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7/ FIGO 2023 staging overview

TABLE 1 2023 FIGO staging of cancer of the endometrium.*®

Stage

Stage |
1A

8
IC
Stage Il

HA
ne
nc
Stage i1
A

B

nmc

Stage IV
IVA
IvB
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 lymphovascular space involvement (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 histological types with invasion 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 extrauterine extension OR with substantial 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

111A1 Spread to ovary or fallopian tube (except when meeting stage |1A3 criteria)*
A2 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
1H1B1 Metastasis or direct spread to the vagina and/or the parametria

1H1B2 Metastasis to the pelvic peritoneum

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

IHIC1 Metastasis to the pelvic lymph nodes

IHC1i Micrometastasis

IHICii Macrometastasis

HIC2 Metastasis to para-aortic lymph nodes up to the renal vessels, with or without metastasis to the pelvic lymph nodes
IC2i Micrometastasis

INC2ii 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
Abdominal peritoneal metastasis beyond the pelvis

Distant metastasis. including metastasis to any extra- or intra-abdominal lymph nodes above the renal vessels, lungs. liver,
brain. or bone

=14
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7 FIGO 2009 vs 2023 : what changed?

Table 2: Differences between the 2002 and 20232 FIGO Staging Systems for Endometrial Cancer

2009 FIGO Staging System

2023 FIGD Staging System

Definition: tumer confined to the uterine body

Subdivision: 20009 FIGO LA and 1B stages are subdivid-
ed according to the depth of myometrial invasion,
with & tumors confined to the uterine corpus with
<50% myvometrial inmvasion and stage TR tumors con-
fined to the urterine corpus with >20% invasion

Mo differences between myvomerrial invasion <50%
and no myvometrial invasion atall (all stage LA)

Definition: tumor confined (o the uterus with cervical
stroma invasion

Definition: local rumar spread ourside of the urerus

Ovarian and serosal ineolvement grouped together
[LILECY]

Mo differences between micro- and macroscopic nodal
mecastases to the pelbvic (TTTC1) or para-anreic (TITCX])
Irmph nodes

Distant metastases, imcluding intra-abdominal metas-
tazes and inguinal lvmph nodes grouped under the
same stapge ([VB)

Stage
Defimition: depends on a combination of histolegic findings and presence and
depih of myometrial invasion
Subdivision: 20023 FIGO 1A and IR stages are revised to include only nonaggres-
sive tumor histologic findings with no LYS1 LA tumors are subdivided ac
cording to the depth of myvometrial invasion, with 1A tumors involving <50%
myometrial invazion and TR tumaors involving =50 myomecrial invasion

In nonaggressive types of tumors without LVSI, the 2023 FIGO systeny sub<di-
vides stage based on the following: no myometrial invasion (1AL}, myomestrial
invasion <0% (IA2 and 1A3), and myometrial invasion =502 {(I1B)

In aggressive tvpes of tumors, the 2023 FIGO system subdivides stages based on
ne: myamerrial invasion {(IC) and any myomerrial invasion {ITC)

Orarian involvement in low-grade endometrioid lesions withowt TWST and myo-
metrial invasion <50% iz included in stage 1 (LAS)

Stage TI

Definition: depends on a combination of histologic findings, the presence of
myometrial invasion, and the presence of cervical stromal invasion

Includes nonaggressive types with cervical stromal invasion (ILA] but also amy
nonaggressive type with TWST (TTR) and aggressive types with any myometrial
imvasion (1147

Stage TIT

Definition: local and for region al spreacd

Introduces the concept of urerine subseraosa; differentiates hbetween adnexal
(1AL versos uterine serosal infiltration {111A3)

Pelvic peritoneal involvement is considered locoregional to better reflect clinlcal
treatment decisions and classified as ITTB2 according to the 2023 FIGO scoring
gystem (previously stages IV in the 2009 FTGO systen )

Microscopic pelvic (I1IIC1) and para-aortic nodal metastases {(I1IC24) are differ-
entiated trom macroscopic pelvic (TITCH ) and para-aortic nodal metascases
(TITCAEd)

Srage IV

Abdominal peritoneal spread {(IVE] is distinguished from distant metastases
in any extra- or intra-abdominal lrmph nodes above the renal vessels, lungs.
liver, brain, or bone (IVC)

ChEoIZ st
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/ Molecularly defined FIGO stages

2023 Figo Stage Defining Criteria
IAT non-aggressive histological type limited to the endometrium or an
endometrial polyp
non-aggressive histological type involving <50% myometrium, with
IA2 >
no/focal LVSI
IA3 low-grade EEC limited to the uterus and ovary

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

[IAmp - . - ;
T, of LVSI or histological type

IB non-aggressive histological type involving >50% myometrium, and with
no/focal LVSI
- IC aggressive histological type limited to the endometrium or an
endometrial polyp
IHA non-aggressive histological type with invasion of the cervical stroma
1B non-aggressive histological type with substantial LVSI
1HC aggressive histological type with any myometrial infiltration
e p53abn EC, confined to the uterine corpus with any myometrial infiltration, with
pres or without cervical invasion, and regardless of LVSI or histological type
1ITA1 spread to ovary or fallopian tube (except if it meets the Stage IA3 criteria)
I1ITA2 involvement of uterine subserosa /serosa
1HIB1 metastasis or direct spread to the vagina and/or the parametria
1HIB2 metastasis to the pelvic peritoneum

2023 FIGO Staging System of endometrial carcinoma, including molecularly defined stages (in blue italic).

Hersolzorats)
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¢ Molecular classification algorithm

PRINCIPLES OF MOLECULAR ANALYSIS

FIGURE 1: PATHOLOGY AND GENOMICS IN ENDOMETRIAL CARCINOMA
(The decision to use molecular testing/classification depends on the availability of resources and the multidisciplinary team of each center.)9

POLE sequencing

No POLE pathogenic muy \GLE pathogenic mutation

MMR IHC or MSI testing POLE

Aberrant Mormal

p53 immunohistochemistry

Normal/Wild-type plt/ \Ab.rrlnm““nt pattern
Y

dMMR or MSI-H NSMP p53 aberrant

f Adapted with permission from Murali R, Delair DF, Bean SM, et al. Evolving roles of histologic evaluation and molecular/genomic profiling in the management of
endometrial cancer. J Mat Compr Canc Metw 2018;16:201-209.
9 Diagnostic algorithm for integrated genomic-pathologic classification of endometrial carcinomas.

ISt ol=akst 3|
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7 2025 ESGO-ESTRO-ESP: Molecular-integrated risk stratification

FIGO 2023 stage + molecular class should be interpreted together

a YS N N N

POLEmut MMRd NSMP p53abn
2XESIIEs IO Immune-sensitive biolo Heterogeneous grou Poor-prognosis biolo
|Am_POLEmut: adjuvant th . : o 9y 9 group prog 9y

o High-risk setting: strongest Grade and ER status furthe Systemic therapy particular
erapy generally not indicat : : . :
rationale for adjuvant ICl r refine risk ly important

ed

N AN AN NS /

Clinical message
“Stage alone” is no longer sufficient for postoperative risk assessment.
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¢+ NCCN and FIGO: a practical discrepancy

All staging in guideline is based on 2009 FIGO staging. (ST-1, ST-2, ST-3 and ST-4) |

INITIAL EVALUATION? INITIAL CLINICAL FINDINGS*®
Disease limited Primary Treatment
to uterus (ENDO-1)
Pure "
endometrioid Suspectedorgross __  Primary Treatment
= History and physical (H&P) carcinoma cervical involvement (ENDO-2)
= Complete blood count .
(CBC), liver function test Suspected » Primary Treatment
[LFT], renal function tests, Malignant extrauterine disease (ENDO-3)
chemistry profile; and epithelial
CORSIcer AT = (carcinoma) Primary Treatment
« Expert pathology review Serous carcinoma — (ENDO-11)
with additional endometrial
biopsy as clinically otk ) Primary Treatment
indicated®- :;%Zr::z:rial Clear cell carcinoma —» (ENDO-12)
- lmaglng carcinoma Undifferentiated/ 1
« Recommend molecular histolo dedifferentiated » Primary Treatment
evaluation of tumor and Yy carcinoma (ENDO-13)
evaluation for inherited - f.9 Primary Treatment
cancer risk (ENDO-A and Carcinosarcoma™d —» (ENDO-14)
UTSARC-A)
* For patients who are older Malignant mesenchymal (sarcoma)®
with uterine cancer also see » Low-grade endometrial stromal sarcoma (ESS) or adenosarcoma
the NCCN Guidelines for * High-grade ESS Primary Treatment
Older Adult Oncology = Undifferentiated uterine sarcoma (UUS) = (UTSARC-1)
= Consider germline and/or * Leiomyosarcoma (LMS)
multigene panel testing « Other sarcomas (eg, perivascular epithelioid cell tumor [PEComa])

anitial preoperative evaluation for known or suspected malignancy.

bPreoperative imaging and biopsy may help to identify uterine sarcomas, although biopsy sensitivity is less than for endometrial cancer. If there is suspicion of
malignancy, fragmentation/morcellation should be avoided.

¢ See Principles of Pathology for Endometrial Carcinoma (ENDO-A) and Principles of Pathology and Molecular Analysis for Uterine Sarcoma (UTSARC-A).

dSee Principles of Imaging for Endometrial Carcinoma (ENDO-B) and Principles of Imaging for Uterine Sarcoma (UTSARC-B).

© Consider referral to a center of expertise that specializes in the treatment of malignant mesenchymal tumors (sarcoma).

f Should be treated as a high-grade endometrial cancer.

9 Also known as malignant mixed mesodermal tumor or malignant mixed Millerian tumor, and including those with either homologous or heterologous stromal elements.

Version 3.2025 © 2025 National Comprehensive Cancer Network® (NCCN®). All rights reserved.
The NCCN Guidelines®™ and this ilustration may not be reproduced in any form without the express written permission of NCCN.
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¢+ KEYNOTE-B21 / ENGOT-en11 / GOG-3053

True adjuvant trial: completely resected high-risk EC with no macroscopic residual disease

-

sease

Population

N=1,095
Curative-intent surgery
No macroscopic residual di

High-risk FIGO 2009 I-IVA

~

Randomization
1:1
Double-blind
Phase Il

Pembrolizumab arm
Pembro 200 mg Q3W x6
+ Carboplatin/Paclitaxel
— Pembro 400 mg Q6W x6

Control arm
Placebo Q3W x6
+ Carboplatin/Paclitaxel
— Placebo Q6W x6

Hersolzorats)

[=N =l |
orean Society of Gynecologic Oncology

Radiotherapy
+ RT at investigator discretion
EBRT + brachytherapy
+ radiosensitizing cisplatin

Primary endpoints

DFS + OS (ITT)
Stratified by MMR status
Key question: dMMR vs pMMR?
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¢ KEYNOTE-B21 overall DFS

Pembro + CT 119 (22)

Disease-free survival, %
(%,
o
1

-—e = :
40 Evants Madian HR .
10 n (%) (95% CI), months (95% CI) P value =

— (NR-NR|
£9 NR {0 719?3 32) it

10— Placebo + CT 121 (22) (NR-NR|

0 T 1 T 1 T 1
0 6 12 18 24 30 36
No. at risk Time from randomization, months

Pembro+CT 545 505 452 347 134 27 0
Placebo + CT 550 515 470 358 132 23 0

: CHStRQIE 2SS
A\ orean Society of Gynecologic Oncology
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¢ KEYNOTE-B21 dMMR subgroup

- .
40 Events Median HR
30 n (%) {95% CI), months (95% CI)

Disease-free survival, %
3
1

) 2 NR
20— Pambro + CT 8 (6) (NR-NR| e

. (0.14.0.66

10— Placebo = CT 25(18) ,-pqr:fNRl |
0 T r T f T 1
0 6 12 18 24 30 36

No. at risk Time from randomization, months

Pembro + CT 141 136 129 103 46 10 0
Placebo + CT 140 134 127 99 38 7 0

A orean Society of Gynecologic Oncology
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¢ Treatment landscape

Evolution of the 1L Treatment Landscape for Advanced or Recurrent Endometrial Cancer

NRG-GY018
RUBY Part 1
GOG-177" GOG-2092 Attend
DUO-E
Progestin Doxorubicin, Cisplatin,  Carboplatin/Paclitaxel Carboplatin/Paclitaxel + Pembrolizumab?
Paclitaxel Carboplatin/Paclitaxel + Dostarlimab*

Carboplatin/Paclitaxel + Atesolizumab
Carboplatin/Paclitaxel + Durvalumab +/- Olaparib®

1. Fleming GF et al. J Clin Oncol. 2004 Jun 1;22(11):2159-66; 2. Miller DS et al. J Clin Oncol. 2020 Nov 20;38(33):3841-3850; 3. Eskander RN et al. N Engl J Med. 2023 Jun
8;388(23):2159-2170; 4. Mirza MR et al. N Engl J Med. 2023 Jun 8;388(23):2145-2158; 5. Westin SN et al. J Clin Oncol. 2024 Jan 20;42(3):283-299.

Hersolzorats)

orean Society of Gynecologic Oncology
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¢ Multiple chemo-ICl trials

Please note that head-to-head studies were not conducted between these products.
These data are for information purposes only and no comparative claims of non-inferiority or superiority in terms of efficacy or safety are implied or intended.

RUBY Part 11 A Carbo/pac ChT + placebo Placebo
Stratification ‘ q3w for 6 cycles q6w for up to 3 years
B

« MMR status INV PFS (dMMR and ITT)

* Prior radiation/ChT

—»
* Diseasestatus N=494 qbw for up to 3 years 0s
3 2
NRG-GY018 A Carbo/pacChT + placebo Placebo Primary endpoint(s)

Stratification R q3w for 6-10 cycles q6w for up to 14 cycles (~21 months)
= Prior radiation/ChT 1:1 INV PFS (dMMR and pMMR)
« MMR status Carbo/pacChT + pembrolizumab e Pembrolizumab

N=816 g q3w for 6 cycles q6w for up to 14 cycles (*21 months)

DUO-E3 Carbo/pac ChT + placebo

3w for 4-6 cycles Placebo until progression

Primary endpoint(s)

INV PFS (ITT)
ChT + durvalumab vs ChT
ChT + durvalumab + olaparib
vs ChT

Stratification

* MMR status

+ Diseasestatus
* Region

Carbo/pacChT q3w + Placebo for olaparib

durvalumab q3w for 4-6 cycles g4w durvalumab until progression

Carbo/pac ChT q3w + q3w durvalumab Durvalumab g4w + olaparib bid
for 4-6 cycles until progression

Carbo, carboplatin; chemo, chemotherapy; ChT, chemotherapy; dMMR, mismatch repair deficient; INV, investigator-assessed; ICl, immune checkpoint inhibitor;

ITT, intention-to-treat; MMR, mismatch repair; OS, overall survival; pac, paclitaxel; PFS, progression-free survival; pMMR, mismatch repair proficient; g#w, every # weeks; R, randomisation.

1. Mirza MR, et al. N EnglJ Med. 2023;388(23):2145-2158; 2. Eskander RN, et al. V Engl ./ Med 2023;388(23):2159-2170; 3. Westin SN, et al. J Clin Oncol. 2024;42(3):283-299. 4. ClinicalTrials.gov identifier: NCT03603184. Updated 13 March 2024. .»i\ccessﬁleloberzoz4 74-69334
Septemnber 2024. https://clinicaltrials.gov/ct2/show/NCT03603184; 5. Colombo N, et al. J/ Clin Oncol. 2019;37(Suppl 15)TPS5608. ’

. Ol
CH 2t 015 45} 2]
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¢ NRG-GY018 study design

Study Design of NRG-GY018 (NCT03914612): Phase 3,
Randomized, Placebo-Controlled

Key Eligibility Criteria Arm 1
. = Placebo IV Q3W +
« Measurable stage III/IVA, N =810 -
measurable/nonmeasurable slage (588 pMMR, Paclitaxel 176 mg/m*Iv Q3W +
IVB. or recurrent EC . 222 dMMR) Carboplatin AUC 5 IV Q3W
« Pathology report showing results of
institutional MMR 1HC testing

Arm1
Placebo IV Q8W

for up to 14 additional cycles
for 6 cycles

Armm 2

*ECOGPSO,1,0r2 Pembrolizumab 200 mg IV Q3W +

Paclitaxel 175 mg/m?1V Q3W +
Carboplatin AUC 51V Q3W

Arm 2
Pembrolizumab
400 mg IV Q8W

* No prior chemo excep! prior

adjuvant chemo If completed 212
for up to 14 additional cycles

mo before study for 6 cycles
Unblinding
Stratification Factors « Occurred at PD, for safety concerns due to COVID-19, and at interim analysis

ta presentation
* MMR s!agus (dMMR .> PMMR) . ‘(r,iearé)\\era: n:;?ubcqunous avallability of pembrolizumab and lenvatinib +
+ECOGPS(0o0r1vs2) pembrolizumab for all participants
* Prior adjuvant chemo (yes vs no) Endpoints
* Primary: PFS per RECIST v1.1 by investigator in pMMR and dMMR cohorts
* Focus of current long-term follow-up analysis:

» Updated OS in dMMR and pMMR cohorts?

‘MMR ststus 8 rancomized » Poststudy ICI therapy in dMMR and pMMR cohorts?*

2026 ASCO rervne ov Ramez N.E‘*"td'vl, MD ASCO

ENOAL IR OGS COMMMMRT CaARCAR

Pt o et o Ve R "N I TRt Jeemasses ey WO
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¢+ NRG-GY018 2026 OS update

Extended Follow-Up Suggests OS Benefit for Pembrolizumab +
CP in the dMMR Cohort

104 Pembro + CP Placebo = CP
Logrank P = 00124
Events, /N 2611 401112
Median OS Not reached Not reached
084 Survival at 24 mo
(95% Cl). % 835(75.2-89.3) 72.1 (62.4-79.7)
Survival at 36 mo
ol (95% CI), % 79.7 (70.9-86 .2) 66.0 (58.0-76.1)
Survival at 48 mo g
(95% CI), % 786 (69.6-852) 604 (50.0-692)
3 HR (95% CIp* 0.56 (0.34-0.92)
T 044
3
w
» Information fraction of 43.3%
& +  Median follow-up across both treatment arms
—— Pombio + CP was 49 months
Phacebo + CP
00 v T T 1 * Amongst participants receiving poststudy
0 20 40 &0 80
therapy, 93.2% of patients in the control arm
Survival Time From Randomization, Months
‘" o % 5t o received an ICI
112 768 L1 4 0

‘Based on Cox regrassion mode! sratifed by ECOG PS5 aad prior acjuvant chsmo
Proporson of partcipants who withdrew sucy conseat Pemitro « CP = 5 4%,; Placsbo « CP = 7 1%,

2026 ASCO #ASCO26 PekomD fyc RN 1¥: EARameier, A2
’ M METTIN Ieetetee o ppers PSPPI Nes——

e RO W WA TV e et L e e )

ASCO =




¢+ RUBY study design
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Patient
Population

All-comers
(N=494)
dMMR/MSI-H

subgroup

(n=122)

MMRp/MSS

subgroup

(n=372)

Randomized
1T

JEMPERLI! 500 mg,
carboplatin AUC
5 ma/mL/min, paclitaxel
175 ma/m? IV Q3W for
6 cycles (n=245)

Placebo, carboplatin
AUC 5 ma/mL/min,
paclitaxel 175 ma/m*
IV Q3W for
6 cycles (n=249)

SstEO|=0StS
rean Society of Gynecologic Oncology

JEMPERLI

1000 mg IV,

Q6W for up
to 3 years*

Placebo IV,
QBW forup
to 3 years?

Efficacy
Endpoints

MAJOR
All-comers: OS, PFS*
dMMR/MSI|-H: PFS#

ADDITIONAL
ORR, DOR
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¢ RUBY: population and key design features

8.9%

Carcinosarcoma

MMR Status
24% 76%

dMMR/MSI-H  MMRp/MSS

20.6%

Serous adenocarcinoma

15.8%
All other histologies

Clear-cell adenocarcinoma,mucinous
adenocarcinoma, undifferentiated carcinoma,
mixed carcinoma (210% of carcinosarcoma,
clear-cell, or serous histologic type) or other

Age

51 % 65 Years or Older

54.7%

Race/Ethnicity Endometrioid

77% 12% 3%

White Black Asian

3% Disease Status

Hispanic or Latino

18 % Primary FIGO Stage Il 349 Primary FIGO Stage IV A489% Recurrent Disease
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2 RUBY: OS benefit

1.0 +
JEMPERLI + CP
0.8 - 44.6
months median OS
- (95% Cl: 32.6, NR)
>
& 06 -
-]
©
g
£
3 0.4 4
CP Alone
See the 282
02 - JEMPERLI Difference et sl R
monns median Uo
(95% CI: 22.1, 35.6)
Checmt_tmpy
0.0 Period HR=0.69 (95% CI: 0.54, 0.89)* P=0.002"
’ i 1 1] 1 ] 1 1 ] ] 1 | ] 1] ] 1] ] 1] 1] 1 ] 1 I 1 I 1
0 2 4 6 8 10 12 4 16 8B 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Time From Randomization {(Months)
# at Risk
JEMPERLI+CP 245 239 232 223 211 201 198 188 184 181 175 168 164 154 148 137 18 95 70 52 37 17 6 2 0

Placebo+CP 249 244 239 228 223 210 197 181 168 156 143 135 127 122 177 M2 96 78 53 39 22 13 4 2 0

LTI LI

[=N =l |
Korean Society of Gynecologic Oncology
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¢+ RUBY: PFS update

1.0 A
JEMPERLI +CP
0.8 A months median PFS
(95% CI: 11.8, NR)
>
3 06 A i — - = -
3
e
(%
o 04 - See the
o

JEMPERLI Difference

CP Alone

02 7.7

months median PFS
Chemotherapy (95% Cl: 5.6, 9.7)

o
"

0.0 Period HR=0.29 (95% CI: 0.17, 0.50)* P<0.0001*
| 1 I I 1 I T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time From Randomization (Months)
# at Risk

JEMPERLI + CP 60 55 52 43 38 34 32 3 30 28 26 20 14 10 10 S 1 0
Placebo + CP 62 54 H 34 25 13 n 11 9 6 6 S 3 2 2 1 0

o SlEHo|=0I5l5
A rean Society of Gynecologic Oncology



¢ DUO-E design
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Patients

- Newly diagnosed FIGO
Stage IlI/1V@ or
recurrent endometrial
cancer (measurable CP

disease if newly —_—
diagnosed Stage |l|
disease)
* Naive to first-line N=718
systemic anticancer CP+

treatment” durvalumab

» Naive to PARP inhibitors
and immune-mediated
therapy

- Adjuvant chemotherapy °* MMR status
allowedif 212 months ~ (Proficientvs

»
Ll

Stratified by:

CP+
durvalumab+
olaparib

deficient
from last treatment to ) )
I « Disease status
relapse (recurrent vs

newly diagnosed)
« Geographic region
(Asia vs non-Asia)

* Known MMR status

» All histologies except
sarcomas

(6 cycles)

CP<¢(g3w)
+

Durvalumab
(1120 mg IV g3w)

CP<(g3w)
+

Durvalumab
(1120 mg IV g3w)

DUO-E is a randomized, multicenter, double-blind, placebo-controlled, Phase Il Study.

32009 staging system; ®Prior adjuvant systemic anticancer treatment was permitted for recurrent disease of 2 12 months from last dose to subsequent re

Endpoints

Primary
* PFS (RECIST per investigator) in

—CP+durvalumab vs CP

!

—CP+durvalumab+olaparib vs CP

Secondary
* OS (key secondary)
* ORR and DoR?
* TFST, PFS2 and TSST

Durvalumab
(1500 mg IV gdw)
-+
Olaparib pbo (tablets bid)

Patients without disease progression

* Safety
Durvalumab Exploratory
(1500 mg IV gdw) )
o * PFS in CP+D+0 arm vs
Olaparib CP+D arm?

(300 mg tablets bid

* Subpopulation analyses of PFS
(prespecified) and ORR and DoR
(post hoc) by MMR status?

* MMR subpopulation analyses of OS,
TFST, PFS2 and TSST (DCO1)?

Treatment until disease
progression,

uhacceptable toxicity or
other discontinuation criteria
were met

Ll

s of carboplatin at an area under the concentration-time curve of 5 or 6 mg per mL/min and paclitaxel 175 mg/m?.
1. Westin SN, et al. J Clin Oncol 2024;42(3):283-299; 2. Baurain JF, et al. Presented at SGO Congress 2024. 16-18 March. San Diego, CA; 3. Chon HS, et al. Presented at: S

GO Canare March 16-18 2024 San Dieca Jal

Korean Society of Gynecol

gic Oncology
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¢ DUO-E ITT PFS

Primary Endpoint: Statistically Significant Improvement in PFS

PFS:ITT POpUlation CP+D [ )

N=238 N=239
100 iy Events, n (%) 173 (71.8) 139 (58.4) 126 (52.7)
=T
i ; Median PFS (95% Cl),2 months 9.6 (9.0-9.9) 10.2 (9.7-14.7) 15.1 (12.6-20.7)
907 e 071 (057-089)  0.55 (0.43-069
= HR (95% ClI) vs CP® e o0
80 12 months T o
61.5% HR (95% Cl) vs CP+durvalumab® 0.78 (0.61-0.99)
70 48.5% Data maturity vs CP 65.0% 62.0%
18 months
i 46.3%
60 : 37.8%
=2 |
o S50+ !
I3 1
o ! |
40 ! ; I | —" Hi 4y CP¥D*0
' I
30- | | —|—HH¢—LL_H_|+ cpep
1 1
20 | E |
1 1
1
10 | .
1 1
1 1
1
0 I I \ '\ I I | | | | |
0 3 6 9 12 15 18 21 24 27 30 33
Months since randomisation
No. at risk
CP+D+0 239 214 198 169 139 85 51 30 16 7 3 0
CP+D 238 21 188 138 105 69 45 26 13 5 0 0
CP 241 213 184 125 86 45 26 10 3 1 1 0

«  DCO: April 12, 2023. The median (range) duration of follow-up for PFS was 12.6 (0.0-31.6), 15.4 (0.0-29.1), and 15.4 (0.0-31.7) months in censored patients for the Control, durvalumab,
and durvalumab+olaparib arms, respectively. PFS rates were estimated by the KM method. 2Cl for median PFS is derived based on the Brookmeyer-Crowley method; °The primary PFS a

S T i

SIS | ] 2= 0kEVER
EfSrRIE US|
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+ DUO-E dMMR

dMMR PFS:
Clinically Meaningful Benefit Observed in Both Arms Compared to Control

- gm CP+D CP+D+0
Prespecified Exploratory Subgroup Analyses N=d6 N=as
PFS: dMMR (20% of population) 22(51.0) 12326) 1857.2)

Median PFS (95% CI),2 months 7.0(6.7-14.8) NR (NR-NR) 31.8 (12.4-NR)
HR (95% CI) vs CPb 0.42(0.22-0.80)  0.41(0.21-0.75)
HR (95% CI) vs CP+durvalumab® 0.97 (0.49-1.98)
100
90 12months
70.0% 18 months
80 67.9% 67.9%
62.7%
70+ jﬁ_’_‘ ; H l
: t t
! H vl - i t t CP+D+0
60 ! !
] 1 1
% 50- | | ‘H—+ CP*D
w 1 1
o 1 1
40 ! !
1 1
1 1
30 : |
1 1
1 1
207 1 1
1 1
1 1
10- ! !
1 1
1 1
0 1 1 I 1 I T I T 1 l I l I l I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
No. at risk Months since randomisation
CP+durvalumab+olaparib 48 46 46 41 38 32 32 23 18 16 16 10 4 3 2 1 0
CP+durvalumab 46 40 37 36 32 27 26 19 17 14 | (N 9 5 5 2 0 0
CP 49 43 39 28 17 16 13 9 7 5 4 2 2 2 0 0 0
DCO: April 12, 2023. Exploratory subgroup analysis. MMR status evaluated using the Ventana immunchistochemistry MMR panel. Rates were estimated by the KM method. 2Cl for median P

FS was derived based on the Brookmeyer—Crowley method; The HR and Cl were estimated from an unstratified Cox proportional hazards model
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¢ DUO-E pMMR

PMMR PFS:
Addition of Olaparib Further Enhanced the Treatment Benefit

Prespecified Exploratory Subgroup Analyses
PFS: pMMR (80% of population)

Events,n (%) 148(77.1) 124 (64.6) 08(56.5)
100+ Median PFS (95% Cl),zmonths 9.7(9.2-10.1) 9.9(9.4-12.5) 5.0(12.4-18.0
0 HR (95% CI) vs CP 077(0.60-097) 0.57(0.44-073)
80 12 months
59.4% HR (95% Cl) vs CP+DP 0.76 (0.59-0.99
70 44 4%
18 months
60 42.0%
= ! 31.3%
) 50+ 1
[T 1
o
40 !
i \_"a_& CP+D+0
307 : ; _“1... I.EI: :. HiH +——+ ++
: : CP+D
204 ] 1
1 1
1 1
10 ' |
1 1
1 1
0 I I I I I I I I 1 I I I I I I 1
0 2 4 6 8 10 12 14 18 18 20 22 24 26 28 30 32
i Months since randomisationj
No. at risk
cp 192 178 170 156 113 77 73 40 25 21 13 7 1 1 1 1 0
CP+D 192 182 169 152 113 83 79 53 36 31 27 15 8 7 2 0 0
CP+D+0 191 183 164 157 134 | 114 107 75 46 35 31 19 12 10 5 2 0

DCO: April 12, 2023. Exploratory subgroup analysis. MMR status evaluated using the Ventana immunohistochemistry MMR panel. Rates were estimated by the KM method.
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¢+ PMMR: no head-to-head comparison

SOIF YUY M31X F=H & EX|SH

pMMR tumours

Adding ICl to chemotherapy improved PFS, with further gains with the addition of PARPI

(updated data)

NRG-GY018 pMMR(PCO: Aug 2023)1*

HR 0.74 (0.60-0.91)
p=0.0022
Data maturity: 58.6%

100
F 904
5 804
z
= 70 -
?-.E 50 12.4%
5 404
B Pembro+CP
o 30
g 20 Placebo+CP
o 104 Cen:
0 T I T T 7 T T ; !
0 6 12 18 24 30 36 42 48
Time since randomisation, months
No. at risk
Pembro+CP 298 245 98 53 27 7 5 1 0
Placebo+CP 299 229 66 29 14 4 2 1 0
Pembro+CP Placebo+CP
(n=298) (n=299)
Events,n (%) 163 (54.7) 187 (62.5)
I 0y
MedianPFS(95%Cll 14 4(10.0.15.1)  10.6(8.7-11.3)
months

ENGOT-EN6/RUBY Part 1 pMMR-MSS?3

100
904 %
80
70 [
604
50
404
30|
204
10

Progression-free survival (%)

HR 0.76 (0.59-0.98)

Data maturity: 65.4%

12 months
43.5%
30.8%

28.4%
18.8%
-

— - Placebo+CP

Dostar+CP

No. at risk
Dostar+CP 192 172 153118 96
Placebo+CP 185 162 146110 77

T 1 T T 1T T T T T T T T T T 1
10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Time since randomisation, months

74 B4 61 56 51 41 3321 1413 8 1 0
60 47 45 37 34 31 2516 1150 3 1 1 1 0

Dostar*CP  Placebo+CP
(n=192) (n=184)
Events, n (%) 116 (60.4) 130(70.7)
i 0y
MedianPES (95%Cl) ;49 0.133)  7.9(7698)
, months

ENGOT-EN10/DUO-E pMMR*"

HR: 0.77 (0.60-0.97) Durva+CPt
HR: 0.57 (0.44-0.73) Durva+0O+CP*
Data maturity: 66.1%

100 %y

5 904 '—.‘.ﬁ
= - 12 months
E 801 " 59.4% 18 months
T 70 - jg-‘a""" 42.0%
3 k 1 = 31.3%
PR o LS 20.0
& 50 'L N
c =3 Ne—
6 404 \ . —_—
a .l e — —__PDe0
e ‘ P
@ 20 : —
8 i e,
& 104 Censored i P
e
0 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32
Time since randomisation, months
No. at risk
CP+D+0 191 183 1641567 134 114 107 75 46 35 31 19 12 10 5 2 0
CP+D 192 182 169152113 83 79 53 36 31 27 15 § 7 2 0 O
CP 192 178170156 113 77 73 40 258 21 13 7 1 1 1 1 0
CP+D+0 CP+D CcP
(n=191) (n=192) (n=192)
Events, n (%) 108 (56.5) 124 (64.6) 148(77.1)
Median PFS (95%
¢l). months 15.0(12.4-18.0)  9.9(9.4-125) 9.7(9.2-10.1)

FIEdsE [ULE WiaL [Ieau-lo-Neau swaies were nuwconuuciea betweenthese products. These data are for information purposes only and no comparative claims of non-inferiority or sup
eriority in terms of efficacy or safety are implied or intended.

NRG-GY018 *Descriptive analysis. Patients unblinded after primary analysis (Feb 2023). Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by p

hemotherapy. One-sided p-value. Patients

were unblinded at primary analysis. Data interpretability is limited due to descriptive analysis and unblinding. Different sensitivity analyses applying different censoring rules results in HRs ranging between 0.58-0.74; DUO-E **Prespecified exploratory

subgroup analysis; THR vs CP+Placebo arm
hy

repair.
an Medicines Agency
2023;388:2145-2158

nnual Meeting on W
c Plenary V

chemotherapy; Cl, confidence interval, CP, carboplatin+paclitaxel; D, durvalumab; HR, hazard ratio; ICI, immune checkpoint inhibitor; O, olaparib; O

umab. Last updated: 06/02/2025. Available at: https://
Vomen's Cancer; 16-18 March 2024

ema.europa.eu/en
San Diego, CA, USA
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¢+ Korean reimbursement landscape (2026)

« Dostarlimab + CP — E& 20

« Pembrolizumab + CP — Pembrolizumab &2 9I5Et
*

» Durvalumab + CP + Olaparib — Durvalumab + Olaparib & QI &t

*ZU 20 o FE= 57tAFE R HIRA M Z07|E2 B85St 420 o
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¢ Current guideline / NCCN

PLEASE NOTE that use of this NCCN Content is governed %tzhe End-User License Agreement, and you MAY NOT distribute this Content or use it with ankamidal intelligence model or tool.

National Printed by Heon-Jong Y.ooon 8:‘22. 5 11:00:34 PM. Copynyu.e 2025 National Comprehensive Cancer Network, Inc. All Rights Reserved. ) .
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" = able of Contents
NCCN R Endometrial Carcinoma Discussion
Network
SYSTEMIC THERAPY FOR ENDOMETRIAL CARCINOMA?
Primary or Adjuvant Therapy (Stage I-1V)
Chemoradiation Therapy Systemic Therapy
Preferred Regimen Preferred Regimens
« Cisplatin plus RT followed by carboplatinlp:aclitaxel‘-2 « Carboplatin/paclitaxel/pembrolizumab (for stage llI-IV tumors, except for
carcinosarcoma) (category 1)P:¢:d.7.8
Other Recommended Regimens « Carboplatin/paclitaxel/dostarlimab-gxly (for stage IlI-IV tumors)
if ci i i i (category 1)¢:d.e.9
» Capecitabine/mitomycin” (category 2B) « Carboplatin/paclitaxel/durvalumab (for stage Ill-IlV dMMR tumors only)
+ Gemcitabine? (category 2B) (category 1)¢:4:£,10
« Paclitaxel®:® (category 2B) « Carboplatin/paclitaxel/trastuzumab (for stage IlI-IV HER2-positive uterine
serous carcinoma or carcinosarcoma)"'gv1
« Carboplatin/paclitaxel/bevacizumab
(stage Ill-IV with measurable disease)d:12:13
« Carboplatin/paclitaxel’4

Hersolzorats)
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¢ Take-home messages

Endometrial cancer in 2026: staging and treatment are increasingly biology-driven

FIGO 2023

Histology, LVSI and molecular class now modify anatomic stage.

Adjuvant therapy

Molecular classification refines escalation/de-escalation; KEYNOTE-B21 signals a distinct dAMMR effect.

Advanced / recurrent
Chemo-ICl is a new backbone; benefit is greatest and most consistent in dMMR.

pMMR

Benefit is heterogeneous; optimal biomarker selection and PARP-combination strategy remain evolving.
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