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Cancer de 'endometre




Evolution incidence US

Francoeur AA, Endometrial Cancer Obesity 1

Results- Trends

* Rates are increasing in
younger, reproductive age " 448

Trends in endometrioid adenocarcinoma by age

since 2001
e 71.8% increase in 30—39- ) v
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women
. . 3.00
e 137.5% increase in :
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p<0.0001
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Nombreux types histologiques

% 75 % : Carcinome endomeétrioide

| >a grader !

% 10-15% : Carcinome séreux
% 5-10% : Carcinosarcome

Tumours

% 10% : Types plus rares
% Carcinome dédifférencié / indifférencié
Carcinome a cellules claires

(N

D

Carcinome mésonéphrique-like

De haut grade

% Carcinomes mixtes

\’a Carcinome mucineux de type intestinal/gastrique

par defmltlon




Grade

% Que pour les carcinomes endométrioides !
% Se base sur l'architecture solide
*Gl:<5%
* G2 :5-50%
*G3:>50%
% Si atypies marquées et diffuses (>50% des cellules)
* augmenter le grade de 1 point

WHO classification of female genital tumours. IARC Press, 2020
Images : G. Batalllon




D

Variable pronostique indépendante
Valeur pronostique a partir de 5 emboles

D

» = emboles substantiels / significatifs
Plus fréquents si :

* Infiltration MELF

* Statut dMMR / MSI

D

Stelleo, Clin Cancer Res, 2016 ; van den HeerlK, Gynecol Oncol, 2022 ; Raffone, Gynecol Oncol 2022
WHO classification of female genital tumours. IARC Press, 2020, Images : PA Just



2013: publication d’une classification moléculaire

Molecular subtyping: prognostic and predictive value
Patients Divided Into TCGA subgroups
100 hypothetical patients with newly diagnosed endometrial cancer

/ \POLE sequencing

POLE hotspot or exonuclease 95 2 marker IHC

domain mutation (PMS2 and MSH6)
POLE (~5%)

PMS2 or M5H6 loss TP53 sequencing
/ \ or IHC

TP53
mutant

Copy number low Copy number high
(~40%) (~30%)

=  Prognostic value of molecular classification of high-risk endometrial cancer
for benefit from chemotherapy

=  83% and 17% of endometrial cancer can be classified as endometrioid and
non endometrioid, respectively

TCGA network, Nature 497, 67—-73 (2013); MacKay. Oncotarget.

100
75
00 p53abn
5 ~—— POLEmut
> | — dMMR
NSMP Log-rank P <.001
0
0 1 2 3 4 5
Patients at Risk, n Yr Since Random Assignment
p53abn 93 72 57 49 44 32
POLEmut 51 50 50 49 48 37
dMMR 137 124 112 102 96 74
NSMP 129 122 113 105 94 69

= 410 patients with successful molecular testing
— 23% p53abn: p53 abnormal
— 12% POLEmut: POLE ultramutated
—  33% dMMR: mismatch repair deficient
— NSMP: no specific molecular profile

2017;8:84579. Ledn-Castillo. JCO. 2020;38:3388.



Nouvelle classification du risque

Groupes de risque ESGO/ESTRO/ESP

Concin et al, IntJ Gynecol Cancer 2020

Table 2 Definition of prognostic risk groups

Risk group Molecular classification unknown Molecular classification known*t
Low » Stage IA endometrioid + low-gradez +
LVSI negative or focal
m+bw-+orlocal
Intermediate » Stage |B endometrioid 440w-gradet + » Stage |IB MMRA/NSMP endometrioid
Slascatusonios carcinoma + low-grades + LVSI negative or focal
» SugolAu\donmiold+hld\-gnd¢¢ » Stage |IA MMRd/NSMP endometrioid
LVSI orlocal carcinoma + high-grade$ + LVSI negative or
oam: focal
cloarcoll differentiared » Stage IA pS3abn and/or non-endometrioid
carcinosarcoma, mixed) myom.trld (serous, clear cell, undifferentiated carcinoma,
invasion carcinosarcoma, mixed) without myometrial
invasion
High-intermediate » Stage | endometrioid + substantial » Stage | MMRdA/NSMP endometrioid

» Stage IB endometriold high-gradet
regardless of LVSI status

» Stagell

type
»  Stage IVB of any molecular type




Nouvelle classification FIGO 2023

% Groupes de risque ESGO/ESTRO/ESP
% Nouvelle classification FIGO 2023
* Prend en compte :

Type histologique
Grade

Stade

Emboles

Et BM

Stage designation

Stage |AMpo et
of the degree of LVSI or histological type

Stage 11Cm 50,00

Stage
Stage |

1:]
IC
Stage ll

A
1}
Iic
Stage Il
A

mns

nc

Stage IV
IVA
V8
vC

Description

Confined to the uterine corpus and ovary®

Disease limited to the endometrium OR non-aggressive histological type, i.e. low-grade endometroid, with invasion of less
than half of myometrium with no or focal lymph ular space i (LVSI) OR good prognosis disease

IA1 Non-aggressive histological type limited to an endometrial polyp OR confined to the endometrium

IA2 Non-aggressive histological types involving less than half of the myometrium with no or focal LVSI

IA3 Low-grade endometrioid carcinomas limited to the uterus and ovary*

Non-aggressive hi ical types with i of half or more of the myometrium, and with no or focal LVSI®

Aggressive histological types® limited to a polyp or confined to the endometrium

Invasion of cervical stroma with ext ion OR with sub ial LVSI OR aggressive histological types with
myometrial invasion

Invasion of the cervical stroma of non-aggressive histological types
Substantial LVSI® of non-aggressive histological types
Aggressive histological types® with any myometrial involvement

Local and/or regional spread of the tumor of any histological subtype

Invasion of uterine serosa, adnexa, or both by direct extension or metastasis

I1IA1 Spread to ovary or fallopian tube (except when meeting stage IA3 criteria)®
1IA2 Involvement of uterine subserosa or spread through the uterine serosa

Metastasis or direct spread to the vagina and/or to the parametria or pelvic peritoneum

111B1 Metastasis or direct spread to the vagina and/or the parametria
111B2 Metastasis to the pelvic peritoneum

Metastasis to the pelvic or para-aortic lymph nodes or both'

1IC1 Metastasis to the pelvic lymph nodes

IIC1i Micrometastasis

1ICii Macrometastasis

11IC2 Metastasis to para-aortic lymph nodes up to the renal vessels, with or without metastasis to the pelvic lymph nodes
I1IC2i Micrometastasis

IC2ii Macrometastasis

Spread to the bladder mucosa and/or intestinal mucosa and/or distance metastasis

Invasion of the bladder mucosa and/or the intestinal/bowel mucosa

Ab inal peri | metastasis beyond the pelvis

Distant is. including

is to any extra- or intra-abdominal lymph nodes above the renal vessels, lungs, liver,

Molecular findings in patients with early endometrial cancer (Stages | and Il after surgical staging)

POLEmut endometrial carcinoma, confined to the uterine corpus or with cervical extension, regardless

p53abn endometrial carcinoma confined to the uterine corpus with any myometrial invasion, with or P
without cervical invasion. and regardless of the deeree of LVSI or histological tvoe

Berek, Int J Gynecol Obstet 2023



Pronostic nouvelle classification FIGO 2023
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PORTEC-3 Trial Design and Results

High Risk:
« Stage | G3, Stage II-Il
« Serous and clear cell

Pelvic RT 48.6 Gy +
2x Cisplatin 50mg/m2

1 1

L

<>
5 weeks

4x Carboplatin AUC5
Paclitaxel 175mg/m?2

—>
12 weeks

<>
2 wks

RT alone

1
D

5 weeks

de Boer ASCO 2017

ERRESMD
2019

A
100+ Radiotherapy
\ — Chemoradiotherapy
80 ————
Z
T 60+
13
B
T 404
7
é
207 Plnspun=011
p__q_,_.-021,HRO76(95%(I054-106)
o T T T T 1
0 1 2 3 B 5
Number at risk
(number censored)
Radiotherapy 330 319 299 266 202 135
(0) (1) (1) (11) (60) (123)
Chemoradiotherapy 330 316 295 261 208 143
(0) (0) (1) (18) (71) (130)
C
100 -
3
; 80— \\L\\—\
o =
% 60
S
ES
e 40+
2
3
2 207 b spune=0-074
Pugwa®013, HR 071 (95% 1 0-45-1-11)
0 T T T T 1
0 1 2 3 4 5
Number at risk Time since randomisation (years)
(number censored)
Radiotherapy 143 137 123 106 81 49
(0) (1) (1) 4) (23) (53)
Chemoradiotherapy 152 145 133 115 98 69
(0) (0) (1) (8) (26) (52)

Failure-free survival (%)

Failure-free survival in stage Nl (%)

B
100“'\%\
80+ e —
604
404
209 e pane=0-022
Prog ws*0-067, HR 071 (95% €1 0.53-0-95)
0 T T T T 1
0 1 2 3 4 5
330 286 257 23 178 19
(0) (1) (1) (10) (50) (105)
330 304 275 244 192 126
(0) (0) 0) (16) (63) (120)
D
100y
ST
N,
80 ) —
pon = N —
60
40+
207 b =004
Py w0031, HR 0-66 (95% (1 0-45-0.97)
0 T T T T )
0 1 2 3 “ 5
Time since randomisation (years)
143 116 95 82 67 40
(0) (1 (1) (5) (18) (44)
152 139 122 106 88 57
(0) (0) (0) (8) (23) (50)

de Boer Lancet Oncol 2018



PORTEC 3 Bénéfice Chimio selon classification moléculaire

POLEmut EC

(9]

100

75 4

S-year RFS: 100% (CTRT) v 96.6% IRT)

60 - ®A, 0.02;95% ClL < 0.01 10 >10% P, = 637

RFS (%)

25
— AT

= CTRT

o 1 2 3 4 5

Time Since Random Assignment (years)
No. at risk
AT 29 28 = 27 23
CTRT 22 22 22 n 2 14

G NSMP EC

S-year RFS: T9.7% (CTRT) v67.7% (RT)
HR, 0.68; 95% CI, 0.36 10 1.30; oy » 246

RFS (%)
g

25
e RT

e CTRT
T T T T T

0 1 2 3 4 5
Time Since Random Assignment {years|

No. at risk:
RT 57 s3 47 43 38 b2
CTRT 72 &9 66 62 56 4

D POLEmut EC
100
75 4
=z . .
~ o { S5year OS: 100% (CTRT) v96.6% IRT)
2 HR, 0.02; 95% C, < 0.01 10 > 10%, Peox = 637
25 4
= RT
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Time Since Random Assignment {years)
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H NSMP EC
100
e
75
£
& 90 q S.year OS: B9.3% (CTRT) vET.E% IRT)
o HR, 0.68; 95% CI, 0.26 10 1.77; Peoy = 434
25
e RT
e CTRT

0 1 2 3 4 5

Time Since Random Assignment (years)
No. at risk:
RT & 55 54 52 48 38
CTRT 72 70 68 86 &2 47

Leon-Castilloeta J Clin Oncol 38:3388-3397. 2020

POLE m et MMRd: NON

-NMSP: PEUT-ETRE
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-p53abn: OUI
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.
<
25 4
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T T
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52;
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75 4

50 A
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5.year OS: 64.9% (CTRT) v41.8% IRT)

25 4 HR, 0.55; 95% CI, 0.30 10 1.00; Pezy = 04

T T T T T

0 1 2 3 4 5

Time Since Random Assignment {years|
No. at risk:
RT 44 aM 3 26 n 13
CTRT 498 46 40 35 3 24



Immunothérapie et classification moléculaire

% {

(@) — &
INFLAMED |WUNE EXCLU%E(Q‘ IGNORED

TCGA. Nature. 2017;543(7645): 378-384.




K endometre adjuvant: rajouter I'lO pour toutes
0
Stades localisés haut risque:

€9 MSD
ENGOT-en11 / MK-3475-B21

13 cepd ain Lortholary

N

Chirurgie compleéte +/-

curages * _ PEMBROLIZUMAB 400 mg
Stades /1l haut risque de ne +/- cddp* 6 injections espacées de 6 semaines
rechute:
- Histologie non OLIZUMAB x 6 q3w
endométrioidg PG g
dont carcinosarco il IR el PLACEBO

Carboplatine — paclitexel x 4-6*

- Mutation
8 / +/- Radiothérapie pelvienne +/- cddp*

surexpression TP:

6 injections espacées de 6 semaines

Stades 11l/IVA +/- curiethérapie*
+ PLACEBO x 6 q3w
Stratification: . .
dMMR vs pMMR * Au choix de I'investigateur Co-primary endpoints:
Radiothérapie O/N PERLES (v) GINECO

Histologie: endométrioide vs autre
- M |-



: ’ RAINBO: Refining Adjuvant treatment | French

[ . . sponsorship
P /"\C\\ endometrial cancer Based On molecular profile GUSTAVE/
‘ , ROUSSY

memars /\

RAINBO

4 [n

CT+RT
CT+RT - Olaparib

Molecular
Classification

Resected N
. S
Endome_trlal ancer | (POLE mutation, M
All histologic MMR IHR, P53 IHC)

subtypes Molecular profile can
be done locally or
sent to French
academic plateform

RAINBO

CRT RT al
&% ®<: or RT alone
<

CRT or RT alone +Durva = aPD1

RAINBO RT + CT if indicated by stage

g Oi
[ o .

AINBO

— No Adj Tx

ri%x
A
¢ [ roier |

RAIBO umbrella program coordinated by TransPORTEC consortium will allocate EC pts to 4 academic sub-trials each
sponsored by one institute



La prise en charge du K de 'endometre se complexifie

* |dentique a la situation du K du sein au début des années 2000

. randes catégories de pronostic et de traitement potentiellement
différent

* Les nouvelles classifications peuvent étre appliguées des maintenant
* Les essais modernes devront s’adresser a une population ciblée

* 'essai RAINBO recrute et permet dés maintenant une désescalade et/ou
un traitement adapté



Cancer du col utérin




The Cervical Cancer Burden in EU-27

NEW CASES OF CERVICAL CANCER
per 100000 women*

Estimated incidence by country
EU-27, female, all ages, 2020

57-110

110-163 i
W 163-217 g
W27-2720 )
W 270-323

*European standard population, 2013

MADRID Ongl‘ess
2023

Krishnansu S. Tewari, MD

DEATHS CAUSED BY CERVICAL CANCER
per 100000 women*

<
¢

Estimated mortality by country
EU-27, female, all ages, 2020

21-51

51-80 i
e W 8o-110

b X W1o-139 )
y P M 139- 169

*European standard population, 2013

EU-27 2020
30,447 new cases
13,437 deaths

2020 Global Statistics
600,000 new cases
>300,000 deaths

* Wy waro

* W05we4d

740105

W 54wT4

@ 34054

@D2ow-34 WNodna
D20 L) Mot appbcable

Age standmdsed indidence
(per 00000 women years)
-8

| PORTERIIE S

014810y}
11210148
E8owar2
Bs6oto ENodu
== PLYS 3 Net applable

Sung H, et al. CA Cancer J Clin 2021;71:209-49.

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



Traitement standard K col loc. avancé (IB3-1Va)

Treatment schedule

15t week 2nd week 3 week 4t week 51 week 6! week 7th week

Cisplatin cycle

simultaneous integrated boost on positive nodes up to 55-60 Gy)

I External beam radiotherapy fraction (total dose 45 Gy given in 25 fractions of 1.8 Gy with a
I Image guided (MRI) brachytherapy (IGBT)

Survie sans maladie a 5 ans: 58-68%
-Beaucoup de patientes non guéries !
-Survenue de métastases a distance




INTERLACE Trial Design

Key eligibility criteria

* Newly diagnosed histologically
confirmed FIGO (2008) stages I1B1
node+,1B2, Il, IlIB, IVA squamous,
adeno, adenosquamous cervical
cancer

*No nodes above aortic bifurcation
on imaging

* Adequate renal, liver & bone
marrow function

* Fit for chemotherapy & radical RT

* No prior pelvic RT

RT = Radiotherapy

3D-Conformal = 3D conformal radiotherapy
IMRT = Intensity modulated radiotherapy
EBRT = External beam radiotherapy

BT = Brachytherapy

IGABT = Image-guided adaptive
brachytherapy

RT QA = Radiotherapy quality assurance

EREMY ™
2023

Mary McCormack

Randomised (n=500)

Induction chemotherapy (n=250)

Carboplatin (AUC2) & paclitaxel (80mg/m?)
given weekly for 6 weeks

Standard CRT (n=250)

Chemotherapy: cisplatin (40mg/m?) weekly for 5 weeks
Radiotherapy: EBRT (40-50.4Gy in 20-28 fractions) & BT to give a
minimum total EQD2 dose of 78Gy to point A, 3D IGABT recommended
Overall treatment time <50days
All centres underwent RT QA

Follow-up

3-monthly for 2 years then 6-monthly for 5 years

Stratified by

* Site

» Stage

* Nodal status

» 3D-Conformal v
IMRT EBRT

+2Dv 3D BT

* Tumour size

* SCC v other

Primary endpoints

- PFS
- 0S

Secondary endpoints

* Adverse events

« Pattern of relapse

+QOL

* Time to
subsequent
treatment




Demographics at Baseline

CRT alone Induction Chemo + CRT
(n=250) (n=250)

Age, years median (range) 46 (24-78) 46 (26-78)
ECOG status No. of patients (%)

0 221 (88) 214 (86)

1 29 (12) | 36 (14)
Country

UK 190 (76) | 190 (76)

Mexico 51 (20) 49 (20)

Italy 3(1) ’ 5(2)

India 5(2) 5(2)

Brazil 1(<1) ’ 1(<1)

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



Disease Characteristics at Baseline

CRT alone Induction Chemo + CRT
(N=250) (N=250)

FIGO stage (2008) No. of patients (%)

IB1 2 (<) 2 (<1)

B2 23 (9) | 19 (8)

1A 14 (6) 17(7)
\ﬂ 176 (70) | 178 (71)

B 30 (12) 26 (10)

IVA 5(2) | 8(3)

Cell type

Non-squamous 45 (18) ‘ 44 (18)
Squamous 205 (82) 206 (82)
Nodal status

Negative 142 (57) 146 (58)
Positiv 108 (43) 104 (42)
E’f%?(::rq‘z;r dlameter; cm 4.9 (1.8-12.8) 4.8 (1.3-13.5)

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



Adherence to Induction
Chemotherapy

Adherence to Cisplatin

Paclitaxel/Carboplatin (n=250)

No. of patients (%)

Completed 6 weekly cycles

Completed at least 5 cycles

Main reasons for <6 cycles:
Adverse events:

Haematological
Non-haematological
Both

Withdrawal/other

Median Interval from IC to RT

days (range)

211 (84)
230 (92)

29 (11)

9
17
3

10 (4)

7 (5-53)

EREMD
2023

Mary McCormack

CRT alone IC+ CRT
(n=250) (n=250)
No. of patients (%)

Completed 5 weekly 197 (79) 169 (68)
cycles
Completed at least 4 224 (90) 212 (85)
cycles
Main reasons for <5
cycles:
Adverse events leading 33 (13) 68 (27)
to discontinuation:
Haematological 4 34
Non-haematological 25 20
Both 4 14
Other 20 (8) 13 (5)

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



Adherence to Radiation

CRT alone Induction Chemo + CRT
(n=250) (n=250)

No. of patients (%)

Received external beam radiotherapy 231 (92) 242 (97)
IMRT 93 (40) 102 (42)
3D conformal ‘ 138 (60) 140 (58)

Received brachytherapy 223 (97) 238 (98)
2D point A 49(22) 46 (19)
3D point A 106 (48) 120 (51)
3D HRCTV D90 68 (30) 72.(30)

Median overall treatment time
days(range) | 45 (37-88) 45 (36-70)

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



Adherence to Radiation

CRT alone Induction Chemo + CRT
(n=250) (n=250)

No. of patients (%)

Received external beam radiotherapy 231 (92) 242 (97)
IMRT 93 (40) 102 (42)
3D conformal ‘ 138 (60) 140 (58)

Received brachytherapy 223 (97) 238 (98)
2D point A 49(22) 46 (19)
3D point A 106 (48) 120 (51)
3D HRCTV D90 68 (30) 72.(30)

Median overall treatment time
days(range) | 45 (37-88) 45 (36-70)

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



INTERLACE Progression-Free Survival (median FU 64m)

100 -
gl Induction Chemo
75 +CRT 146 PFS events
HR 0.65;95% CI:0.46 -0.91
P=0.013
CRT alone

Induction CRT

Chemo+ CRT alone

% alive and progression-free
&)
(&
1

291 (n=250)  (n=250)
3yr PFS 5% 12%
S 5yr PFS 73% 64%
I 1 I | | 1 I I | 1 | |
0 12 24 36 48 60 72 84 96 108 120
Time since randomisation (months)
Number at risk
CRTalone 250 204 157 140 110 88 63 36 16 5 1
Induction Chemo 250 220 178 152 132 105 72 40 19 8 1 4 GCIG ¥ of bl -ycl

ERESMD ™™
2023 Mary McCormack Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



INTERLACE Overall Survival (median FU 64m)

Induction Chemo
+ CRT 109 deaths

HR 0.61;95% CI: 0.40-0.91
CRT alone g

Induction CRT

Chemo + CRT alone

25 - (n=250)  (n=250)
3yr 0S 86% 80%
0 - 5yr OS 80% 72%

I 1 I 1 I 1 I 1 | 1

0 12 24 36 48 60 72 84 96 108 120
Time since randomisation (months)

Number at risk
CRTalone 250 228 181 154 124 99 67 39 16 . GCI G
Induction Chemo 1 4 1 CANCER | CANCER
u s 250 236 195 168 146 111 75 42 19 D e 3 SEKSEARC“ TRALS m

ERESVD™"
2023 Mary McCormack Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Patterns of Relapse

CRT alone Induction Chemo + CRT
(n=250) (n=250)

No. of patients (%)

Local/pelvic 21 (8) 26 (10)
Local/pelvic & distant 20 (8) 14(6)
Distant 30(12) 16 (6)
Total local/pelvic 41(16) 40 (16)
relapses

Total distant relapses 50 (20) 30(12)

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



Adverse Events at any time

100
|

I CRT alone
I nduction Chemo + CRT

Percentage

Any Any Any Neutropenia Anaemia Thrombpcyto Any non- Abdominalf Diarrhoea Fatique/ Infection
Adverse grade Haem -penia Haem Pelvic Mukscle ;
Event (AE 3-4 event " pain weakness
i AE AE* Joint pain

G5 AE in 3 patients- 2 CRT and 1 IC/CRT arm
*Grade 3-4 only. 106 people (42%) reported grade 2 alopecia in the IC/CRT

2023 Mary McCormack Content of this presentation is copyright and responsibility of the author. Permission is required for re-use



ENGOT-cx11/GOG-3047/KEYNOTE-A18:
Randomized, Double-Blind, Phase 3 Stud_y

-

Cisplatin 40 mg/m? QW for

Key Eligibility Criteria 5 cycles? + EBRT followed by ;
brachytherapy Pembrolizumab 400 mg Q6W
+

for 15 cycles

* FIGO 2014 stage I1B2-11B
(node-positive disease) or Pembrolizumab 200 mg Q3W
FIGO 2014 stage llI-IVA for 5 cycles
(either node-positive or

node-negative disease) Cisplatin 40 mg/m? QW for
* RECIST 1.1 measurable or 5 cycles? + EBRT followed by

non-measurable disease brachytherapy Placebo Q6W

: - + for 15 cycles
Treatment naive Placebo Q3W

for 5 cycles
Stratification Factors

» Planned EBRT type (IMRT or VMAT vs
non-IMRT or non-VMAT)

« Stage at screening (stage 1B2-11B vs 1lI-1VA)

» Planned total radiotherapy dose (<70 Gy vs
270 Gy [EQ2D]))

A 6" cycle was allowed per investigator discretion. EBRT, external beam radiotherapy; FIGO, International Federation of Gynecology and Obstetrics; Gy, grays; IMRT, intensity-modulated radiotherapy; Q3W, every 3 weeks; QBW, every 6 weeks;
RECIST, Response Evaluation Criteria in Solid Tumors; VMAT, volumetric-modulated arc therapy. ENGOT-cx11/GOG-3047/KEYNOTE-A18 ClinicalTrials.gov identifier, NCT04221945.
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Baseline Characteristics

Pembro Arm Placebo Arm
(N = 529) (N =531)
Age, median (range) 49 y (22-87) 50y (22-78)
Race?
White 254 (48.0%) 264 (49.7%)
Asian 155 (29.3%) 148 (27.9%)
Multiple 78 (14.7%) 86 (16.2%)
S 24 (4.5%) 22 (4.1%)
Black or African American 14 (2.6%) 8 (1.5%)
Outek Pacie liznoer 2 (04%) 102%)
PD-L1 CPS
<1 22 (4.2%) 28 (5.3%)
21 502 (94.9%) 498 (93.8%)
Missing 5 (0.9%) 5(0.9%)
ECOGPS 1 149 (28.2%) 134 (25.2%)

Squamous cell carcinoma

2023

433 (81.9%)

Presented by: Domenica Lorusso

451 (84.9%)

Pembro Arm Placebo Arm
(N = 529) (N = 531)
(Stage at screening (FIGO 2014 criteria) )
1B2-11B 235 (44.4%) 227 (42.7%)
H-IVA 294 (55.6%)

\,

304 (57.3%)

[fymph node involvement®
Positive pelvic only

Positive para-aortic only

No positive pelvic or

Positive pelvic and para-aortic

326 (61.6%)
14 (2.6%)
105 (19.8%)

84 (15.9%)

<

324 (61.0%)
10 (1.9%)
104 (19.6%)

93 (17.5%) )

para-aortic
Planned type of EBRT 2
IMRT or VMAT 469 (88.7%) 470 (88.5%)
9 Non-IMRT and non-VMAT 60 (11.3%) 61 (11.5%) )
rPlanned total radiotherapy dose (EQD2) )
<70 Gy 47 (8.9) 46 (8.7)
_ 270Gy 482 (91.1) 485(91.3)

“In each treatment amm, 2 patients (0.4%) had missing information for race. *Per protocol, a positive lymph node is defined as 21.5 cm shortest dimension by MRI or CT. Data cutoff date: January 9, 2023.

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




Summary of Treatment Exposure

Label for locking

Pembro Arm

(N=528)
Total number of cycles, median (range)
Pembro or placebo 11 (1-20)
Cisplatina 5(1-7)
Radiation therapy, median (range)?

Overall treatment time (days) 52 (12-139)
Within 50 daysP®, n (%) 184 (35.5%)
Within 56 days, n (%) 386 (74.5%)

Cervix total dose (Gy), median (range)?
Total cervix physical dose 76 (14-94)
Total cervix EQD2 dose 87 (14-118)

Placebo Arm
(N=530)

11 (1-20)
5(1-7)

52 (2-166)
194 (37.2%)
390 (74.7%)

76 (3-125)
87 (3-207)

“Includes participants who completed concurrent chemoradiotherapy at this interim analysis and had final data review by the vendor (pembro arm N=518; placebo arm N=522). “Total radiation therapy (EBRT and brachytherapy) should not exceed 50 days,

with extension to a maximum of 56 days for unforeseen delays, as per the study protocol. Data cutoff date: January 9, 2023.
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Primary Endpoint: Progression-Free Survival

24-mo rate (95% CI)
67.8% (61.8-73.0)
5

I
I
I
: 7.3% (51.2-62.9)
I
I

60+ Pts w/ Median, mo
Event (95% CI)
HR 0.70 (95% Clr 0-55'0-89) Pembro Arm 21.7% NR
407 P = 0.00202 (NR-NR)
30~ Placebo Arm 29.0% NR
(NR-NR)

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

Median (range) follow-up: 17.9 mo (0.9-31.0)

0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30
TS Time, months
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 histopatholegic confirmation. *With 269 events (88.5% information fraction), the observed P = 0.0020 (1-sided) crossed the prespecified nominal boundary of 0.0172 (1-sided) at this planned first
interim analysis. The success criterion of the PFS hypothesis was met, and thus no formal testing of PFS will be performed at a later analysis. Data cutoff date: January 9, 2023.
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Primary Endpoint: Overall Survival

Overall Survival, %

No. at risk

100-
90+
80—
70
60-

50 [HR 0.73 (95% CI, 0.49-1.07)}

407

30

207

246 ke

Median (range) follow-up: 17.9 mo (0.9-31.0)

2
8
8

B T

4-mo rate (95% Cl)
7.2% (82.4-90.8)
0.8% (74.8-85.5)

Pts w/ Median, mo
Event* (95% CI)
Pembro Arm 8.3% NR
(NR-NR)
Placebo Arm 1.1% NR
(NR-NR)

*42.9% information fraction?

T T T T T T T
0 3 6 9 12 15 18 21

Time, months

529 496 456 405 351 294 223 151
531 498 449 402 339 278 214 139

At this analysis, 103 of the 240 deaths expected at the final analysis had occurred.
Data cutoff date: January 9, 2023.

2023

Presented by: Domenica Lorusso

N
S

67
62

27

10
12

1 1
1 0
0 0
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Adverse Events

All-Cause AEs Treatment-Related AEs? Immune-Mediated AEs®
Pembro Arm Placebo Arm Pembro Arm Placebo Arm Pembro Arm Placebo Arm
(N = 528) (N = 530) (N = 528) (N = 530) (N = 528) (N = 530)
Any grade 525 (99.4%) 526 (99.2%) 507 (96.0%) 509 (96.0%) ( 172 (32.6%) 62 (11.7%) \
" Grade 23 394 (74.6%) 364 (68.7%) 354 (67.0%) 321(60.6%) | 22 (4.2%) 6 (1.1%)
Serious 150 (28.4%) 131 (24.7%) 91 (17.2%) 65 (12.3%) ) 15 (2.8%) 6 (1.1%)
\Led to death 5 (0.9%) 6 (1.1%) 2 (0.4%)¢ 2 (0.4%)4 0 0 )
7Led to discontinuation
Any treatment 92 (17.4%) 75 (14.2%) 81 (15.3%) 67 (12.6%) 12 (2.3%) 2 (0.4%)
L All treatment 1(0.2%) 2 (0.4%) 0 1(0.2%) ) 0 0

Presented by: Domenica Lorusso

Per investigator assessment. *Events were considered regardless of attribution to treatment by the investigator. cimmune-mediated gastritis and large intestine perforation. “Bone marrow failure and neutropenic colitis.
Data cutoff date: January 9, 2023.

ERESMY ™
2023

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



En 2025 comment allons-nous choisir ?

* Selon le stade ?

Stades I/Il: Chimiothérapie néoadjuvante
Stades IlI/IV: Immunothérapie

* Selon le colit ?

* Selon le type histologique ?

e Combiner les 2 attitudes ?



Cancer de l'ovaire




Place des curages cancer de l'ovaire stades IlI/IV

Avant 2018: curage systématique pelvien et lombo- aortique

Recommandation

En Chirurgie premiere, s’il n’y a pas d’adénopathie suspecte a
I'imagerie pré opératoire ou a la palpation per opératoire des aires
ganglionnaires, il n’est pas recommandé de réaliser les curages
ganglionnaires en routine

Harter et al, NEIM 2018



CARACO trial (NCT01218490):
Multicenter randomized phase lll trial

W/ Université

Median .
laparotomy Surgery with RPL

Epithelial ovarian cancer

Figo stage IlI-IVA

No suspicious retroperitoneal Randomization R
lymph node during surgery 1
Optimal surgery achievable N=450

(Primary or ICS) Stratification:
Residual <1cm  Center

* Primary After surgery /SOC
surgery or Last cycles of chemotherapy

Interval Maintenance treatments
surgery

Surgery without RPL

Keys: R: randomization, RPL: Retroperitoneal Lymphadenectomy, ICS: Interval Cytoreductive Surgery, SOC: Standard Of Care

Jean-Marc Classe, Omission of lymphadenectomy in advanced epithelial ovarian cancer patients: the

2024 ASCO #ASCO24 presentep B: CARACO phase |ll Randomized Trial ASCO B
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I\ Nantes
W/ Université

CARACO: Severe morbidity and mortality
(within 30 days after surgery)*

No. of patients (%)

Transfusion or blood loss 72 (39.3) P=0.049
Re intervention : 15 (8.3) P=0.031
Urinary injury : . P=0.006
Digestive fistula

Phlebitis — Pulmonary embolism

Mortality

Key: RPL: Retroperitoneal Lymphadenectomy * CTC-NCI version 3.0

Jean-Marc Classe, Omission of lymphadenectomy in advanced epithelial ovarian cancer patients:

o ) 2 % " AMERICAN SOCIETY OF
2024 ASCO #ASCO24 presentep By:  the CARACO phase Ill Randomized Trial ASCO) s
ANNUAL MEETING Presentation is propert y of the author and ASCO. P
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CARACO trial: Primary endpoint (PFS, ITT population)

No RPL RPL

N 193 186

Events 158 156
median (mo) 14.8 18.6
HR 0.96 [0.77-1.20]

p-value = 0.712

X
<
n
w
o
e
o
>
=
=
®
°o
o
-~
o

14.8 mths

18.5 mths
l

T T T T T

12 24 36 48 60
Time (months)

Patients at risk
NoRPL 193 121 61 47 36 34
RPL 186 122 61 37 31 29

Key: RPL: Retroperitoneal Lymphadenectomy

Jean-Marc Classe, Omission of lymphadenectomy in advanced epithelial ovarian cancer patients:

2024 ASCO #ASCO24 presentep By:  the CARACO phase Ill Randomized Trial ASCO Sy
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I\ Nantes
W/ Université

CARACO trial: OS (secondary endpoint, ITT population)

No RPL RPL
N 193 186
Events 131 128
median (mo) 48.9 58.8
HR 0.92 [0.72-1.17]

p =0.489

X
<
2]
o]
—
5]
>
=
o)
@
2
e)
S
o

48.9 mths
58 mths

12 24 36 48 60 72 84 96 108 120
Time (months)

Patients at risk
NoRPL 193 171 140 114 90 76 63 45 37 28 15

RPL 186 165 147 118 100 82 64 45 32 25 18

Key: RPL: Retroperitoneal Lymphadenectomy

Jean-Marc Classe, Omission of lymphadenectomy in advanced epithelial ovarian cancer patients:
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g Place de la chirurgie a la rechute tardive

RPC 2021 ==

Pas de place hors essai au moment de la premiére récidive pour
* LaCHIP
* La PIPAC

* La Chimiothérapie Intra Péritonéale

Privilégier I'inclusion dans les essais




Rationale HIPEC

e

« High rate of peritoneal recurrence despite maximal cytoreductive surgery
(CRS) and systemic therapy k-

« HIPEC targets microscopic residual disease on the peritoneal surface

* Hyperthermia is cytotoxic and synergizes with chemotherapy

« Single intra-operative perfusion with heated chemotherapy

Increased local exposure with minimal systemic uptake

2023 ASCO #ASCO23 presenteD By: Prof. Gabe S. Sonke ASCO AMERICAN SOCIETY OF
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HIPEC procedure

« Open ‘colosseum’ technique

Chemotherapeutic

 Cisplatin 100 mg/m?

= 50% at the Start Heat exchanger Inflow catheters
= 25% after 30 min =y
= 25% after 60 min

Temperature probes

Outflow catheters

« Heated to 42°C, min flow of 1L/min ‘ “°'.'>’°\“““° E

« Sodium thiosulfate for renal protection

2023 ASCO #ASCO23 presenTep By: Prof. Gabe S. Sonke ASCO B Ty or
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Study design

4 N

N =245 Interval 7
CRS + HIPEC . .
N =122 J Prim. endpoint
3 cycles 3 cycles RFS
carboplatin —> carboplatin
paclitaxel paclitaxel Sec. endpoints
Interval CRS OS, Safety, QoL

K N=123

* Accrual between 2007-2016 in 8 centers in the Netherlands and Belgium

« Patients required neo-adjuvant chemotherapy due to extensive disease
* Follow-up visits every 3 months in year 1-2, every 6 months thereafter
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OS after ten years of follow-up

10 A
CRS-HIPEC CRS
o Median OS, mo 44.9 33.3
8 HR (95%Cl) 0.70 (0.53 — 0.92)
S o
ol 36.9% vs. 19.7% Stratified log-
2 j rank p 0.0113
S 04 1
?
= 16.1% vs. 10.9%
g 02 -
O
00 A
o 1 2 3 4 5 6 7 8 9 1
Number at risk (censored) oo
CRS 123(0)106(1) 82 (1) 57 (1) 36 (1) 24 (1) 20 (1) 17 (1) 10 (5) 9 (6) 7(15)
CRS+HIPEC 122(0) 113(0) 91 (0) 74 (0) 56 (0) 45 (0) 38 (0) 22 (8) 19(10) 17(10) 11(24)

HIPEC improves long-term overall survival
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CHIPOR trial (NCT01376752):
Multicenter randomized phase Il trial

Median laparotomy
Complete resection

: ST HIPEC
b Randomization | (6Splatin 75 mo/m?
- 41°C for 60 min)
during surgery

PFl 26 months n=207 SOC
maintenance

Response to 6 cycles of CCO/1 R therapy

platinum-based chemotherapy 1

Complete surgery achievable

No HIPEC

Stratification: n=208

N=415 - Center
* Residual disease (none vs <0.25 cm)
* PFIl (6-12 vs >12-18 vs >18 months)
* Planned PARP inhibitor (yes vs no)?

aAdded Oct 8, 2020 CCO = no macroscopic residual; CC1 = residual <0.25 cm; PFI = platinum-free interval;, SOC = standard of care

2023 ASCO #ASCO23 presentep ay: J-M Classe: HIPEC in platinum-sensitive relapsed epithelial ovarian cancer: The CHIPOR randomized phase Il trial ASCO B

ANNUAL MEETING Presentation is property of the author and ASCO. Permission re: quired for reuse; contact permissions; @asco.org KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.




CHIPOR trial: Kidney failure

No. of patients (%) No HIPEC
(n=208)

Severe kidney failure 3 (1.4%) 21 (10%)
Before thiosulfate amendment? 1/154 (0.7%) 19/156 (12%)
After thiosulfate amendment? 2/54 (3.7%) 2/51 (3.9%)

aThiosulfate amendment, June 2018
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CHIPOR trial: Primary endpoint (OS, ITT population)

100 - _ No HIPEC

oS (n=208)

Events, n (%) 142 (68) 126 (61)

HR (95% ClI) 0.69 (0.51-0.94)
p=0.019

N
(6)]
1

S
>
=
9
m —
8 50
(®)
—
o
0]
@)

N
(6)]
1

45.7
(38.8-54.2)

36 48
Time (months)

No. at risk

No HIPEC iS5
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Chirurgie du cancer de l'ovaire

* En chirurgie premiere ou d’intervalle en I'absence d’adénopathie
suspecte au bilan pré-opératoire et a I'exploration per-opératoire il
n’est pas recommandé de réaliser des curages.

* La CHIP est une option en chirurgie d’intervalle ou de la rechute en
ameéliorant la survie et réduisant le risque de rechute péritonéale.

* Des essais de confirmation avec les traitements d’entretien modernes
et en chirurgie premiere sont en cours.



