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Les essais cliniques du GINECO
Comment notre groupe coopérateur s’‘adapte aux enjeux
récents de la recherche clinique ?

Benoit YOU
Institut de Cancérologie des HCL
GINECO et GINEGEPS
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&> Links of interest

COURS

ST-PAUL

(')‘“"‘“ = Boards: MSD, Astra-Zeneca, GSK-TESARQ, BAYER, Roche-Genentech, ECS Progastrine,
Novartis, LEK, Amgen, Clovis Oncology, Merck Serono, BMS, SEAGEN, Myriad, Eisai

= |nvitations congress: Roche-Genentech, Astra Zeneca, BMS, MSD Oncology, Bayer,
Boehringer Ingelheim

= Symposium: MSD, Astra-Zeneca, GSK-TESARQ, BAYER, ECS Progastrine, Roche-
Genentech, Novartis, LEK, Amgen, Clovis Oncology, Boehringer Ingelheim, Myriad
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Quels nouveaux enjeux de la recherche clinique ?
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De + en + d’essais de phase précoce ...
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&> Nos partenaires industriels: de + en + de biotheques ...

COURS
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(o

oncology pipeline in 2021, up from 45% a decade ago

Emerging biopharma companies|were responsible for 68% of the

Exhibit 13: Number of phase I to regulatory submission oncology pipeline products by company segment, 2011-2021
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Des essais de + en + en phase précoce du cancer ...

(<) e
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Cancers de l'ovaire

1¢r¢ ligne

Rechute platine- Rechute platine-
sensible résistante
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1¢¢ ligne

Maintenance phase

l PARP inhibitor (olaparib or nimparib)'

-

And/or

Bevacizumab total 15 months
PARP inhibitor (olaparib or niraparib)

RPC StPaul 2024. GINECO. B You
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COURS
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1¢¢ ligne

 NIRVANA
4_7

- l PARP inhibitor (olaparib or nimparib)'
And/or

Bevacizumab total 15 months
T PARP inhibitor (olaparib or niraparib)
- el 12{0]\\[0)
' OV-HIPEC2
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Essais de phase Il académiques de chirurgie
CHRONO et OV-HIPEC-2

(')G'"‘“ CHRONO: Chirurgie d’intervalle
a 3 cures ou 6 cures

- il
-

Optional aduvart/mainterance therapy

Laparoscepylaparoiomy  non Segrente/

@ ReseCabity evauation TAP scame/- laperowi ooy

Pl coordonnateur: JM Classe

RPC StPaul 2024. GINECO. B You

OVHIPEC-2: CHIP ou pas CHIP ?

OVHIPEC-2 study design NSN : 538 pts

{(France 100 pts)

Stage I Lanar thorized
Primary CRS apargscopy autnorize
* HIPEC & orcim W . “:d-cr-_'u Fm"‘r'm
I » —ronc R s | e i psri i H
e T BTG, B W Firdord FMEF rarasirm
Wl g i —F  SENEDINE TEEESEE
L o HIPEL [ —

Compatibilité essais médicaux
MNIRVAMNA

Rondomizotion during surgery after primary cytoreduction !}

Stratification: Pre-specified subgroup analyses : = OP : Overall Survival

- Institution = BRCA status
- PClscore - Histological subtype
- CCo-ccl [serous/other)

—» 05 : DFS, Qol, morbidity
—» Medico-economic and
biological ancillary study

Pl coordonnateur: PE Colombo




Essai de phase Il randomisé en maintenance
NIRVANA: Niraparib +/- bevacizumab Chir 1¢¢ CCO

COURS

ST-PAUL

() Etude en cours : NIRVANA

l Newly diagnosed FIGO stage Ill high-grade serous/endometrioid ovarian, fallopian tube or primary peritoneal cancer

Primary endpoint

— — Investigator-assessed PFS at 24
Female patient > 18 — [t months (RECIST v1.1)
years old — )
. © S Secondary endpoints
High grade OC S — — | prs
FIGO stage lll A,B,C - E TEST
No residual tumor — — 0S
M
PS0-1 o Safety and tolerability
N=390
Stratification
+  Tumour BRCAm status Bev et Niraparib fournis
(local assessment) (7 GINECO
Stage IIIA vs IIB/C ) )
Investigateur coordonnateur : Pr. Gilles FREYER L Gladieff, novembre 2023
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Essai de phase Il pragmatique financé / Europe
LVOVAR: chimio dose-dense pour les patientes de mauvaise pronostic apres 3 cures
de chimiothérapie néo-adjuvante

High grade epithelial
ovarian carcinoma
Stage Ni-IV

Neo-adjuvant treatment with

carboplatin# paclitaxel
every 3 weeks for 3 to 4 cycles

Poorly chemosensitive disease

i

1

RPC StPaul 2024.

\; « Unfavorable KELIM score < 1.0

\

Monitoring of serum
CA-125 kinetics
(minimum 3 timepoints)

Secondary endpoints
« Safety

@ Co-primary endpoints

« Bepefit in overall survival with
:l:;t::l (mOS from 20.0 to 32.8 « Radiological o fata
« Rate of patients benefiting from PARPI and/or

Incroase in the feasibility of
* oy v dooe bevacizumab as maintenance treatment

complate debulking surgery
(from 5% t0 20%)

GINECO. B You

-

EXPERIMENTAL ARM

Weokly dose-dense regimen
carboplatin AUC 5 every 3 weeks
# weekly paclitaxel 80 mg/m2
on day 1, day 8, and day 15,
for 3 cycles {+/- GCSF*)

BEVACIZUMAB

15 ma/kg every 3 weeks,

*«/- GCSF daly subcutaneous
sdminstrations 30 MiU on days
3-5,10-12, ana 1719 &1 investigator
ascretion as per standard of care

Maintenance
treatment
according

to standard
of care:

required for countries
where it is avallable as per
standard of care

STANDARD ARM

Continuation of the standard
carbopiatin # paclitaxel every
3 weeks, as given during
the neo-adjuvant chemotherapy
for 3 cycles

Stratification
« BRCA mutation: « Yas », vs « No/Unknown »

.

O

PARP inhibitor

o KELIM: « Very unfavorable < 0.7 », vs « Moderately unfavorable 0.7-1.0 »

« Bevacizumab, planned administration: « Yas » vS « No »

At o, n \/

pl
1

~ e o
OoTuolirialcul. o 1tUv
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Essai de phase Il pragmatique financé / Europe
LVOVAR: chimio dose-dense pour les patientes de mauvaise pronostic apres 3 cures
de chimio néo-adjuvante

COURS
ST-PAUL

L ‘
ALVOVAR

GINEEQQ URCPEAN MULTI-DISCIPLINARY CLINICAL PROJECT MEANT TO IMPROVE THE MANAGEMENT OF PATIENTS WITHPOOR
.

N\
‘ m“ PROGMHNOSTIC OVARIAN CANCER AFTER NEQCADJUVANT CHEMOTHERAPY: RESTORING HOPE, SALVAGING LIVES

% m Determinants of the treatment decision-
o i ) making process by physicians and Homogenization of SUrgery auleomeas Tor
Statistics of the trinl and correlative patisnts in the context of therapeutic Inaelusian and late debulking SUrtary
analysen uneerlainty
Canlia Lian Sérang, Lyan, FRANCE Furelacia Sant Jean g Ddu, Barcecna, SPAIN LD IS C R LT D e O

Randomized phasa lll clinical trial

| wes ] [ wre J we7

Tumor biokegy: Real life charactarization Impact of medical and surgical treatrmeant Economic avalutaken of the optimization
of homologous recombination status optimization on quality of life and Patient of thz medical and surgical treatmant
rsiliut Gusimee Roussy, Fans, FRANCE AR R S R Hotploes Tivils oo Lyon, FRANCE
Canine He spitalier Universitalre de Wimes, FRANDE

W8 WPE

Communication, dissemination and Enks Comprehensive coordination of SalvOwvar project

with Pallmt i Ecpc" ASACO Hoepipes CRIE os Lyen mnd Lyom Ingénieis Projel, FRAMCE

Comment intégrer les patientes dans la décision thérapeutique ?
Comment caractériser une maladie non résécable ?
Quels tests BRCA/HRD en vraie vie ?

wrestrad 22 Quiel fitipact de la politique de remboursement sur le pronastic,donnateur: B YOU



COURS Cancers de l'ovaire
Rechute pIatine-sensibIe

PFIl > 6 mois PFl > 6 mois

1ére ligne
Chimiothérapie base platine

Survie sans plogression (PFS)

TEDOVA
EvoPAR

GLORIOSA

RPC StPaul 2024. GINECO. B You
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Essai de phase Il randomisé en maintenance

TEDOVA: Maintenance en rechute avec vaccin apres PARPi et Bevacizumab
(TEDOPI vaccin anti-5 épitopes antigenes tumoraux dont MAGE)

Etude en cours : TEDOVA

o :CR:EENINGD'E - ) Observational Cohort
Within 28 days before randomization LA Followed in a separate cohort to record treatment and
outcomes

Arm A : Best Supportive Care

N=45
HLA
Testing
- Arm B : O5E2101
(=]
% ] IN'W1E, th W up 1 120 ¢
H intil intolerar D I
HLA-A2* E e
=
]
= -
Arm C: OSE2101 + Pembrolizumab
05E2101 as above 4+ Pembro gbw unt
Treatment with a least 4 cycles of platinum based CT before ntolerance, PD, or up to 2 years *
randomization N=50

Exploratory objective
Clinical outcomes

Primary endpoint
Investigator-assessed PFS
(RECIST w1.1)

Secondary endpoints

= ORR (in subset with
evaluable disease at
randomization)

" Toxicities

= TTST-1 and TTST-2

= 05

®»  Predictive biomarkers

* Ewen after objective radiological disease progression, study treatments may be continued up to 2 years as long as patients are experiencing clinical benefit as assessed by the investigator,

option of how to pursue this treatment,

After 24 manths of treatrment, and in case the investigator thinks that the patiert may get a clinical benefit by prolonging the experimental treatment OSE2104, the investigator and the sponsor will discuss the bect (
¥ ] GINECO

Investigateur coordonnateur : Dr. Alexandra LEARY

RPC StPaul 2024. GINECO. B You

L.Gladieff, novembre 2023




EvoPAR: Réintroduction maintena

COURS

Essai de phase Ill randomisé en maintenance

nce nouvelle inhibiteur de PARP apres PARPi et
Bevacizumab

ST-PAUL

Stratification factors:
2L Bew yes/no®
PR vs CR vs NED post- surgery

[

Prevalence is basad on 1L PARPI use and eligibdity

RPC StPauf 2024 GINECE: BoY

PARPFi (EvoPAR Ovarian01)

MTP cohort 1
N=570 total | MPFS “16.4m BRCAm Cohort
. R — 5% afpha
N=240 N AZDS305! [+/-Bev per local SoC)l34
RO PF5 BRCAm
BRCAM =——* ., .
\ 1:1 mPFS “B.2m
Key Eligibility Stratification factors: __ Placebo! (+/-Bev per local SoC)134
L Bey yes/not
* High grade serous or endometricid PR ws CR w3 NED post-surgery
m-laria n, fall::pian tube and/or Eﬁ:;:;"ull':zb MTP eohort 2
primary peritoneal cancer mPFS ~13.7m Mon BRCAM HRD+ve Cohort
* Documented BRCA and HRD status HRD+ve N=200 N - . 5% alpha
* PR/CR following 4-6 cycles 2L r,f’- '\\ AZD5305 (+/-Bev per local SoC)%
platinum-based chemo +/- Bev per Non-BRCA { R PF5 Non BRCAmM HRDHve
B local Sol ' HRD+ve -.\1 . | ] MPFS ~8.2m
= Must have received 1L platinum- ; v .
= I " i . e |_', arahol - local Soc)124
taxane followed by maintenance | Mra;:_ﬁ;ahun :l.artl:n. Placebo :+l|lr Bev per local 5 J‘L]
a R - . ] . B YES M
PARPI +/- Bev and: . ! «  PRvs CR vs NED post- surgery
+ >3 months after last dose PARPI !
g + 512 months after last platinum T T T T T T e e i
= Tumour sample for prospective or [ HRD-ve =130 !
N L [af. RG]
retrospective HRD or BRCA testing Descriptive AZD5305 (+/-Bev per local SoC) Exploratory :
H W Loailons R HRD-ve Cohort -
HRD-ve 11 PFS (inv, BIICR and RADS1 foei), ;
— PF52, 05, safety, etc i
i
i
i

14205305/ placebo/bevacizumalb continue until disease progression, ZHRD unknown subjects without a BRCAM are excluded, ¥ Bev should be administered
with chema as per local 5oC, * Bevacizumalb will be capped at 30%,

Pl coordonnateur: | Ray-Coquard



Essai de phase Il randomisé en maintenance
GLORIOSA: Maintenance avec Mirvetixumab Soravatansine

COURS

ST-PAUL

a venir : GLORIOSA
(LQ‘L — MainScreening —ee——  Randomization and Study Treatment ~ ——s .

e ,
ARM 1 Tl e N
Bevacizumab + — | = T,
Enroll R ’ -
Pre-screen FRa l / MIRV Q3wks® i e v
o, Lo — -
1 "v4 1 . k!
or Stratification® 8 e, T 3 )
High FRa CR/PR o V-
ﬁ & — S &
21 Platinum-based or SD . — W .
dﬂl.-lhlﬂ'l‘ B“_! nﬂﬂdﬂlﬂhﬂﬂﬂﬂ o "I-:.I _ - B
\ L . ] .
ARM 2 I ----- T
Bevacizumab r .
Study drugs including bevacizumab provided alone Q3wks® J . P 4
by ImmunoGen T T e ()

* High-grade epithelial ovarian, primary peritoneal, or fallopian tube cancers
! Platinum + chemo + bevacizcumab for planned 6 cycles (minimum of 4 and maximum or 8 cyches) incheding at least 3 cycles of bevaditumab
1%t ratification factors: prior PARP inhibitor: Yes vs No; CR or PR or SD; prior bevacizumab: Yes vs. No.

*Enrollment into Tral for Randomization will reguire documented radiographic confirmed CR, PR or 5D

 Maintenance treatment must begin 12 weelks or less from last dose of triplet therapy and wyfin 30 days of randomization. Treatment continued until progressive disease,
unacceptable toxicity, withdrawal of consent, death, or Sponsor terminates the study

Abbreviations - CR: complete response; PR: partial response; SD: stable disease; MIRV: mirvetudmab soravtansing; PF5: progression free survival; O5: overall survival

Investigateur : Dr Manuel RODRIGUEZ

-

L.Gladieff, novembre 2023
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Cancers de l'ovaire
Rechute platine-résistante

e Rechute platine- Rechute platine-
1¢ ligne : . .
sensible résistante
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Essais de phase Ill randomisé de 1 ligne en platine-résistance
ROSELLA et MITO-33

COURS
ST-PAUL

(o

Etude en cours : ROSELLA RGSELLA —_—

ROSELLA: Nab-paclitaxel +/- relacorilant MITO-33: Dostarlimab + niraparib vs chimiothérapie

Bras A: Chimiothérapie selon le choix de
Vinvestigateur {jusqu'a progression/toxicités) 1
- DLP 40 mg/m’ 11, tous les 28 jours ;

Population

Objectif principal
PFS [par BICR) selon RECIST

- Cancer épithélial des
ovaires, des trompes de
fallope / cancer péritonéal

- Paclitaxel 80 mg/m? J1, 18, 115, tous les 28
jours
- Gemcitabine 1000 mg/m? )1, I8, 115, tous les

R
A
*  Owaire, trompe, péritoine L # Belecacilant (130 mg pual primaire N 2810
| ] L] Mab-packtase (&) mgieriv] X ;
HG séreusendarmétrioide Day 1 8 15 8 mh:‘!ml ::‘::t“; : 'Toz:ézc:‘ 1.25 mg/m?/jour pendant 5 jours,
*  Progression £ 6 mois b]ic]amrﬂant + Mab-paclitaxed Objectifs secondaires mm o e - lM - +/- Bevacizumab 15mg/kg
e Gpena u :
aprés la demibre dose dp | MESETTRRRerien v 4 05/0RR/DOR/CBR/réponse de Chimiothérapies o z
, . , Mab-paclitaxe| - Maladie mewurable ou A
platine {réfractaire combinée RECIST+GCIG évaluable. T Bmbs
primaire exclu] . . Nab-pacieassl 100 mgim e} | - Dostarlimab s toutes les 3 semaines
Dy | a s B Talérance o pendant 4 cycles + 300 mg ou 200 mg si
*  Duoit avoir regu du BEV QoL D, PK N sette )00/l et/ou poids kg, tous Jes
J ' Jjours.
Critéres de Stratdication: - Puls Dostarlimab 1000 mg IV toutes les 6 semaines
: < Statut HRD [HRD posttif vs négatif vs + Niraparib 300 mg ou 200 mg i plaguettes <
) ) inconnu) 150000/l et/oy poidse 77 ke, tous les 28 jours.
b centres actifs /8 91 centres activés Statut PDL-1

- a6 screened, 36 randos 225 screened, 154 randos

(e

- Traitement antérieur par immunothérapie
- Traitemeant antérieur par inhibiteur de PARP
- Traltement anténeur par Bevackzumab

- Niraparib jaqe’a progresion/toxict éy retrasite de coment erment
- Dostariaab jusqu'a jcités)

ite de
maxTeam 2 an

Investigateur : Or Laurence GLADIEFF LGladweff novermbre 2023

Pl coordonnateur: JS Frenel

RPC StPaul 2024. GINECO. B You



\ Essais de phase Il randomisés avec recherche de dose ou de compagnon
J ARTISTRY-7 et REJOICE

COURS
ST-PAUL

(V) GINECO

ETUdE en cours . ARTISTRY'? 6 2B6 patientes randomisdes

{dont 132 ENGOT)

| Pambrolaumab (300 mg V) on day 1
bbb b | Nessaeokin B gt IV on dos 15 ,
| FL-diy epche |J i e
' y B '
oy e i P ¥
Torget M = 376 W : i
Femyaleskin (b pptsg V] on days 1 *im - )
Aandomisation | [ ] bhddd n R ® 7
313 I 1day skt |
. > -
} Parhrelseads 200 mg I} on diry 1 3 e sl
- CLOSED
i L . N
L I f I — :'_:ljﬁrx"'\kg‘_f"l - - _'I
N
= BamcHabine (1000 mpin? [V ondma 1asd B2 ey oyrben R .
» PaclBaree! |20 mgdm 4] on iy 1, 3, 15 and 27 o 28-faw oy 52 patientes scregnees
+ Pogylated i pososal desorubicin (81 mgfm® &) a2 day 1 of 38 doy cpckes i3
» Tupusacan H mg/es ] ot i 2, £, ans 15 of 16-dig eyehis® 11 randomisées
J
('!' GINECD

Investigateur : Dr Renaud SABATIER

L Gaiodieff, nowembee 2023

Etude a venir : ENGOT-0ov77 / REJOICE

ARTISTRY-7: Nemvaleukin +/- pembrolizumab vs
chimiothérapie

Nemvaleukin = Interleukin-2 (IL-2) Variant

4
//5 : Vg”/}' /

924

Kay Ellgiiity 056000 : i
+ High-grace serous epitnallal cwaran, 4.8 mgfig, Q3N : D5 000
higrrgrade endometrioid cvarian, W=35 (~52°) i RPI0 maflg 1V, O3W
promury peritarsal, or Talopian ebe ] o
cancer [I5-6000 R=Li
%6 kLU ] H
* Flatinum-resistant dscase * Nf;gﬁm_g'_?,. :
=27 : Inunstigatar's Cheios
* Pror bevacicumab % BOOD ] 11 [PLI, T=pataras, Gamekazing, Packassl)
e Mbeasurable diease per RECIST v11 B4 mpkg, O3wW H=dds
3 [ng 34 : T
+ ECOG PS 0-1 N=35 | :-,z I Dase selaction § Crossowerls ot aowed
iy relysis and Go/Mo i
. woat 50% enrcliment 2
L1a3 pror sysiemiz ines of for Bhase 3 part 1 {DRR/DOR) ta suppart Al

anticancer therapy
= Pror frve i 5+H Higk
e Prior PARP e RRCAmMUL

= PaC {Gof™Ma Go for Phi|
= No patient selection based an CDHE = Daose Cotimization
eupresson level by IHC

— | eoporeora) |

v Prios lines of shirpy -.l'aS.I-'EI Primary andpeint Tusl Primary enrpning
v CLHG mapression e v High + ORA by BIER v PF5 by BICE, D=3 by BICR
* Investigator's cheige of Spundary snilpsinly Kest secontary

* Reglstratian {1& for Ad, F& far full aparaval)

chemt [ p— = Safety, 01 by B 105 fozsarail. Q0L {10 be determined by Pr2 pat)
! 0N rmdpcints |meplorabory) spendary rralpoints
Fh3 anly -
= EDETE COLE-C30and OLG-OWIE + Safely, PI% by invesbpator, DR, COR, 05

GINECD

LiGiadief), Aovembve 2023

Pl coordonnaféur: | Ray-Coquard
REJOICE: DS-6000

(CDH6-directed Antibody-drug Conjugate)



Essai de phase I/Il First in Human
Zentalis MAMMOTH: ZN-C3 (inhibiteur de Wee-1)

Les Centres labellisés de phase précoce (CLIP2)

COURS
ST-PAUL

(-)emee | Etude en cours : ZN-¢3-006

France : seul pays européen
{ d ' ‘a
Phate Ib Phase I1 J:
g )
Etape 1 ; Furiline Etape 3 Activite chimique prometiene R e o A~
1 Pum— : } & -
: Une coborte - SR { Y g —io
i (DRH- ou DRH.) g PSR
3 N = 80 (+30) <’ O i
Coszmuton Waae : gen e
wla S ou T Ye., - "y
: “-" M - L,!.- 2ot . ‘ g /',n
: - coborte: combinee: Y s
: C“:- DRH. (DRH~ «t DRH.) N
N=30 N=120(+20) S ¢
T $ha
Phase IbT1 pT
IN<Sen / - .g)
ZN-c3 en monothérapie : 400 mg QD £:2¢ , ® T
N=30290 y ———
( ¥ J GINECO
Pl coordonnateur: A Leary
RPC §Paul 2024. GINECO. B You 43 L.Gladieff, novembre 2023




Essai de phase précoce super touchy !
SURPASS: CAR-T cells anti-MAGE A4

COURS
ST-PAUL

(')Gmsco SURPASS-3 Phase 2 (NCT05601752): Randomized ADP-A2M4CD8 TCR T-cell

therapy alone or in combination with nivolumab

In patients with recurrent ovarian carcinoma

ADP-A2MACDS
MANUFACTURING

PRE-SCREENING ELIGIBILITY | SCANSAT \‘I'I_EEHS 8,16, 24
HLA and MAGE-A4 ASSESSMENT BASELINE

) LB, % kR R MMM

| -
LEUKAPHERESIS | SLAN EVERY ~4 WEEKS

I
—=
vl -
L]

Combination therapy Nivolumab 450 mg IV I unacceptable towcity,
every 4 weeks ’\ stop nnwolumaky
Randomization, ST
e- strafified by —[
ECQG status ks
(0ws 1) e Progressive
S — T disease, death,
Monotherapy ' k\ ™~ withdrawal

7
ADP-AZMACDS INFU SION EVERY ~2 MONTHS l

LYMPHODEPLETION

Fludarabing 30 mgim = 4 days LONG-TERM FOLLOW-UP

Cyclophosphamide 600 mgim *= 3 days. as Yeari:Months2 3 6, 12
Years 2-5: Every G months

Years 6—15 Annually
PERESCREENING: Subjects must be aged = 18 and = 75 years and mmst have a diagnosts of recurrent ovarian

carcinoma including primary peritoneal or fallopian tube carcinoma that was histologically Pl coordonnateur: A Leary

confirmed as high-grade serous or high-grade endometrioid ovarian carcinoma

RPC StPa UI 20249%' NI:ECCHQ Ec%uexﬂoééloperatiwe Cneology Group; N=66 randomized 1:1 (33 monotherapy:33 combination with nivelumab) :}}({: Adapt|mmu ne T'c R
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Cancers de I'endometre

Maladie localisée

RPC StPaul 2024. GINECO. B You
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Essai de phase Il randomisé parapluie académique
RAINBO: TTT adjuvant adapté au moléculaire

COURS
ST-PAUL

O (Yo

;”E.:N:gQT TransPORTEC/GCIG/ENGOT-EN14'4 -RAINBO

ii% s
l TransPONRTEC

Traitement adjuvant

Chemoradiotherapy GINECO

Chemoradiotherapy » ()

olaparib
Radiation therapy DGOG
Radiation therapy + e
Surgically Resected EC Molecular sl
(endometrioid, sereus, clear Classification M e < NCRI
cell, mixed, un/dedifferentiated <D<
carcinosarcoma) RT = hormonal Tx
No adj treatment / CcCTG
de-escalation -
' Primary endpoint: 3-yr RFS

° GYNECOLOGIC

RPC StPaul 2024. GINECO. B You - Pl coordonnateur: A Leary
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Cancers de I'endometre
1¢¢ ligne meétastatique

Maladie localisée 1¢re ligne méta

2¢Me+ ligne méta

RPC StPaul 2024. GINECO. B You



&x\ Essai de phase Ill randomisé académique
,./.I

COURS
ST-PAUL

DOMENICA: Dostarlimab vs chimio pour les MSI

(V) GINECO

* Endometrial cancer

*  MMR deficient (local IHC,
confirmed by centralized analysis)

*  Metastatic/ advanced

+ Stage lllA to IlIC2 or Stage IV,
Relapse

. Stratification factors:

i ¢ CT adj/ yes- no

' « Previous pelvic irradiation/ yes- no
* Disease status / newly diognosed

. cevese cssssssssns

¥ Continued treatment with dostarlimab beyond 2 years may be
considered case by case, only after discussion with the sponsor and its
agreement,

** Radiologic scans “6 weeks up to 6 months, then *9 weeks up 10 1
year or progression and then ~12 weeks thereafter until progression

RPC StPaul 2024. GINECO. B You

n= 260

n=130

Up to 2 years or
to progression®

Ld

Cross over allowed at progression

-
Carbo AUCS-Paclitaxel Cross over to dostarlimab
175mg/m’, 6 cycles allowed at progression

PFS by RECIST V1.1 **
BICR-assessed

0S (key secondary endpoint)
PFES2

Quality of life,

ORR, DoR, DCR,

TFST, TSST,

Self-reported toxicity PRO-CTC-AE,
Safety and tolerability,

PK, immunogenicity

Efficacy, safety and PROs according to geriatric assessment
Efficacy according to biomarkers of interest

Translational (MSI, immune signature)

Pl coordonnateur: F Joly



Essai de phase I/ll randomisé
RT-232-118: Navtemadlin (inhibiteur de MDM?2) maintenance pour les P53 sauvages

COURS
ST-PAUL

gre ligne M+ Study KRT-232-118
Advanced or Recurrent Endometrial Cancer

v l ENROLLMENT PART 1 (PHASE 2, N=63) PART 2 (PHASE 3, N=188)
MNavtemadlin 180 mg
Su bJ ects with - P Drr:—%;l[]} OFF _ Navtemadlin Phase 3 Dose
TP53WT T - = 7D ON, 21D OFF
Advanced or o Navtemadlin 240 mg ) E (n=54)
Recurrent N 7D ON, 21D OFF _Continuous =
. = (n=21) Enrollment :..,‘5

Endometrial 8 0 Placebo
Cancer who have S Control* 3 7D ON, 21D OFF
a CR/PR after (n=94)
Chemotherapy (n=21)

1 Cycle = 28 days 1 Cycle = 28 days

PRIMARY OBJECTIVES KEY SECONDARY OBJECTIVES EXPLORATORY OBJECTIVES
Partl  To determine the navtemadlin RP3D * To evaluate the PFS and OS for each arm
» To determine the PK profile of navtemadlin for each arm Part1and 2:
* To evaluate the PFS and OS for subjects with TP53%7
Part2  To compare the PFS by central review * To compare the OS between navtemad|in and placebo disease confirmed by central NGS testing
between navtemadlin and placebo
*= watch and wait
Abbreviations: CR, complete remission; D, day; NGS, next-generation sequencing; 08, overall survival; PFS, progression free survival, PK, pharmacokinetics; PR, partial response; RP2D, recommended phase 2 dose;

RPC S#Paul 20263 GINECEBy@gtein 053 WT, wild type.
Pl coordonnateur: J Alexandre
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COURS

Essais de phase I/1l en développement précoce
GINET et PODIUM-204

ST-PAUL

(o

GINET: Carboplatine-paclitaxel +/- NP137
(inhibiteur de Netrin-1)

SAFETY RUM IN BAYESIAN APPROACH

(Carbo/Taxol® + NF13T

2 Cohors
= [ndomevial cardeems
= erwm Gwr

© Dpmreben al e apes
+ interim el 2=22 and 30t per e

e

E » Privarp Dbjslve: 2 racigate (he vl
3; - xtbdty ol the pragawes comairation: defaed by
P Crijpris = - M2 e RROIAT W11
+ Dazmesied dieaie 4]
progrrmae an per FETHT =
VLL il g i : A
Tt 2 ICHC A L0
L1
v R mackann b ok DML #2 N=240 pts
pliiaam baid - irmbepersden ol lerar Lspes
W""’ + interim anstple G pi AL IMMARY IDMC %3
mErthan
b maary Ol 1 “P:‘:E‘:;‘ =remim an ks
v & minimal watkeout pasiod 40 mivty cf propaieé el p =i e
el kit aher v browiae secadag i F vk JDAR - ) RS 1 Prb (00 & 30%]s 5%
mmpleten al sl rrire ol DLTE Inearin aaiyis Stop i bavily FLriar saiatian caaidias
dhemoitergy H=1dprsfar [O e PUET |
Mok 1 13 s o z —
Prior PO1/POLY aBowed DUT 21 <% Opewig ol M Dot DL Exzamion part sl by ik CEWTRE
DLTs 1 - b scditionsl pi i OL-L p— 1o LE ON
. BERARD

Pl coordonnateur: | Ray-Coquard
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PODIUM-204: Retifanlimab (anti-PD1) pour les MSI

2e ligne : INCYTE/ENGOT-EN12 (Podium 204) - Phase 2 parapluie

Advanced or metastatic
endometrial cancer

N=200

6 centres en France, Pl: Laure MANSI
Objectif : 30 inclusions en France

89/100 in

Retitanlimab**
group A

=

Ir— MESI-H —‘
_]

Rl N’

Retifanlimab**

Retifanlimab + spacadestat closed

| ciobkrcrnze

\
& 2 NPT
mutation ar alteration ‘ Retifantimab® + pemigatinib )

Retifantimab + epreadostar ~ ClOsed

po— Name to T3 J— MSS, FOLTe fr—

= CPI protreated — MSHH Retifaniimab* + INCAGN02385"
TP protreates A5 1 GNO2 390" )

v ) ARCAGY
GINECO

Pl coordonnateur: E Kalbacher




Résumaés des essais endometre

COURS
ST-PAUL

(v) GINECO
(v) omeco (v)emeco

Stades métastatiques 1% ligne Stades métastatiques 2° ligne
Stades localisés
MMR, TP53, RH, grade
MMR, POLE, TP53, NSMP
({ESGO-ESTRO ESP 2021) ' ‘

3 " Y

dMMR Toutes tumeurs
dMMR TP53 wt
TP53 mut Platine-S POLE mut

POLE mut FGER2 mut
dMMR ou NSMPSt HI/I1 + LVSI " .,
‘ Domenica Navtemadlin/ ‘

CT vs dostarlimab KRT 232-118 Ginet Morab
RAINBO maintenance Podium 204 (potentiellement Genmab
Phase I1/1ll sensible au platine)

RPC StPaul 2024. GINECO. B You
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Essais de phase Il académiques de chirurgie
SENTICOL-3 et PAROLA

COURS
ST-PAUL

(o

SENTICOL-3 :curage ganglionnaire ? PAROLA: Role du staging PARa-aOrtic LymphAdenect

.ﬂ “ eI Primary objective: To investigate if PALN dissection followed by tailored CRT is associated

Etude en cours : SENTICOL3 with increased 3-year DFS compared to clinical staging followed by CRT in stage I11C1 CC

wiquampoes or gdenpoaronoma of tie cane, ‘
aEzage lal wits emphe wascuar emsall, 1b, 12, 1l (FIG0 2018]
ablpximam dismeber £ d0mm.
Stage INEL
Fracen section [bikteral debscbion, sefety cervical
ignrit=m| cancer
| Important information :
I. I. o ‘ RCLLISION ‘
Fatmnnln wilh bl wter ol detetan mitlou L macuscope: Fatkens whth nodal invaksement 1 ¢ i rr;llnu betore 2022 PET{CT
s uricns newt e megat s frneen sechon on 4N |pRg) c FDGE-pelvic
[t ul note el mraral cancer] has nodes + M=510 | :
At t-vn nmitted for ESGODIT and FOG- 1
~ PALM - i
| ]
Arm A |scpm rim ntal) - Arm B jrefrmnce) :
S:Nhi\m;:rﬂ N»msll.ﬂr:hu:fr Stratification criteria;
+ LTSl O + 4 [epcm bl .
::relem"r:p + hutemm':rrp"rfm:heltm;'rrr ‘I"acdejrlnltmm treatment
BT
ﬂmuhi;umm * Tumor stage T1/2 vsT3
b 1o picond iraatmimt acsd
L, B, 0L, 35 auttomes.
Pl coordonnateur: F Lecuru Pl coordonnateur: A Martinez

RPC StPaul 2024. GINECO. B You
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Essai de phase lll académique de radiothérapie

EOBRACHY: Curiethérapie néo-adjuvante vs chirurgie initiale pour les cancers localisés

s

vk‘&\j

KRUUDSYY
i}m{événement (récidive locale, régionale ou distante, toxicités tardives > grade 3 CTCAE 6.0, déces) a 5 ans A
Squamous cell W, i : hyltuectomy' E‘""“'?/’-Fél'\fﬁ:'.""""i
carcinoma or with bilateral salpingo | | | -:heb moradiation E &
adenocarcinoma oophorectomy i : mchyther?y E Foll
of the cervix (open surgery) L. (findicated *) ____ J oliow-up
1 every 4
2018 FIGO sage | 95 [ Rand s g
1B2 and IB1 with | 0" | PNOsD Radical - sy
lymphovascular : with bilateral salpingo R | months for 3
Involvement bwn chytherupy — oophorectomy chemoradiation | —— years
NO t| (mimimally-invasive (if indicated **) |
surgery) ”
Presence and type of HPV *** HPV test *** HPV test ***
Abdominal and pelvic MRI *** c_m::s oo c_D;,?.n
PET TDM Abdominal and pelvic MR *** Abdominal and pelvic MRI ***
Biopsy in biobank ***

RPC StPaul 2024. GINECO. B You
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Essai parapluie selon statut moléculaire
BOUQUET

COURS
ST-PAUL

PTEN LOF alt. and/or PIK3CA- or AKT1-act.

(v) GINECO BOUQU ET StUdy Design R Ipatasertib + Paclitaxel (A) ~.,U _, =

alt ’ Ty achieve 50 ;'vl; with
. > Cobimetinib (B) non-CC/non-

mucinous/non-

ERBB2-amp. and/or mut.

Trastuzumab emtansine (C)

« Persistent or recurrent rare Non-matched : : Lt
EOC, FTC, PPC s Atezolizumab + Bevacizumab (D) |l = g
2 3 ER+ ¢
* 14 priors (21 prior sl Giredestrant + Abemaciclib (E)* |l il
platinum)
PIK3CA-act. mut, _
*ECOGOor 1 > Inavolisib + Palbociclib (F)* S
. i ER+ ¢ and PIK3CA-act. mut. 7
Measurable disease S Inavolisib+Palbo+Letrozole (G)* [
S :
o Subrhisstenr oty Prescreening creening v i |
specimen Inavolisib + Olaparib (H)* R
ER+ © and PIK3CA-act. mut. _ ' :
» Inavolisib+Giredestrant (1) it ==
Enrolling =xpanding in non-CC/non- PIK3CA-act. mut. Y X &
‘é‘i‘.‘;’é‘o%- B mwn?u';noﬂm 7 > Inavolisib+Bevacizumab (J) -- - - ¥

non-carcinosarcoma in vé4

Preliminary entoliment
complete

Non-matched

)
!
i
'
v

= Atezo+Bev+Cyclophosphamide (K)

* Enrolling ex-EU only due fo IVDR
' Histologically confirmed non-high-grade serous. non-high-grade endometriold epithelial ovanan, fallopian tube, or primary peritoneal cancer, e.g., LGSOC, clear Preliminafy Phase Potential EXPHHSion
cell carcinoma, mucinous carcinoma, carcincsarcoma. undifferentisted carcinoma, malignant Brenner tumors, Gr1/2 endomelrioid carcinoma. mesonephric-like

adenocarcinama, SCCOHT n=20 pts/arm +30 pts/arm
= Central NGS using FoundationOne CDx and central ER IHC (CeliCarta; Ventana SP1 IHC assay) or pre-existing local ER IHC s allowed in v&
ER+ = ER-positive, defined as detection of ERa in 210% of tumor cells v GINECO

RPC StPul 2024. GINECO. B You Pl coordonnateur;,| Ray-Coquard



Essai de phase Il randomisé
VS-6766 (inhibiteur de RAF & MEK) +/- Defactinib (Inhibiteur de FAK) pour les bas grades

COURS

Carcinome séreux de bas grade

e Etude de phase Il randomiséENGOT-ov60

Selection Phase* Expansion Phase**

* Recurrent LGSOC Sele;ctedRegimenbasedm:nORR

« Measurable disease diAlgo'r::IZO-SOsubjectswm
(RECIST 1.1) V

* Prior MEKi allowed Z Additional 36-56 subjects with

« Approximately 32 subjects

Total Range of Subjects: 88 - 118

*Selection Phase — KRAS mt only ( V) GINECO
**Expansion Phase - final sample size to be adjtzjdsted based on adaptive design

RPC StPaut2624GHINECOB-You

Pl coordonnateur: | Ray-Coquard



Essai de phase Il
ALEPRO: Letrozole + Abemaciclib pour les cancers de I'ovaire RH+

COURS

ST-PAUL

(<) e

ENGOT-OV70/ALEPRO

STUDY DESIGN

Screening ER positivity on IHC s Inclusion:

A i R i -
etastatic/recurrent ER+ ovarian cancer ER pﬁSlthlt"p‘

Max 2 prior ET lines
Prior Al allowed {capped at 10 patients per group)

—] &

- - ™
Low-grade serous . " .
Low-grade endometriold Adult-type granulosa Primary endpoint:
N=20 N=20 ORR by RECIST1.1
L = "
- L L - * Secondary endpoints:
STAGE I; Letrozole 2,5 mg OD + Abemaciclib 150 mg BD for 28 days PF5/05
L Tumor biopsy, ctONA, PRO Toxicities CTCAEVS.0
T 1 PRO EQ-5D, EORTC QLO-C30
At 24 wk RRs1 . Trial arm | [ At 24 wk RRs1 . Trial arm
15 patients stops ) | 15 patients stops
RR>1 RR>1
¥ k. J .
——— N STAGE B: =30 ™\ Planned No. of patients: 40 - 100
Tumor biopsy, ctDNA, PRO Tumor biopsy, ciDNA, PRO Funding exploratory analyses: Kom op Tegen Kanker Fund
Until PD/toxicities Until PD/toxicities
Follow-up ) . Fallow-up y L 4 GINECO

RPC Stllaul 2024. GINECO. B You Pl coordonnateur®F Selle
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Essai de phase Il académique pour les carcinomes a petite cellules hypercalcémiantes
PembroSCCOHT: PAVEP + pembrolizumab

PembroSCCOHT
Population Stage II-IV

- > Figo stage 1

- 4 cycles of PAVEP every 3 A

weeks + Pembro (before ou
after surgery)

- Patients in CR : 2 cycles of l

CT (+/- stem cell collection) 4 PAVEP + Pembro

HDC : CarboPec
Pelvic RTE \ /
2 PAVEP
. L + Stem Cell collection
Primary Objective:

To estimate the complete response rate after
perioperative treatment by chemotherapy and
immunotherapy, using the RECIST 1.1

Major secondary Objectives:

To assess the safety profile of the combination
immunotherapy and chemotherapy

To assess Progression-Free Survival (PFS)

To assess Overall Survival (0S)

HDCT
CarboPec
Optional

Pelvic RT
Optional
16

Pembro maintenance 1 an si RC,
Z ans si non RC ou progression

(+) omeco

Pl coordonnateur: P Pautier



Cancers rares: essais parapluie et essais de phase /Il

COURS

ST-PAUL

(<) e

Algorithme de choix des essais en fonction du sous-type histologique et d’organe

T Carcinome a cellules claires Carcinome séreux Carcinome a petites  Carcinome Autres :
: et endométrioide (ovaire i
(ovaire et utérus) ( ) de bfss grades cellu.les muc!neux
(ovaire) (ovaire) (ovaire)

BOUQUET BOUQUET BOUQUET PembroSCCOHT BOUQUET

ROCSAN ENGOT-gyn5? ALEPRO BOUQUET

Etudes en cours

Essais en projet (v) GINECO

2 mixed histology clear cell carcinoma (<70% clear cell with no serous
differentiation et ARID1A mutated) 37

RPC StPaul 2024—GHECO—B-You
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Cancers du sein

Maladie localisée

1¢re ligne méta 2¢met |igne méta
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COURS
ST-PAUL

UCBG Essais de phase Ill de dé-escalade avec CDK4/6i
/' [[unicancer NOLEETA et RIBOLARIS

(o

NOLEETA: Désescalade chimiothérapie avec ribociclib

( ,)G.Neco NOLEETA phase Il UCBG GINECO

Ta determine if an adjuvant treatment regimen including ribociciib and endocrine therapy iz non-inferor to the same
U CB G regimen preceded by adjuvant chemotherapy, in intermediate-risk HR+ HER2- chemao-eligible early breast cancer

e 1

Patiants

* HR+HERZ2- early breast cancer

¢ Infermediate recurrence sk
{pT1-2 pN1, pTi-d pHl or pT2
pHO GIHIET>20%)

= Engible o Bdjuvan
chemotharspy  Bfter  curetve
SLINGETY.

Primary endpoint:
- IDFS &t 3 years

Sacondary endpolnt
+ HROOL

+ iDFS o 6 years 3500 patientes
+ DOFS 813 years

Men-inferiarity trial {An3%)

Pl coordonnateur: AC Hardy-Bessard

RPC StPaul 2024. GINECO. B You

[ = T I B

RIBOLARIS: Désescalade chimiothérapie avec ribociclib

RIBOLARIS

il

N=530 =
Prafpret-menopausalimaka E,
HR+HER2negaiive
Cliracal Stage |

EERTT
Croriowr [N <, (N

N=300

Mat grade 1

KiET D20%
*ROR integrates tumor se &nd biokgy
ROR o :?L;ﬁn'r. e al surgery isha,sﬁ.uu W stahus: * Primary endpaint DOFS o ) )
— [FM-nagadva B8 [ B peints +  Prevelence of patients in ROR-low arm i expected fo ba 40% (Corallaen fial dafa)
- FEEM RN peints = 5% dropaut rate before surgery end 10% dropout rete inthe fallaw-up afer surgery
= 1 [TROEEY | R + lntenm anglysis planned for ftii and to slow an eardy read-ous

Ater a minimum Ralow-up of 5 years, inal DFFS analysis
Thi expeched recrudment time is 2 years

Frimary objective: To estimate 3y-DOFS and 5y-00FS in both study groups (r ) GINECO

Pl coordonnateur: T De La Motte Rouge
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Cancers du sein
Traitements stade métastatique

Maladie localisée 1¢re ligne méta 2¢Me+ ligne méta
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UCBG

| unicancer

COURS

Essai de phase Il de dé-escalade avec CDK4/6i

AMBRE: Fulvestrant + abemaciclib vs chimiothérapie en 1¢" ligne

ST-PAUL

-

RPC StPaul 2024.

2 -

- UCBG

uniance?

Breast cancer b
ER+, HER2.
Metastatic i
with visceral |
Fivmor b B
o 2z burden , [ Fulvestrant * 500 mg w01, 015, 029 and
year after compietion | +
I adjuvant NSAI ’ = s
A ———
ARM B
Endocrine therapy For women: inj
» Abemacichbh — of LH-RH agonist every 28 days
“““““ S T TS ,
[ Pationts NSAI naive or | NSAI“ Letrozole 2.5 mpiday PO OR
rolapsing > 1 year after the Anastrozole 1 mgiday PO
| end of adjuvant endocrine | .
ok ) Abemaciclib 150 mg PO twice daily
————————— ~—
12
INECO. b You

Pl coordonnateur: G Freyer et V Dieras
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COURS

ST-PAUL

Essai de vraie vie

ALTERNATIVE: Telemonitoring pour les TN en 1¢'¢ ligne

-

( .)ﬁ.mu ALTERNATIVE

UCBG

1)

2]

3

Obj principal : analyse hierarchigue
Demantrer le bénéfice d'une télésurveillance
dans le suivi des mTNBC basé sur le temps
jusqu'a la détérioration de la QoL (TUDDY
Temps sans hospitalisation non programmeées
[HFS)

Survie globale {05)

Obj secondaires :

Towicity free-survival
Compliance with T

Patients and care givers satisfaction with T
Saclo economic data

P ;O J Martin-Faliea
Co inieestigateurs @ Pr F jaly & O F Fiteal

A randomized phase I study comparing the digital telemanitoring [TM) platform
CUREETY TECHCARE to usual standard of care in patients with triple negative
rietastatic breast cancer initiating a first-line systemic treatment.

(<

Le fonctionnement de la plateforme de télésurveillance Cureety

| ‘, Plateforme cloud — Cuwifiia HOE & Corpshaiiu ACAD %
ﬁ ¢
4 -
y w
L
5
< =
s T 7 @ @?OE SSonese Credason @

45 -—d ‘ - OJ » A surveiller [LOSTRTTRTN L PP
. * Critique »
o E
Inscrption ors Cuestornmm Agontrme an & 3
o rw cors Ainton coanpbMa n oomxbs s hioaon | o
% | o

s ~ UCBG
'WOMEN WITHMETASTATIC 'ET-_RT
TRIPLE NEGATIVE BREAST
CANCER INITIATING APPROVED
SYSTEMIC FIRST-LINE
\ TREATMENT. s
r Rin:1) ﬂ
- =
I'HT;\M OF CARE 'ﬂT::u:lﬁ e e
=N " ETRhDARD-OF-CARE ALDHE _
4 J ey
T il b wlsbld by,
. ;::.'.':'..1. e ' Interface pour
les patients

A0 centres
Termps de recrutement ; 18 mois
Durée des I'étude sstimé - 43 mors |18 mais inclusion + 24 rmiois Swii)

Damarrage 011 2024

Pl coordonnateur:

RPC StPaul 2024. GINECO. B You
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Interface pour
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Essais disponibles sur le site du GINECO
https://arcagy.org/etudes-gineco

COURS

ST-PAUL
v
( ARCAGY Recherche a
(7) GINECO =]
ARCAGY  GINECO  ETUDES GINECO  PUBLICATIONS (') GINECO
pripmry By o4 X

— ETUDES GINECO — ACCES PROFESSIONNEL e o

LES ETUDES ET PROTOCOLES DE RECHERCHE CLINIQUE DU e
GINECO B s

Valider
42 Guidelines

= Etudes - Cancer Sein
Crereanded un noivean mol de nasse
1 Qui sommes-nous

» Etudes - Cancer Ovaire

» Etudes - Cancer Utérus @ Actusiés des sssals

clinigues

= Etudes - Tumeurs Malignes Rares Gynécologiques

Bienvenue dans I'espace de présentation des travaux d'étude menés par EEEMD (' o
le GINECO. [ Y I
i ‘l. 4]
L'accés aux documents POF de cet espace dépend des droits d'accés qui vous ont été atiribués dans l'espace 1 7- w Appdcation reakse aves ke soutie
professionnel. Sl vous mangue un document, n‘hésitez pas & nous contacter. I ‘ ! DSV aitel Ue Ces apmhe
. N : : MADRID SPAIN B
Pour chacune des études présentées sur cet espace, vous pouvez trouver les informations et 2(0-24 OCTOBER 2023
éléments suivants :
Le GINECO & I'ESMO 2023




Le GINECO est au RDV de l'innovation ...

COURS
ST-PAUL

(v el Capable de mener des larges essais de phase Il internationaux d'enregistrement ... jusqu'aux
) essais de phase | les plus techniques (centres CLIP2 spécialisés en gynéco)....

> Des essais de médicaments mais aussi ... ... de chirurgie, de radiothérapie, d‘évaluation
d'outils numériques (KELIM, tablette numérique, télémonitoring ...)

> Pour des populations larges ou des cancers/anomalies + rares

= Forces d'un grand groupe multi-disciplinaire... composé de centres académiques et privés ...
et structuré pour répondre aux enjeux modernes de la recherche

(groupes par cancers, phase précoce-transla, qualité de vie, chir, stat ...)

= Avec tous les partenaires académiques ou industriels quelque soient leurs ambitions

= GINECO + ARCAGY ....

RPC StPaul 2024. GINECO. B You
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