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7 DECLARATION OF INTERESTS

Nothing to declare
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*EFHIN = sKa WY - T P tuH=EN= [ 2ka |
Adjuvant Advanced / Recurrent Fertility-sparing

KQ-1 POLEmut: 2 = X| & de-escalation KQ-4 dMMR: CTx + ICl vs CTx KQ-7 FSTH ZXIERF 22

KQ-2 p53abn (MI+): & Z ot HXX| & KQ-5 pMMR: CTx + ICl vs CTx KQ-8 p53abn - dMMROJ| A FST

KQ-3 High-risk dMMR: CTx + ICI KQ-6 p53abn: CTx + ICI + PARPi
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/ 7E=|ﬂ|- @ = __?': E_’.Eﬂﬂ RESULT

m X3 0fl = 8HEl POLEmutOll A E = X| & de-escalationO| 7t58t7}?
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27%+E
X323 E'HO| Q1= p53abn (IIC,p53abn) XFS L A0 M = S RelstRH S Zotot HEX |52 & D2

= AL},

27 PORTEC-3 (1031): RFS aHR 0.42, 0S aHR 0.52 - Stage IA p53abn X2 16-19% =L p53abn 5yr RFS 66.7%, OS aHR 3.58
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2HRE
U MUK 27t Dsh fwd 28 L= XL dMMR Xp2LH 2kt EHX10| M carboplatin—paclitaxel Ofl H
HL2AHHNE EESL, 0| F HHBUEZ NN Fx2ES MY AS At ADEF

m T E/H 2 pMMROI[ A CTx + ICI7F CTx THE L S EBHIL?

AKXt HAMX| 27 2o or A TIsHd £ = XL pMMR XH3 LH 2 2HXFO A carboplatin—paclitaxel ] &
AEEANH S EE5t USHHAZZ AN E X 2HO 2 A= HE ne{s = rt
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2 KQ-1 Uterine confined POLEmut0l| A adjuvant therapy & de-escalation & <+

Study (Year)

Stage

Design

N

Comparison

HR (95% Cl)

Q=712

Key Findings

Horeweg | RCT2X} 24 880/66 EBRTvsNoAdj  AHZod N/A 11.38 =5,

(JCO 2023) (PORTEC-1&2) RT & F& A od
Ledn-Castillo -Ill RCT2Xt =44 410/51  CTRTvsRT 5yr RFS 98% Not estimable 1?1 L POLEmut
(JCO 2020) (PORTEC-3) 59 RFS 98%

Post Il 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)  HE5d S5 (P=0.005);
(PORTEC-4a, quided Tx vs VBT  (5yr & ZH 2 favorable 4.1% vs 0.9%
Lancet Oncol, 2026)

McAlpine -V IPD Meta-analy 294 Any Adjvs None A1 11 NS Adj =7} O] = Q1 &;
(Cancer 2021) sis DSD 3

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 PFSHR 0.31 =0%
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olo}
-1 0

7 KQ-1 =L 274: POLEmut X}-2L{

Study (Year) Stage Design N Comparison Events HR (95% CI) Key Findings
Joe 27| = 183/29  POLEmutvs other XH=t 074 — 5yr RFS-0S 100%
(Cancers 2023) H 7| S
Ouh -V =k 136/9  ESGO 2020 X} oA — POLEmut M & Sl&
(Cancers 2024) _<|3_| '6|:-|| =t
Kim G -V 22 (ddPCR) 240126 =AIOrE H|Iw  PFS &[4 — POLEmut 10.8%; Otd &
(JGO 2022) PFS Z| Al
Hong FIGO20 =& 296/37  FIGO 2023 A= IAm31H X0 — POLEmut 12.5%

(OGS 2026) 23 =4 A
o FF IS E 4H 2F POLEmut | & 0 — S0t Of| = xHed, TF H X = 4 =F ot g2 0187}
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2 KQ-1 Uterine confined POLEmut0{| A{ adjuvant therapy & de-escalation & + U=7}?
UBE 2Ho| W 27{9| 37
R SHUTHEE * POLE SHAt o= M & (34-184H/H )
- o Dol Dy 25 ol =S
PSLlirll:lu ECE Eoﬂc_ﬂcﬂ /'I'I;_I_i::l;l: |_|'7(:|'7'” Et EJ/._l' ol = LOHIE 24 LHRANS CEE 27}
*RCT AL 24 (PORTEC-1/2/3 0Z1~RFS 98¢
( ) A= ’ » PORTEC-4a: POLE-specific M2 G| O| E{ O] & 2|

1139 & 108 27| =X 0| A

[
* Phase Il RCT (PORTEC-4a): H| €58 5% (P=0.005) » PORTEC-4a: POLEmut ©H= H| 254 0| &
SE JHMS

o LY Gl =2k =0l M EF oHE S O] E 7t

—Il—’o

= oh ’S%ﬁ 5’8(63, LVSI, ﬂO”M)Oﬂ E

* Meta-analysis: OS HR 0.36, PFS HR 0.31 (vs non-POLE)
O| Z-d HOk(1=0%) Bot ME = =3

A 2ASE
XI-20]| Z2SHEl POLEmut (IAL,POLEmut) X ZL LA M= BZQH Maks najs & _
RALCE HisSa
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» KQ-2 Early stage p53abn (with MI)O|A| chemotherapy Z£ gt X| 27| Z 2 1717

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) A A 0S 65% vs 42% 0S HR 0.55 0|5 +22-23%

Post il PORTEC-3 410193  CCRT—CTxvs EBRT 10yrRFS52.6%vs3 RFSaHR042(0. 10W7tX| 0|5 RX|
(Lancet Oncol 2025 10yr F/U 7.0% 24-0.74)
) OS 527% VS 366% 0OS aHR 0.52 (03

0-0.91)
Jamieson -V Retrospective, ~ 2472/427  Chemo+RT vs RT DSS G %t P=0.007 ESMO 19| & p53abn &
(GO 2023) multi-center (Stage | P<0.001) 2 2 DSS A% Stag

e 0| = 72

Jamieson 1A Retrospective, 162 MIS!I = vs MI<50% M 16% (MI 21=) p=0.782 THE HEH Al XHE 19%
(IJGC 2024) multi-center 17% (EXH-8 M)
Jamieson |, low-Gr  Retrospective,  3387/55 p53abn vs NSMP 5yr RFS 77% adj HR 2.80 X &&= p53abn= NSMP
(CCR 2023) multi-center (1.03-7.60) CHH[ XH 2 2.8Hf
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¢z KQ-2 L 2 74: p53abn X}3LH2He}
Study (Year) Stage [ Comparison Events HR (95% Cl) Key Findings

Joe x7d = 183/16 p53abn vs others 5yr RFS 66.7% — Z7| E7| p53abn = &
(Cancers 2023) 7| 0S 73.3% of| =
Lee M FIGO20 =g, 272 679 FIGO2023 =&  lICmp53abn =22  — FIGO 2023 0| = S 3} 7A
(Lab Invest 2025) 23 H
Kim MS -1V 2o oh=-Cf 3,029 p53aberrantvswt OS2 aHR 3.58 p53 Ol o: =2 08 9|
(CRT 2025) ot (P<0.001) | O| X}
Hong FIGO20 =& 296/49 FIGO 2023 A{=F  IlICmp53abn 19  — p53abn 16.6%
(OGS 2026) 23
Kim M | (serous =2, C7[2F 80 Chemo vs RT 5yr PFS 80.1% vs 78.  P>0.999 22 714 2ty 2 A
(JGO 2019) ICC) 9%

LY Of| M = p53abn & ZF Ol £ L2t (0S aHR 3.58) — 2 XI5 7|4t ghet o 0} Xt2 = OFX] QIS
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» KQ-2 Early stage p53abn (with MI)0| A] chemotherapy Z£ ¢ X| 27} & 2 8t7}?

| - L

g 2o X5 & X|X|5l= 2 A = 72| oAl
* PORTEC-3 (10yr): p53abn0flA{ CTRTS| X|CH O|  Early stage + MIO]| = SHEl TISFA RCT £ 1Y

RFS aHR 0.42, OS aHR 0.52; 54 H L O| 5 +22~23%

* Stage IA p53abn= X 'L & 16-19%
HEa-XI7|0ME EXHO 2 19| o

T B

= ol EXIER
AR Y ASEO|AM et Hepss HF
Jamieson: P=0.007, Stage I0{| M = = 2| (P<0.00

« ZU| AZ E0|M £ p53abn = 0f| = =l
5yr RFS 66.7% (7| ¥ 7]), 0S aHR 3.58 (2t=LCH T

—
~—

Hil>
22 A

O O

p53abn (IIC,p53abn) X3 L 20| M= S U2l HE oot
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7 KQ-3 High-risk IMMROj| A| 2Lzl Hof HAUEZ AKX M E F7I5t= 40| 0| 50| A=712

Study (Year) Stage Design Comparison Events HR (95% Cl) Key Findings
KEYNOTE-B21 |A-IVA Phase Il RCT 1095/281 Pembro+CTX(xRT) DFS AtZ4 8/141  dMMRDFSH ITT O|&5;
Van Gorp (Ann Onc  (high-risk) vs Placebo+CTX(+RT) vs 25/140 R0.31(0.14-0. dMMR A& ¢
ol 2024) dMMR: 141 vs 140 2yrDFS 92.4% v  69) 69%|
Slomovitz (JCO 202 s 80.2% ITT HR 1.02 (0.
5) OS: immature 79-1.32)
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7 KQ-3 High-risk J(MMROj| A| 23l o HAZ#EZ AKX M E F7I5t= 20| 0|50 A=712
29| 37

oI 22Ol H| 2 7HE K| X|8H= 2
« dMMR Z 0t= AP X| & subgroup &A1

* KEYNOTE-B21: dMMROJ| A{ DFS HR 0.31 (0.14-0.69)

HIFO| & 7t L=
A2 e 69% & 2; 2 DFS 92.4% vs 80.2% « ™A ITT 1Kt endpoint O] 5 (HR 1.02)
-0S 0| 8=
#il> cATE n
T= ¥ BXX| 271 2Rk high-risk dMMR A& L 2 2r SEXHOIM carboplatin—paclitaxel | = o
ol PIECIHHE B85, 015 S HABRANHE sxages Ay 2252 [N
E 71% nk= ol- A OI|:|-
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s KQ-4 TIsi M x| ek dMMROI A CTX + ICIZ} CTX EHS EHCF L & SH7}1?

Study (Year) Stage Design Comparison PFS HR(95% CI) OS HR (95% Cl) Key Findings
RUBY PART1 1-IVA Phase lIlRCT 494/ Dostarlimab+CP  HR 0.28 (95% ClI HR 0.34 (95% Cl dMMR ZI 2| = 72%;
(Mirza, NEJM 2023)  or recur 118 dJMMR  vs Placebo+CP  0.16-0.50); 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-IVA Phase Il RCT 816/ Pembro+CP HR 0.30 (95% CI HR 0.56 (95% Cl dMMR 2 & 70%];
(Eskander, or recur 225 dAMMR 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% OS 79% vs 60%
AtTEnd I-IVA Phase lllRCT 551/ Atezo+CP 0.36(0.23,0.57)HR HR 0.49 (95% Cl dMMR 2/ 9| = 64%]
(Colombo, or recur 125dMMR  vs Placebo+CP  0.36 (95% Cl 0.28-0.83); median
Lancet Oncol 2024) 0.36(0.23,0.57)0.2 NRvs 31.8 mo; 24-

3-0.57) mo OS 74.8% vs

54.8%
DUO-E lI-IVA Phase lIlRCT 479/ Durva+CP — HR 0.42 (95% Cl Interim exploratory Interim exploratory:
(Westin, 2024) or recur 95dMMR  Durva 0.22-0.80); median ~ HR 0.34 (95% Cl dMMR 21 2/ = 58%)
’ vs Placebo+CP  NRVs 7.0 mo 0.13-0.79); final OS
— Placebo immature
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s KQ-4 TIsi M x| ek dMMROI A CTX + ICIZ} CTX EHS EHCF L & SH7}1?

URE 2HO| W

- PhaseliRCTES SY A=
dMMROJ| A CTX+ICIZf CTX Et=E EH L} 2&

- PFSHR 0.28-0.42, O| & /d gio] & &t

K2 58~72% Z+ A

. 08 benefit: RUBY 413 0S HR 0.34 (0.19-0.63)
NRG-GY018 OS HR 0.56 (0.34-0.92), ASCO 2026

« AtTEnd OFA|O} B S E (3H= 212 ZEH: dMMR PFS HR 0.46 (0.11-1.88)
23ke UX|stLt EE0| Rtop FYK| LY

Hi>
UK MK E7H L 2l'E/d T = T’ dMMR X123 LH 2R HX0j A AE
carboplatin—paclitaxel0f] HE B2 AN M| E HES1, 0| HAZUZAUH| N SX|2HES AnEa

Alge 2g H gt
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2 KQ-5 ZI38 /X 24 pMMROJ|A{ CTX +ICIZ} CTX CHE ECt & ¢t}

Study (Year) Stage Design Comparison PFS HR(95% Cl) OS HR (95% Cl) Key Findings
NRG-GY018 1-1VA Phase IlI 816/ Pembro+CP HR 9-54 (0.41-0.71) HR 9-79 (0.53-1.17) PMMR A& O Z o|0| Ql=
(Eskander 2023,  orrecur ~ RCT 588 pMMR s Placebo+CP median 13.1vs8.7mo  median 0S444vs 351  PFS 0| =
2025) mo (NS)

RUBY Part 1 [-1VA Phase Il 494/ Dostarlimab+CP HR 0.76 (0.59-0.98) HR 9.79 (0.60-1.04) MMRp/MSS0]| A{ modest PFS
(Mirza 2023; Pow  orrecur ~ RCT 376 pMMR  vs Placebo+CP 24-mo PFS28.4%vs ~ median0S340vs27.0 0|5
ell 2024) 18.8% mo
DUO-E I-IVA Phase I 575/ CP+Durvalumab HR 0.77 (0.60-0.97) pPMMROS 0|5 O|=tg!  pMMR modest PFS O] . dMMR
(Westin 2024) orrecur  RCT 384 pMMR  vs CP+Placebo median PFS 9.9 vs 9.7 CHH| O| 5 2 &5

mo
AtTEnd I-IVA Phase I 551/ Atezo+CP HR 0.92 (0.73-1.16); — PMMR PFS 0| 5 Qi 2;
(Colombo, Lanc  orrecur ~ RCT pMMR vs Placebo+CP NS OfA|Of pMMR HR 1.42
et Oncol 2024)
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»2 KQ-5 138 /x| 2 pMMROJIAM CTX +ICI7} CTX St ECt S Eet71?

ICI 'B&& X|X|5t= A = 72| et
* RUBY-NRG-GY018:DUO-E: pMMRO| A &= PFS O| = « 21t 37| dMMR CHE| &S
B | o
PESHR 0.54-0.77 SAH 22 2] + AtTENd pMMR: 0| S 1S (HR 0.92)
=

. §.0/3H 05 0|5 0|2

=

HD>

UK UK 27} Hash AT ZIAE E= X2 pMMR X2 L2 2HX}O]| A oHFE
carboplatln-paclltaxeloﬂ HAHUEAMM E B85, 0|2 SLe HAH/EAMAME X  4o=2
QHo = A|dst= He naE & UL} A5
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2 KQ-6 p53abnOll A CTX + ICI + PARPi2| benefit2 U =7t?

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

DUO-E Phase IIlRCT  n=179  CTX+Durva+Olap 0.47(0.32-0.67) Not Mature 3| vs CTX Tl 2| 53%J;

(Westin, GO 2026)  (Exploratory vs CTX Durva £+= 0.80 (0. durvalumab CH=2 NS — PARPI 7|
analysis) 57-1.11) of A|A}

RUBY (Part 2) Phase IIlRCT  n=49 CTX+Dostar+Nira 0.29 (0.13-0.63) Not Mature TP53mut: 3% vs CTX Tl @| &

(Powell, IJGC 202 (Exploratory vs CTX Significant 1% (EHM4 &)

6) analysis)

Network Meta NMA n=590 ICI+PARPI 0.47 (0.40-0.94) Not Reported ICI+PARPi vs ICI & H| 0 ; PFS 7}

Analysis vs IC Significant M A|AH(=HS A H| 1 Ot )

(Villacampa 2025)
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2 KQ-6 p53abnO| A CTX + ICI + PARPi2| benefit2 U =717

34| B8 = X|X|ol= 2 A = 2| ot
* DUO-E: 3M| vs CTX HR 0.47 (Durva Tt HR 0.80, NS) » p53abn 5 O| 1} endpoint RCT £ Xi
\RCTO| A 24 78
» RUBY Part 2: TP53mut HR 0.29 (0.13-0.63) RCT2| 21247 subgroup |

«0S H|O|E 0| d=
« PARPi £H= 7|0 22| 27} (vs CTX H| 1)
* p53abn/TP53mut = | HLOtC} 20|

« NMA: ICI+PARPi vs ICI HR 0.47 (0.40-0.94)
7t H| 1 2 PARPi =7} O| 5 A|At

Hil>

A HUX| Rt et @EY THE = M E Y p53abn Xt L T 2HAH0)| A THTE
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2 KQ-7 FSTOJ| A molecular classificationO| & 217}2 2 27
Study (Year) i Comparison Events HR (95% CI) Key Findings

Ferrari AEH/IA SR + MA (8 cohorts) 363 Ot CR H| CR: POLE67%, N p<0.001 XH 2 MMRd 42. 8% o
(IJGC 2025) SMP 78% CR p<0.001, X & p=0. 005

pS3abn 50%, MM

Rd 49%
Wang Y AEH/IA Retrospective 103 p53abn outcomes CRANZ= =, HRNR P53abn: FST A1 = &l QIX}
(Front Oncol 2025) ME =5
Chung Stage IA Retrospective 57 MMRd vs p53wt 6mo CR11.1%vs  p=0.010 MMRd Z= 2 A A El X 5F
(AJOG 2021) (MMRd 9) 53.3% p=0.018 =

best CR 44.4% vs

82.2%
De Vitis AEH/IA Retrospective POLEmut &~ POLEmut 8-S CR 67-100% N/A Ol &= —FST SX|
(2025) s
Falcone Stage 1A Retrospective 43 Ofdd ALt NSMP: %|C N/A ProMisE X8 7tsd =
(2019) USSHHIS o
Raffone EEC SR+ MA — O & CR MMRd-p53abn CR  — Ars e obd &
(GO 2026) <NSMP A
Alatawi AEH/EC SR + MA - I 2 MMRd bestCR & — Nzl Kol =23
(Cancers 2026) °

e~ =L - ==
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7. KQ-7 FSTO| A molecular classificationO| & =% 017}

EXERF 84S XX 5= 2A = 72| et
« HEIEA] (363H): Ot CRE +2|%t X110 * Level | 27 812 (RCT F7H)
NSMP 78% vs MMRd 49% vs p53abn 50% (p<0.001) . SEFA DS E O EHE M (<363) 7|
¢ p53abn-MMRd= Z 2 A| A El X{HF2. DX} 2 -H|E-21F 24 O[A|A
= AEF B0l N9 2 Xt M Z7t - HIFAE-F=HT| 200 el - K| H

« =t Ll| (Chung 2021): MMRd 67H& CR 11.1% vs 53.3%
U0 M = OF # ghe Xto| 2ol

7t BEX| B2 DSt X2 D SRt M S B MEH QB Abe ol EmaE T T

I
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= L  ~
7 KQ-8 =74 subtype (p53abn, MMRd)H| A FSTZ} Al 7}SSt7}? 21 @3
Study (Year) Stage Design Comparison Events HR (95% Cl) Key Findings
Qian AEH/IA  Retrospective 74 p53abn vs others 6mo = CR 33.3% — p53abn =X Eh-S
(Cancer Med 20 (p53abn n=6)
20)
Wang Y AEH/IA  Retrospective 103 p53abn outcomes ~ p53abn 24mo AHZ 100 HRNR P53abn; FST & If
(Front Oncol 202 %:L . =2 2IX}
5) (=aT)
Chung Stage IA  Retrospective 57 (MMRd9)  dMMR EtS best CR 44.4% vs 82.2% p=0.018 MMRd =2 H AEI
(AJOG 2021) 4/9 X| 2 AT, 39 ypst xHhS
aging
Zhang (2024) AEH/IA  Meta-analysis 66 dMMR dVMR Et2 58  CR62% - X'H 41% N/A dMMR X £H8- 21 7}
(10 studies) o =2l
Ferrari AEH/IIA  SR+MA 363 o =t CR p53abn 50% (n=12)  p<0.001 Of& & K}o| =|CH
(IJGC 2025) (8 cohorts) MMRd 49% / K 2 43% =7
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2 KQ-8 £7 subtype (p53abn, MMRd)M| A] FST7} A&l 7}5 87}

p53abn: FST H| 2 11 /MMRd: =248 18 2 A = 72| oAl
* p53abn: pooled CR 50% (n=12), 67H& CR 33.3% (n=6) R E A AR (23-118F)
24718 T 100% £ (Sa5) — £ M 89S RIS W[ T ol =
* dMMR: CR 44-62%, X} '& 41-43% * p53abn H = =24 (n=6-12)
pPMMR CifH] R = s « Lynch syndrome & Ef E10 =5 &

« = LY{ (Chung 2021): MMRd 9% & 4 X| 2 A j
H2 Xt=E KN = upstaging

s>

p3abn AHSUAAOIN = SUSHH QHHA0| HUSIX| YACDR IAYBEXBE Y ansz a5 [N
Yo 2 HnsHx| Yt

iQ

dMMR XIS LH St Aof| M= H2 23 &0t =2 22 ol Cisl &
71U REX| 2 E n2{" = A 20, Lynch syndrome 72} MU S =X HES H D SHCL
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KQ-2 p53abn
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Chung 2021 (AJOG)

Chung 2021 (AJOG)

| KSGO =+Ljj C}7| & =

POLEmut A & 04
IAm POLEmut 31 Xt ¢l

5yr RFS 66.7% (= 71)
0S aHR 3.58

=W Xt= g3
PFS HR 0.46 (0.11-1.88)
PFS HR 1.42 (0.80-2.50)
=W Xt= g3

MMRd 671 & CR 11.1% vs 53.3%

MMRd 98 & 43 X| = &1}
3% upstaging
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_
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o 7
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