-42
(95% Cl 0-24-0-74), p=0-0027
0 2f5 é 7-|5 10
46 (0) 21(0) 18 (0) 16 (1) 9(7)

53(0) 0(1) 29(1) 26 (1) 13(12)

VM Van Den Heerik et al, PORTEC-4, Lancet

Oncol 2026

www.onco-nouvelle-aquitaine. fr



f) ENDOMETRE LOCALISE, Risque intermédiaire-haut

ESSAI PORTEC-3 : données actualisées a 10 ans

C Overall survival for POLEmut cancer D Recurrence-free survival for POLEmut cancer
100 T rrire} t
g
£ 754 g
] 3
s £
= g
- J—-— -
© g
Plog-rani=0-40 k] Plog-rank=0-40
o T T T 1 T T T 1
o 2.5 5 75 10 0 2.5 5 75 10
Number at risk
(censored)

Radiotherapy alone 28 (0) 27 (0) 27 (0) 27 (0) 19 (8) 28 (0) 27 (0) 27 (0) 27 (0) 19 (8)
Chemoradiotherapy 23 (0) 23 (0) 23(0) 22(1) 15(7) 23(0) 23(0) 23(0) 22(1) 15(7)
E oOverall survival for MMRd cancer F Recurrence-free survival for MMRd cancer

100 -
m = H\u‘m—
g 75 H_‘—O—O—O—l—\_‘_ﬂ.n' Tg — = -
= £
= 2
= 5o £
g £
3 254 Adjusted HR 1-34 £ ] Adjusted HR 1-13
(95% Cl 0-71-2:55), p=0-37 2 (95% Cl 0-59-2-15), p=0-72
4]
0 25 5 75 10 0 25 5 75 10
Number at risk
(censored)
Radiotherapy alone 72 (0) 67 (0) 59(2) 50(6) 33(14) 72(0) 57 (0) 53(2) 48 (5) 33(15)
Chemoradiotherapy 67 (0) 57(1) 50(2) 44 (3) 29 (12) 67 (0) 51(1) 43 (5) 40(3) 27 (13)
- VM Van Den Heerik et al, PORTEC-4, Lancet
19 Oncol 2026
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TAKE HOME MESSAGE

Les stratégies de traitements adjuvants
reposent sur les groupes de risgques
moléculaires POLE, MSI, NSMP et P53

Etude RAINBOW en cours
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ENDOMETRE METASTATIQUE

ESSATI AtTEND : FINAL OVERALL SURVIVAL

AtTEnd Study Design

Confirmed PD

i
» Endometrial carcinoma or carcinosarcoma

* Patients with advanced (stage Ili-IV) newly
diagnosed or recurrent disease with no prior

Paclitaxel 175mg/m? Maintenance
carboplatin AUC 5 or 6 atezolizumab

_ atezolizumab 1200mg 1200mg
systemic chemotherapy for recurrence.
* In recurrent patients, one prior line of

systemic platinum-based regimen is
:‘e;‘nti:sed with a platinum-free interval 2 6 Paclitaxel 175mg/m?

; Maintenance
- ECOG 0-2 carboplaltm AbUC Sorb placebo
* Normal organ and bone marrow function pacouo

Dual primary endpoints

Stratified by: Hierarchical order
* Country
* Endometrioid vs. other histotypes PFS PFS Os*
*Recurrent disease vs newly diagnosed MMRd G All comers rOE All comers
*Non-MMRd vs MMRd vs non a (two-sided) 4% a (two-sided) 4% a (two-sided) 5%
evaluable (centrally evaluated)
HR: 0.50 HR: 0.70 HR: 0.70
*OS interim analysis planned
Domenica Lorusso, MD, PhD

with a 63% power

congress
Barretina Ginesta et al. Presented at ESMO 2025 LBABS i m

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

2025, #LBA39

Maria Pilar Barretina Ginest et al, ESMO
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f) ENDOMETRE METASTATIQUE

ESSATI AtTEND : FINAL OVERALL SURVIVAL

AtTEnd: OS in ITT, dMMR and pMMR population

A{TEnd ITT? AfTEnd dMMR! AtTEnd pMMR!
103 "

100 f
HR 0.87 HR 0.49 0 HR 1.02
(95%Cl 0.69-1.10) iy (95%Cl 0.28-0.83) i (95%CI 0.78-1.34)
p=0.0824 80 p=0.0038 p=0.6644
1094 il
g . 3
" S E 6
1 5 0 _1%
E 2 Z so ? 50
E & g 6“ 40
2 FEL k|
ﬁ B ]
E 41+ 30 Kl
s 30 o 20
20
L 104
194 |
i T T T T T T T T Ly T ! 5 i T o = 7 T T 9 T T il T T
o & 12 18 24 n 36 az 48 54 & o @ 12 18 ks 30 3% a2 At ] w0 9 6 12 18 b 3 36 42 48 54 60
Months Month
Months onths
Palicails at Rk FENients st 3k _ Patlerts 2t sk
Alezolizamab 360 320 275 234 205 186 162 124 87 58 23 Atezolimmab 8L T4 65 6l 35 52 48 40 28 23 o Mezoliumsb 269 236200 164 141 126 108 S0 S 32 12
Placebo 180 171 132 108 10l 86 R 27 [t ] Plcebs 44 36 2% 2 om om0 17 15 6 5 3 Placebo 140 130 100 82 62 48 32 1 WS

- Maria Pilar Barretina Ginest et al, ESMO
22 2025, #LBA39
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f) ENDOMETRE METASTATIQUE

lere ligne

" Carboplatine Paclitaxel + Dorstarlimab (etude
ruby)

- AMM pour les dMMR
- AAP pour les pMMR

" Carboplatine Paclitaxel + Pembrolizumab
(Etude NRG GY018)

Maria Pilar Barretina Ginest et al, ESMO

2025, #LBA39
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CANCER DU COL LOCALISE

ESSAI KEYNOTE A-18

Criteres d’inclusion Cisplatine 40 mg/m?2 / semaine x5
= stades IB2-IIB N+ RIS SHINE d: Sl e Pembrolizumab 400 mg
= stades ITI-IVA (NO ou N+) Pembrolizumab 200 mg Q3W 5 N
= Non pré traités cycles
(FIGO 2014)
N=1060

Facteurs de stratification Cisplatine 40 mg/m?2 / semaine x5
= Type de radiothérapie externe + RTE suivie de curiethérapie Placebo

(IMRT ou VMAT vs non) + Q6W 15 cycles

Placebo Q3W 5 cycles

= Stade au screening (stage 1B2-11B
vs III-IVA)

= Dose totale de radiothérapie

lanifié 70 G 70 G
[EQ2D] (<70Gyvs >70 Gy Objectifs

= Primaires : SSP (RECIST v1.1) par investigateur ou confirmation histologique et SG
= Secondaires clés : SSP a 24 mois, taux de réponse, PRO, et tolérance

Lorusso D et al., ESMO 2023, abs

#LBA38
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CANCER DU COL LOCALISE

ESSAI KEYNOTE A-18

Primary Endpoint: Progression-Free Survival

1004 24-mo rate (95% |
90~ 67.8% (61.8-73.0)
57.3% (51.2-62.9)

D N ®
o O O
1 1 1

H
o
1

HR 0.70 (95% CI, 0.55-0.89)
P=0.0020

w
o
1

Progression-Free Survival, %
N ()
o o
1 1

109 Median (range) Follow-up: 17.9 mo (0.9-31.0)
0 T T T T T T T

0 3 6 9 12 15 18 21 24 27 30
Time, months

No. at risk
529 462 400 331 282 222 171 100 26 3 0
531 463 379 306 263 208 149 88 20 0 0

Response assessed per RECIST v1.1 by investigator review or histopathologic confirmation.
Data cutoff date: January 9, 2023

Lorusso D et al., ESMO 2023, abs
#LBA38

Age (years)
65

=65

Race

White

All others
ECOG-PS

0

1

Planned type of EBRT
IMET/VMAT

FIGO 2014 stage at screening

182 to 18

Planned total radiotherapy dose

Cvents/patients HR(95% D)

072 (0.56-0.34)

057(0-27-117)

76507 —
33133 ———8—1—

143/518 - 0-83 (059-1-15)
125/538 - 0-60(0-42-0-86)
1971777 = 079 (055-1.04) K
721283 ~—@— 053(033-085) OSr median
(95% Cl)
237/939 —u— 068(0-52-0-8)
42 092(046-185)
091{063-131)
058 (042-080) 36_m0 OS

25193 e 062 (028-1-38)

2441967 —a— 071(055-091)
269/1060 —— 070 {0:55-0-89)
I ] T 1
025 050 1.00 200 400

Favours pembrolzurmab-  Favours placebo-
chemoradiotherapy  chemoradiotherapy

HR (95% CI)

Duska LE et al,
#LB5504

Final Analysis

07JAN25
Pembro Pbo +
+ CCRT CCRT

NR (NR- NR

NR) (NR-
NR)
81.8% 74.4%

0.73 (0.57-0.94)

ASCO 2025, abs
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f CANCER DU COL LOCALISE

ESSAI KEYNOTE A-18 : ACCES PRECOCE

" Cancer du col de 1l’utérus stade III et IVA
(FIGO 2014)

= T3 : Atteinte 1/3 inférieur du vagin, extension paroi
pelvienne/hydronéphrose ou rein non fonctionnel ou

T4 : extension a la muqueuse de la vessie ou du rectum

Et quelque solt 1l’attelnte ganglionnaire

www.onco-nouvelle-aquitaine. fr
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