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A Tumeurs agressives ; taux de survie a 5 ans < 10%

A Aprés prise en charge initiale chirurgie +/- chimio+/-r adi ot h®r api e, peu
chimio a la rechute en terme de taux de contble de la maldieb et de PFS

A Taux de charge mutationnelle élevé =néo-ant i g nes+++ = int ®r °t

Dorstarlimab phase 2B: TRO = 43% dans cancers endometre dAMMR et MSI

d ¢

d

AForte activit® de dommage de iPARPATDRACIO (Fhaset i n

Y. Niraparib + Pembrolizumab dans cancers ovariens en rechute platine résistante
TRO = 18% et TCM 60% indépendamment du statut BRCA ou HRD

ALes dommages de | 6 ADN e rantigéacs laissanbpersercne u p d e
ant i

synergi e doakeOlrd®ARPdOUuUnN
E%@/ Etude ROCSAN (')

\,,,




Study design phase Il

< Phase Il >

= Metastatic or recurrent endometrial m—

. . rm .

or ovarian carcinosarcoma _ ) - S

: . ) Niraparib monotherapy Interim analysis :
(Malignant Mixed Mullerian Tumor) for determination

= At least one line of chemotherapy N=25 ~ of the best arm-
including platine Arm B _ Study stop or
= Relapse within 12 months from last TSR-042 + Niraparib transition to Phase

chemotherapy cycle N= 25 1]
= Mandatory high quality tumor Arm C

sample (not older than 3 months) Chemotherapies
N=13

Treatment until progression

Patients will be allocated to one of the treatment arms in a 2:2:1 ratio according to:

- Number of previous chemotherapy lines (1 vs 2-3)

- FIGO stage at diagnosis (I-1l vs IlI-1V) EtUde ROCSAN

- Carcinosarcoma type (ovarian vs endometrial)

- Performance status (0-1 vs 2) 1st Endpoints RR/PFS fot dtep
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‘ Study design phase ll|

Phase Il

= Metastatic or recurrent endometrial
Or ovarian carcinosarcoma
(Malignant Mixed Mullerian Tumor) Best arm
= At [east one line of chemotherapy (Arm A or B) ) .
. ) . Final analysis for
including platine N= 89 oS includi
= Relapse with 12 months from last = __|nc uding
patients from phase
chemotherapy cycle I
» Mandatory high quality tumor ArmC
Chemotherapies
sample (not older than 3 months) Ne 4z

Treatment until progression

Patients will be allocated to one of the treatment arms in a 2:1 ratio according to:

- Number of previous chemotherapy lines (1 vs 2-3)

- FIGO stage at diagnosis (I-Il vs I11-1V) Etude ROCSAN

- Carcinosarcoma type (ovarian vs endometrial)

- Performance status (0-1 vs 2)
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Carcinomes a cellules claires et
carcinomes endomeétrioides de bas grade

Patients with rarer types of advanced/recurrent gynaecological cancers including ‘clear cell’, ‘carcinosarcoma’
and ‘cervical’ cancer often respond poorly to treatment.

- No specific targeted treatment options available

Clear cell and endometrioid carcinomas (ovarian and endometrial origin) and cervical carcinomas share
genetic alterations, such as loss of function mutations, in the tumour suppressor gene ARID1A

ARIDIA Gene Mutations  ARID1A Protein expression
Ovarian clear cell carcinoma 57%
Ovarian endometrioid {low grade) carcinoma 30%
Endometrial endometrioid (low grade) carcinoma 46.7% 26% loss of expression

Endometrial clear cell carcinoma 26% 26% loss of expression

Cervical cancer 8% 6-31% loss of expression
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Design étude ATARI

ETAPE 1 ETAPE 2
n =10 n =29
COHORTE 1A Siréponse > 1, {A NBLRYaS B p=z LI dza
Carcinomes de | 6ovali AZD6738 en poursule recrutement dans cette conorte

cellules claires présentant une perte monothérapie Si réponseKL, ouverture Siréponses O Sopverture de la
d6ARI D1A de la cohorte 1B : cohorte 1B
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AZD6738 k recrutement
Carcinomes de | dovai 1 ‘

. + Olaparib e
cellulesclairespr ®s ent ant une "f....“....r..R.....,... s Si réponseKl, ouverture Si réponsest®, ouverture de la cohorte 1B

MmEEmpABEEEEE AR e e de la cohorte 1B
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COHORTE 2 AZD6738 recrutement cohgrte y 22cT oy y e

Carcinomes de | 6ovai + Olaparib N J
cellulesclaress ans perte do Si réponsexL, } C N
ENT

Si réponsests,

ARRET DU RECRUTEM
ARRET DU RECRUTEMENT

L
COHORTE 3
- . . n =10 n =29
Autres cancers gynecologiques en rechute : Si réponse > 1, poursuite NBLR2Y&AS B pIZ LXdaA RQAYy@SadA3IlrdAzya &dzN

e . . {A
- Endométrioide (ovaire ou endométrial) AZD6738 — fQLaa20AtGA2y ! %5cToy b hilLlNAO RFya
- Carcinosarcome (ovaire ou endométrial) + Olaparib cohorte
- Cancer du col (adénosquameux ou
, . Si réponsexl,
adéenocarcinome) ARRET DU RECRUTEMENT

Si réponse3ks,
ARRET DU RECRUTEMENT
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Carcinome a petites cellules de typgpoercalcémique

ATumeurdrés agressivest trésrares
AFemmegeunesmoinsde 40ans

AAssociéeslans60 a 100% desasa des mutationsomatiqueset/ou
germinalendu geneSMARCA4

ATauxde surviea 5ansdesstadeslll 18%SatdelV 12%

AAméliorationdestauxde survie expérienceGR avec uschéma
RQA Y U S Yyavdc aAute@Qréffade 2elflulessoucheset radiothérapie
pelvienne




Carcinome a petites cellules de typgpoercalcémique

A Study performed on 11 SCCOHT tumors :

V 10/11 mutation in SMARCA4 or lossSMARCAA4 expression by IHC

V PDL1 +andprominentT-cellinfiltration detectedin mosttumors (10/ 11 cases)
V Infiltration by C68+ macrophages 10/ 11

V PDL1lexpression detected in both tumor cells and stromal cells,

V Strong association betweencEll infiltrationand PBL1 expression

A SCCOHEseimmunogenidumorsand exhibit biologically significant levels etdll infiltrationand
PDL1 expressiorynexpectedgiven the low mutational burden;

A this tumormucroenvironmentresembles to otheimunogenictumors that respond to 10 and is a
strong rational to evaluate anti PDin SCCOHT

f
JelinicP, JINCI 2018 ()
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PembroSCCOHT
Population Stage HV

- > 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 collecton)

HDC : CarboPec

Pelvic RTE \ /
2 PAVEP

Primary Objective + StemCellcollection

To estimate the complete response rate after

perioperative treatment by chemotherapy and HDCT
immunotherapy, using the RECIST 1.1

Major secondary Objectives

To assess the safety profile of the combination
immunotherapy and chemotherapy

To assess Progressibnee Survival (PFS) PelvicRT
To assess Overall Survival (OS) Optional

Pembromaintenance 1 an si R(

CarboPec

Optional 2 ans si non RC ou progressio
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