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DECLARATION OF INTERESTS

Nothing to declare
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8 Key Questions Overview

d

KQ-1 POLEmutOf|M adjuvant de-escalation
KQ-2 p53abn (with MI)O|AM chemotherapy Z& adjuvant
KQ-3 High-risk dMMROJIM ICI 7| %8t adjuvant

Core Domain 2:
Adjuvant

KQ-4 dMMRO|AM CTx + ICI vs CTx
KQ-5 pMMRO|A CTx + ICI vs CTx
KQ-6 p53abn0lA| CTx + ICI + PARPi

Core Domain 3:
Advanced/Recurrent

Core Domain 4: KQ-7 FSTOIA molecular classification 224
Fertility-Sparing KQ-8 p53abn/MMRAOIM FST
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ot=3d 7}0| E2}21 8 Key Question - 27 =&

T&E Li&
| 2 DEH FELIHE LA™ (RCT) or O|E/d0| 21+ RCT HEFE A
I AR RCT, Y 715780 = RCT or O|&/G0| U= HEIEA
Il Med I E A
\Y PN IoE A4 E= SEX-LEA AT
V =+ = A+, Sdl2n, 8271 9| A
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ot & 710| £ 2121 2 Key Question- H 1l S5

I I
A =7t 0= Zotl g 0| 50| A 2| 1
B T/ = STotLh JdH 0|50 MeHH0[0j A ARt o = M
C T /7t FFot7L} 0| 50| 2 H &5 &=|otX| Eot MEfHO 2 iy
D i 85 E= 95 7t g0l thet 2471 A Loz HASHX|
E g1} gls = ?loh0f Chet 2ot 2471 A A 6HK| g5
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KQ-1 Uterine confined POLEmut®| A adjuvant therapyS de-escalation

oI-
=

)
9
rr
N
)

Study (Year) Stage Design Comparison HR (95% CI) Key Findings
Horeweg IA-lIB RCT2At 244 880/66 EBRTvsNoAdj A& o N/A 113 =5,
(JCO 2023) (PORTEC-1&2) RT & F& A od
Ledn-Castillo -] RCT2Xt &4 410/51  CTRTvsRT 5yr RFS 98% Not estimable 02| L POLEmut
(JCO 2020) (PORTEC-3) 53 RFS 98%
Post |11 PORTEC-3, 411/51 CTRT vs RT 10yr OS 96-100% NS 108 7|3
(Lancet Oncol 2025) 10yr F/U X401
Van den Heerik HIR Phase IIIRCT  564/NA  Molecular-profile ~ 4.5% vs 1.6% HR271(0.79-9.34)  Z[z= H&XH 3;
(PORTEC-4a, guided Tx vs VBT POLEmut—2+& i 7
Lancet Oncol, 2026)
McAlpine -1V IPD Meta-analy ~ Multi-conh AnyAdjvs None — =2~ No benefit Adj =7} 0|5 8l&
(Cancer 2021) Sis ort
Casanova J -1V SR & MA 3092/34  POLE vs Pooled OS HR 0.36 A2 164%, T12l |69%,
(GO 2024) (19 studies) 0 non-POLE PFS HR 0.31 =0%




20264 [t oIS Usto| ohAIEt =] 20Xt R22AL IF& - H9Xt 2AMEC] HLUZ} - WX 2USUIS A AL

KQ-1 Uterine confined POLEmutOf| A{ adjuvant therapyZ de-escalation & + QU

UEE 2o Bk = 72| et
RF SYUSHEE * POLE A} == X 5 (34-184F/ 1)
L HxX © ool D}l A EFUSE O =
POLEmut EC= E_n_xli gl'—l—._l'ol'}” —|E|_|'0:”—|— oOlH'”E —>HRA|'§ EH‘?“E‘ %7|_
*RCT AIZE M (PORTEC 112/3): XH”E* 0Z1~RFS 98% -
11 .3|—.j & 10|_=| X7 | =~ OﬂME |_ « PORTEC-4a:; POLE-SpeCIfIC XH I:él- E” Ol E‘I DlT‘f‘El

* Phase Il RCT (PORTEC-4a): £X| 2 2t& QtH

* Meta-analysis: E=X| 27} 0| £ & 7| MS}IX| &S
= 2ot T E4(G3, LS|, A -d)of = F2t

* Meta-analysis: OS HR 0.36, PFS HR 0.31 (vs non-POLE)
O|Hd HOK1=0%) 21t M2 = =2

H

Hi>

X3 0f| ==l POLEmut (IA,POLEmut) XtZLH UL M= BExQ 8 M2FS
olC}

A .
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KQ-2 Early stage p53abn (with MI)0| A| chemotherapy Zgt X| 27} 2R
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Study (Year) Stage Design Comparison Events HR (95% Cl) Key Findings
Leon-Castillo I-Ill Phase IIRCT  410/93 CCRT—CTx vs EBRT 5yr RFS 59% vs 36% RFS HR 0.52 CTRT &2|2t Y ZE0|=5;
(PORTEC-3 2020) S 2 A 0S 65% vs 42% 0S HR 0.55 HI 0| S +22-23%
de Boer/Leon-Ca |-l PORTEC-3 410/93 CCRT—CTxvs EBRT OS'RFS O|& HR X[ §7| =N = EL; A of
stillo 10yr F/U PN o 3 A ol 5
(2025)

Jamieson -V Retrospective,  2472/427  Chemo+RT vs RT Cox model DSS HR 0.44 Dt 2 Ho DS
(GO 2023) multi-center (0.24-0.81) S A% Stage 1= 21}
Jamieson IA Retrospective, 162 MIS!I = vs MI<50% N2 16% p=0.782 IA |O53abnE MNLE 16-1
(IWGC 2024) multi-center 9%; ® 40| =8
Vermij |, low-Gr  Retrospective,  3387/55 p53abn vs NSMP KHEF 19.2% adj HR 2.80 X &&= p53abn= NSMP
(CCR 2023) multi-center (1.03-7.60) CHH| 2.8HH

Chang |(G1-2)  Retrospective,  115/26 p53abn vs p53wt AN 526 (19.2%)  PFSEM 82| XM S& Stage I p53abn
(JGO 2024) single-center At O ™ XH 2 19.2%
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KQ-2 Early stage p53abn (with MI)O| A] chemotherapy 2 ¢ X| 27} ER2t7}?

g 2o X5 & X|X|5l= 2 A = 72| oAl
« PORTEC-3 (10yr): p53abn0llA{ CTRT + CTX 2| %|CH{ 0| 5  Early stage + MIO]| = SHEl TISFA RCT £ 1Y
OS HR 0.55, RFS HR 0.52; 52 = CHO| 5 +22~23% s SakE asEof 7|u

* Stage IA p53abn= X 'L & 16-19%

Nea xR7|0AM = EKP‘*OE 12 s
iR 2 XN IS E A 2 Heh Dss HE

Jamieson: DSS HR 0.44 (0.24-0.81)

A 2ASE
A3 2S5 HYO| Q= p53abn (ICLp53abn) AASLHUUAN M= StststaHg Zabst [ _
—-l-oHd

HxXg& ndi{e = ALk
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KQ-3 High-risk J(MMRO{| A 2 totst 2 Hof| HA2E A A =715t

Study (Year) Stage Design Comparison Events HR (95% Cl) Key Findings
KEYNOTE-B21 |A-IVA Phase Ill RCT 1095/281 Pembro+CTX(xRT) DFS: 8 vs 25 DFSHR0.31  dMMRO{| A X &
Slomovitz/Van Gorp  (high-risk) vs Placebo+CTX(+RT)  OS: immature (0.14-0.69) 2 69% 7.:.*-"\-;
(Ann Oncol,2024) dMMR: 141 vs 140 PMMROIM = &

olgt 0|5 gig
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KQ-3 High-risk d(MMRO{| A 2 t2tst 2 Hoj| HEZEAMHE F=7t5t= Z210] 0] 50| A=712

HAT=ANMH =75 X|X[5t= 2 A 2| etA|
» KEYNOTE-B21: dMMRO{l A DFS HR 0.31 (0.14-0.69) » KEYNOTE-B21 dMMR Z 2H= subgroup &A1

2= 69% &4, =24t

>

T& T HXX| 27} E 5t high-risk dMMR X} L 22t 2EX}0f| M carboplatin—paclitaxel
Ol HAZZ AN N E HE5t, 0| SUSH HAZE AN N E FX|2H 22 A5}
= A2 ae = At




Study (Year)

Stage

Design

=[H2l H20Xt 200t Y3 - WOt EatHZ0 A2} -

A dMMROJ|A| CTX + ICIZ} CTX Tt H L L& oh7t

Comparison

Xt £

[ L

QISUZIS AL HeB X}

PFS HR(95% Cl)

0S HR (95% Cl)

Key Findings

vs Placebo+CP
— Placebo

immature

RUBY PART1 1-1VA Phase Il RCT 494/ Dostarlimab+CP  HR 0.30 (95% ClI HR 0.34 (95% ClI dMMR ZI 2| = 72%;
(Mirza, NEJM 2023)  or recur 118 dJMMR  vs Placebo+CP  0.17-0.52); 4-y PFS  0.19-0.63);4-y OS ~ 24mo PFS 61.4% vs 15.7%
57.9% vs 15.7% 72.8% vs 40.3%
NRG-GY018 1-1VA Phase IllRCT 816/ Pembro+CP HR 0.30 (95% Cl HR 0.56 (95% ClI dMMR T 212 89%;
(Eskander, or recur 225 dMMR vs Placebo+CP  0.19-0.48); 12-month 0.34-0.92); 48-month  Median PFS NR vs 7.6mo
NEJM 2023) PFS 74% vs 38% 0S 79% vs 60%
AtTEnd II-IVA  Phase lllRCT 551/ Atezo+CP 0.36(0.23,0.57)P = HR 0.49 (95% Cl dMMR &&=l O] 5;
(Colombo, or recur 125dMMR  vs Placebo+CP  0.0005; MedianNR 0.28-0.83); median
Ann Oncol 2024) vs 6.9 mo; 24-mo NR vs 31.8 mo; 24-
PFS 50.4% vs 16.0% mo OS 74.8% vs
94.8%
DUO-E 1=IVA Phase Il RCT 479/ Durva+CP — HR 0.42 (95% ClI Interim exploratory ~ Interim exploratory: dMMR
(Westin, 2024) of recur 95dMMR  Durva 0.22-0.80); median  HR 0.34 (95% Cl CHof 2 PFS O] 5 =2l
NR vs 7.0 mo 0.13-0.79); final OS

X J' Korean Society of Gynecologic Oncology
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KQ-4 ZIH /X dMMROJ|A| CTX + ICI7} CTX THS HLCE £

HO

[IhY
o
N
~

UE THO| W

- PhasellRCTRSE S A
dMMRO{| A CTX+ICIZ} CTX

- PFSHR 0.11-0.36, O] & /d gio] &t
LIl 2| 64~89% &2

+ RUBY: OS HR 0.302 2 0S benefit, NRG GY-018= OS benefit

0 rhu

HIil>
UK HMMX| =271 oo HEd T E= T'e/d dMMR X2 LH2F 2+ 2EXHO)| A
carboplatin-paclitaxel0f] < 2tF AN K| & EHEol1, 0| F HAZUEAHN M FXI2HS

Alge 2g H gt




Study (Year)

=[] H20X H20/A {I3E - HoXt 20X Z0 ¢
/x| pMMROJ|A| CTX +ICI7} CTX EHEHLC €

Stage

Design

Comparison

PFS HR(95% Cl)

0S HR (95% Cl)

Key Findings

FS9.9vs9.7mo

hed

NRG-GY018 lI-IVA Phase Il 816/ Pembro+CP Primary HR 0.54 (9 HR0.79 (95% C10.53 ~ pMMR A& © =2 o0
(Eskander 2023  orrecur RCT 588 pMMR  vs Placebo+CP 9% Cl041-0.71);  -1.17);updated HRO.  Q/=PFS 0| =

2025: ASCO 2 median 13.1 vs 8.7 86 (95% CI 0.69-1.08)
626 up’date) mo; P<0.001 , median 44.4 vs 35.1

mo

RUBY Part 1 [-1VA Phase lll 494/ Dostarlimab+CP HR 0.76 (95% CI 0. HR 0.79 (95% CI1 0.60 MMRp/MSS0j| A{ modest
(Mirza, NEJIM2  orrecur RCT 376 pMMR  vs Placebo+CP ~ 99-0.98); 24-moPF  -1.04); median 0S34.  PFS 0| =
023: S 28.4% vs 18.8% 0 vs 27.0 mo; 24-mo O
P OV\;e” 2024) S 66.5% vs 53.2%
DUO-E 1-1VA Phase lll 575/ CP+Durvalumab  HRO0.77 (95% CI 0. ~ Mature pMMR-specific ~ pMMR modest PFS O|%
(Westin 2024)  orrecur RCT 384 pMMR  vs CP+Placebo ~ 60-0.97); median P OS benefit not establis ~ dMMR Ci{H| 0| = = 2t5
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ICI 'B&& X|X|5t= A = 72| ¢HA|
* 37 RCT 25 pMMRO{|A{ &= PFS 0] 5 =19l « 21t 3 7|7} dMMR CHH| &= (HR 0.54-0.76)

PFSHR 0.54-0.77; s A8 2 2 |2

HI1>
UKt HAX 27 2ot AU Tl £= THE/E pMMR X2 L 2k 2HX}0j| A
carboplatm-paclltaxeloﬂ HEAH N E HESIL, 0| SYSH HAZEAH| M E 7%

HE 2o
_Q_H-Igg Moll |. %_Tl_;-l_:|'6'l-_¢_0||:|._
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KQ-6 p53abn0f| A] CTX + ICI + PARPi2| benefit2 ! =7}7

Study (Year) Comparison PFSHR(95% CI) OSHR(95%Cl)  Key Findings

DUO-E Phase IIlRCT  n=179  CTX+Durva+Olap 0.47 (0.32-0.67) Not Mature Y TS @[22 53% ZAsl T
(2024) (Exploratory vs CTX Significant R 0| A PARP A X H| =7}9|
analysis) 2145
RUBY (Part 2) Phase IIlRCT ~ n=49 CTX+Dostar+Nira 0.29 (0.13-0.63) Not Mature ATl 2 1% ZA MY 2
(2023) (Exploratory vs CTX Significant A 2'Y Cid] 3K HE9| =6l
analysis) 2= AAL

Network Meta NMA n=590  ICI+PARPI 0.47(0.40-0.94) Not Reported HAS LA s FX( 2 -
Analysis vs ICl Significant PARP Q1| M| & Z=7}te [ S0o|O)
(Villacampa 2025) SF 27} 0| = (Added benefit) Q1 =.
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KQ-6 p53abn0f| A] CTX + ICI + PARPi2| benefit2 ! =7}7

3% BE= X[X|st= 2A = 79| st
* DUO-E: p53abn0| A| 3| vs CTX alone HR 0.47 * p53abn £ 0| 1X} endpoint RCT £ i
\RCTS| EHAY 24 7|4
» RUBY Part 2: p53abn HR 0.29-0.47 RCT2] & 4% subgroup |

«0S H|O|H O| =
« NMAOJ| A 3H] > 2| > CTX Y &HEl =%

p53abn £ 0| & S Z PARPi 72| 7HX|

HIi>

UK HMMX| =271 oo JEd e £ = Xl 2/ p53abn Xp3 L 2 2HXFO| A
carboplatin—paclitaxel0f] H2E AN M| E

™ o 232 A M| M| 2t PARP X H| £ X| 2
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KQ-7 FSTO{| A| molecular classification0| 24217}

Study (Year) Stage ' Comparison Events HR (95% Cl) Key Findings
Ferrari (2024) AEH/IA Meta-analysis 363 Ofx¥ CRH|® CR: p<0.001 Ot ¥ Ht3 XIO|
SR+MAQBZZE) POLE 67% ESANCE =
NSMP 78% EI
p53abn 50%
MMRd 49%
Wang J (2025)  AEH/IA Retrospective 103 p53abn outcomes Cﬁ{ 751 iE HRNR z?3arbn: FST A =&
M == PN
Chung Stage IA Retrospective o7 MMRd vs pMMR CR: MMRd 44 p=0.015 MMRd, Z 2 A AEI
(2021) (MMRd 13) % eSS
vs pMMR 82%
De Vitis AEH/IA Retrospective POLEmut &  POLEmut 2H& CR67-100%  N/A Of| = &= —FST
(2025) T 7X 7t
Falcone Stage IA  Retrospective 43 Ol & A1t NSMP: Z|Ct,  N/A ProMisE H & 7ts
(2019) Or S 3| HES M ol
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KQ-7 FSTOJ| Al molecular classificationO| & =& Q17|72

=XERF g2dE XX 5t 2A = 72| oHA|
« HIEHE A (363F): Ot 'E CRE R-2l¢t A0] « Level | & 81= (RCT %K)
NSMP 78% vs MMRd 49% vs p53abn 50% (p<0.001) . SEFA DS E O EHE M (<363) 7|
« p53abn:-MMRd= =2 A A El X{EF2. 71 x| 2 H|E-g21) =4 OjA[AS

A& Ql0l= Aol & A8 =7t

2> 2HSE
198 BEX R E 12{5l= Xt L2 2k X0 M= X| & ™ molecular classification
AldE Anso}, HnsZ
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KQ-8 £% subtype (p53abn, MMRd)MI A FSTZ} A|&l 7}5 87t

Study (Year) Stage Design Comparison Events HR (95% Cl) Key Findings
Qian (2026) AEH/IA  Retrospective 74 p53abn vs others 6mo CR 33% T 71% P53abn: | & 83,
(S8 ARy =D
Wang J (2025)  AEH/IA  Retrospective 103 p53abn outcomes ~ CRAZ M =&  HRNR PES:%;Ing FET A Ij
| I_I
Chung (2021) Stage A Retrospective 57 (AMMR 13)  dMMR BFS CFT 4+4% vs pMMR 82%  p=0.015 dl;/lM}R: TE2AAE
M 41% NS
Zhang (2024)  AEH/IA  Meta-analaysis 66 dMMR dMMR BtE S8 CR62% - MZ 41% N/A dh{leo?|<1 RSP
Ht o
Ferrari (2024) ~ AEH/IA  Retrospective 363 ot B¢ p53abn 50% p<0.001 Otgd & Xto| x|
dMMR 49% =A
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KQ-8 £ subtype (p53abn, MMRd)MIA{ FSTZ} A& 71587}

p53abn: FST H| 2 11 /MMRd: =248 18 2 A = 72| oAl
» p53abn: 670 CR 33%, K& 71% R E SSEE. AR (23-118F)
D=0y & 2N -2 A& cHSFAE H| D A By

» dMMR: CR 44-62%, XH ' 41%
pMMR CHH| X 2=

Hi>
E??Ea}bnf’l SOIEl 29 0% EO| G MEIDZ 7tU HEXBE AWBO Ao UBHOE  axysx #nsz N
o

rh
hY
m
A
=
[
e
ojn
ml
o

dMMR EtXtS2 7t REX 20| Ciet Med A =2 WUES ne{stof Xt /iE o
Ct
=




XI20Xt =29l A 913
HI9Xt 201 _l E#%
X 215t A A
& FHHIHE |13 S

8-'8

o
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KQ-1 Uterine confined POLEmut®| A adjuvant therapyS de-escalation

Study (Year)

Stage

Design

Comparison

Events

o152}
— | -
st = Ql=71

HR (95% Cl)

Key Findings

McAlpine -1V IPD Meta-analysis ~ Multi-cohort ~ Any Adj vs None =2 No benefit Adj =7} Ol = 8l
(Cancer 2021)

Casanova J -V (G3) SR&MA 3092/340  POLE vs non-POLE  Pooled OS HR 0.36 A 164%, T2l 169%,
(GO 2024) (19 studies) PFSHRO31  12=0%

Jamieson -V Retrospective 2472/184  AnyAdjvs None XH 27, Not estimable ~ X[CH 1 2; EXX|=
(2023) At2s4 onoHIE 24
Kleppe -l Retrospective 489/37 AdjCTXvs NoAdj  RH'ZH Not estimable 123 =X

(2025) (ST o F710|= Ble
Guo -1V Retrospective 331/47 Any Adj vs None Unknown P=1.000 CeH E"Oﬂ AN EXRX=ZE
(2024) XHo| Sl=

McConechy |A-II Retrospective 406/39 Any Adj vs None N =N Not estimable ~ ProMisE classifier 45
(2016) (S
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KQ-1 Uterine confined POLEmut®| A adjuvant therapyS de-escalation & &= U =717
KQ-2 Early stage p53abn (with MI)O|A| chemotherapy Zgt X| 27} € R

(A) Progression-free survival in FIGO stage I-Il disease

Molecular subtype ~+ POLEmut ~+ MMRd ~+ NSMP —+ p53abn

p < 0.0001

Overall survival probability

1.00
2 0759
=
3
o
4
o
®
2
g
@ 050
]
£
&
S
@
a
o
i=J
o
& 025
0.00
0
Number at risk
4
S roLEmut 35
o
@ MMRd 88
5
3 NSWP 173
3 55
2 ]
=

60 72 84
Progression-free survival (months)

10 7 4
20 12 9
42 21 19
8 5 2
SIU 7é BI4

la © o =~
1= » » O
1o = = o©
lo o o ©

Molecular subtype
v

0

Data not published

Progression-free survival (months)

OI'

A
F7172

r

(B) Overall survival in FIGO stage |-l disease

0.50

025

Molecular subtype —+ POLEmut — MMRd ~+ NSMP —+ p53abn

p =0.00033
0 12 2 3 48 50 72 84 %6 108 120 132 144
Overall survival (months)
Number at risk

35 31 23 18 12 10 7 4 4 1 0 0 0
88 79 66 45 34 28 18 14 7 5 4 1 0
173 159 127 101 75 56 32 28 21 12 6 2 0
55 44 37 28 23 12 8 4 4 2 2 1 1

0 12 2 % 48 50 72 84 % 108 120 132 144

Overall survival (months)

ﬁf’m"‘ CHEHEL OIS k5t 5]

'/ Korean Society of Gynecologic Oncology
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KQ-1 Uterine confined POLEmutOf| A{ adjuvant therapyZ de-escalation & + U =712
KQ-2 Early stage p53abn (with MI)Ofl M chemotherapy Z& X| 27 229 "7 I?

Figure 2. Survival outcomes according to adjuvant therapy in patients with POLE-mutated endometrial cancer

(A) Progression-free survival according to adjuvant therapy (B) Overall survival according to adjuvant therapy
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Figure 2. Survival outcomes according to adjuvant therapy in patients with FIGO stage |-l p53-abnormal endometrial cancer

(A) Progression-free survival according to adjuvant therapy
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