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IKNL/NKR data Endometrium Carcinoom (EC) //

* Jaarlijkse incidentie 2000

« Incidentie stijgt obesitas en vergrijzing
. >50% s 60 tot 79 jaar
* 180% heeft stadium |

50

* Relatieve 5-jaarsoverleving hoog

o Endometrioid 87% 20

o Non-endometrioid 52% - .

e +10% presenteert met stadium [V:  stadium
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What is DNA mismatch repair deficiency (MMRd)?

When a cell divides it must make a copy of its DNA. Tumor type MSI-high,
Mistakes can happen during that copying process. %
Our cells have ways of fixing these copying errors: Uterine 28.3
DNA mismatch repair. When the mismatch repair

: . Stomach adenocarcinoma 21.9

does not work, these cells are mismatch repair
deficient (MMRA). If a cell cannot fix the mistakes it Colon adenocarcinoma 16.6
can become cancer. Rectal adenocarcinoma 9.2
Adrenal cortical 5.4

What is high microsatellite instability (MSI-H)?
MSI-H, is a type of MMRd. MMRd and MSI-H are Esophageal 3.3
often used to describe the same thing.
Microsatellites are short, repeated pieces of DNA.
The number of microsatellites in a cell can become
unstable when a cell cannot fix mistakes. This Cervical squamous 2.3
instability can cause cancer.

Ovarian 3.2

Hepatocellular 2.9



Diagnostic algorithm for the molecular classification of EC

WHO Classification of Tumours «

Female Genital
Tumours

Histology

POLE status'

MMR status?

p53 status®

Integrated
diagnosis

Endometrioid Endometrial Carcinoma (EEC),
Serous Endometrial Carcinoma (SEC), Clear Cell Carcinoma (CCC)

POLE wildtype or

POLE pathogenic non-pathogenic
MMR deficient MMR proficient
p53 wildtype p53 mutant
N W l J»
EC, POLEmut EC, MMRd EC, NSMP EC, p53mut

Vermij et al, Histopathology 2020



y

EC Adjuvant therapy




Disease Specific Survival (%)
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(%[CA] > 0.2) AND TR

(%[CG] < 0.03) AND

Copy-number high
(serous-like) (60)

Progression-free survival (%)

Log-rank P = 0.02

8 POLE (ultramutated)

8 MSI (hypermutated)

@ Copy-number low (endometrioid)
B Copy-number high (serous-like)

(SNV count > 500) (endometrioid) (30) 0 20 40 60 80 100 120
Months
N=834 (PORTEC-1&2) N=410 (PORTEC-3)
POLE 10 1 POLE
MMRd 3 MMRd
NSMP g
H NSMP
H
p53abn L p53abn
g
50— g
& 25 — psdabn
— POLEmut
= MMRd S-year RFS:
NSMP 50% (p53abn) vs. 98% (POLEMUL) vs. 74% (MMAJ) vs. 76% (NSMP)
0 - Plog-rank<0.001
T T T T T T
P<0.005 L] 1 2 3 4 5
0 T T 1 Years since randomisation
0 5 10 15 No. at Risk:
Time (years) POEma 2w s s a8 @
MMRd: 137 124 12 102 9 73
NSMP: 129 122 12 104 93 68

High-intermediate risk EC

Levine Nature 497, 67-73, 2013; Stelloo Clin Cancer Res 2016, Leon-Castillo J Clin Oncol 2020



Molecular classification is Predictive - RFS in PORTEC-3 cohort -

All stages All stages All stages
POLEmut EC MMRd EC p53abn EC
100 100 100 100 —RT
—— CTRT
75 75 75 - 75
= S-year RFS: 100% (CTRT) v 96.6% (RT) = . . = =
n b0 H HR,0.02;95% Cl, < 0.01 to >10°; Py = .637 v 50 5-year RFS: 68.0% (CTRT) v 75.5% (RT) v 50 A 5- RES: 79.7% (CTRT) v 67.7% (RT) = 50 4
E IE HR, 1.29; 95% Cl, 0.68 t0 2.45; P,ox = .429 E Hg,eg.rSS; 95% Cl, 0.36 to 1.‘;0; Peox = .246 ﬁ
25 | 25 25 25
—RT —RT — RT E8AY 5
b 5-year RFS: 58.6% (CTRT) v 36.2% (RT)
_— = CTRT —— CTRT HR, 0.52; 95% Cl, 0.30 to 0.91; P.ox = .021
T T T T T T T T T T T I I I ! T T T T T
0 1 2 3 4 5 0 1 2 3 4 5 0 1 2 3 4 5 0 1 2 3 4 5
Time Since Random Assignment (years) Time Since Random Assignment (years) Time Since Random Assignment (years) Time Since Random Assignment (years)
No. at risk: No. at risk: No. at risk: No. at risk:
RT 29 28 28 28 27 23 RT 70 63 58 53 49 39 RT 57 53 47 43 38 28 RT 44 29 23 18 16 10
CTRT 22 22 22 21 21 14 CTRT 67 61 54 49 47 35 CTRT 72 69 66 62 56 a1 CTRT 49 43 34 31 28 22
Excellent RFS, regardless of . . . . )
treatm('entgarm No benefit from CRT Inconclusive benefit from CRT Significant benefit from CRT

Léon-Castillo, de Boer et al. 2020




All stages
NSMP EC

T 5 100 — — L1y - . 100 - L —— Rt berapyy abong
e N, . - e . . o {hemoradotherapy
" 5 T by . 757 D \“—\1
. —_ &
g0 50 [ 5o e e ERRCREE
‘_|1—\_'1_\_\- -
ol ; s Fol Ackerited HE 174 154 Adjusted HR 0-60 26 Adpusted HR 052
ol I I . I . (95% 01 0-F1-255), p=i37 ) (027-1-33), p=l21 . (95% €10 30031, p=0-021
8 25 5 75 10 % : 75 10 0 15 5 75 0o 25 5 75 1

Excellent RFS, regardless of
treatment arm.

Mo benefit from CRT

Inconclusive benefit from CRT

Significant benefit from CRT

Post CCB, Lancet Oncol 2025




Can Molecular classification help select adjuvant therapy //

PORTEC-3 data 10 yr FUP

OS PFS

A B
100+ B
E 75_% :g: -\M
S 50 g
S 254 £
— Radiotherapy alone Adjusted HR 0-73 5 Adjusted HR 0-74
~— Chemoradiotherapy (95% C10.54-0-97), p=0-032 (95% C10.56-0-98), p=0.034
[}
0 ZTS é 7?5 1‘0 0 2?5 é 7!5 1|0
Number at risk
(censored)
Radiotherapy alone 330 (0) 285(1) 247 (5) 222 (14) 135(71) 330(0) 287 (5) 218(7) 199 (14) 125(72)
Chemoradiotherapy 330 (0) 284(3) 261(5) 242(7) 147 (86) 330(0) 263(6) 237(10) 217(9) 131(85)

Largest benefit from chemoradiotherapy in patients with:
e Stage lll: HR 0.66, p=0.02
* Stage I-lll Serous EC: HR=0.55, p=0.044

De Boer Lancet Oncology 2019; Post et al, Lancet 2025



Molecular Classification helps which HR-EC needs adj Chemo //

P53-abd: YES, regardless of stage (except stage IA without myometrial invasion)

Stage I/Il POLE-mut, MMRd, NO

Unsure for NSMP ER-: N

%

- S

& y o

. . ) - ¥

== A " ~ e

Stage 1A ) ! Myometrium
% -

Survival probability
o
(2]

—— MMRd

19}

0.2 N Endometrium

—— p53abn
—— NSMP ER -
00 — NSMPER-neg P<0.0001 3 / §]
’ T T : : : : Stage 18 a B o [ Cervix
0 1 2 3 4 5 W
No. at risk Time (years)
POLEmut 4 67 64 64 63 62 50
MMRd - 206 181 161 144 137 111
p53abn 4 166 119 92 79 il 56
NSMP ER-pos - 176 166 157 147 133 106
NSMP ER-neg - 31 21 16 13 12 10
T T T T T T
0 1 2 3 4 5

Vermij, BJC 2023



RAINBO program //

®< Chemoradiotherapy

Chemoradiotherapy
— Olaparib

(chemo)radiotherapy
Surgically resected EC

:> Molecular
Eligible histotypes: Classification

radiotherapy
+ Durvalumab

endometrioid, serous, .
Chemoradiotherapy

clear cell,
un/dedifferentiated, Radiation therapy
mixed and -> Progestin

carcinosarcoma

- No adjuvant therapy or
de-escalation

4

N

RAINBO program supported by GCIG and coordinated by TransPORTEC will allocate EC pts to 4 international academic
sub-trials each led by one Gyn-Onc national clinical trial group

RAINBO Research Consortium, 2022



RAINBO p53abn-RED // w

Inclusion criteria: I I III I I I I l l l l l l ﬂrimary objective: \
- P53abn (POLE wildtype) c N - 3-yr RFS
- FIGO 2009 Stage la with - 5 weeks ~ . - o
m_yc.Jmetr_laI invasion-ll Pratinum based chemoradiotTwerapy + ) 1 year Olaparib - Secondary objectives:
- Eligible histotypes: 18 (Portec-regimen) 24 (sequential) weeks - 0S, DSS
endometrioid, serous, clear - Vaginal, pelvic,
cell, un/dedifferentiated, distant recurrences
mixed and carcinosarcoma - HRQoL
- WHO 0-1 - Safety & tolerability
- TLH-BSO/TAH-BSO l l - Exploratory
regardless of lymph node translational
staging I I I I I I I I I research
- No prior pelvic irradiation 5 weeks
<+ —»> Qample size: 554 patienty
Platinum based chemoradiotherapy
18 (Portec-regimen) — 24 (sequential) weeks

- Chemoradiotherapy initiated within max 10 weeks after surgery
- Olaparib initiated within 8 weeks after completion of
chemoradiotherapy

BNy Leids L Bontius 8
}:J;ifiesrsnelts £ Stichting @ KWF AStrazeneCa



RAINBO MMRd-GREEN //

Pelvic RT 45-48.6 Gy + 13x durvalumab 1500 mg Q4W

I I ﬁimary objective: \

O RRRRnnnnnng | e
Inclusion criteria: o
- MMRd (POLE wildtype) 5 weeks Secondary objectives:
- FIGO 2009 Stage 1B/Il with 12 months - 0s, _DSS _
LVSI or stage IIIA-C EC - V.aglnal, pelvic,
plus FIGO 2023 stage Il > 11 distant recurrences
- WHOO0-1 - HRQoL
- TLH-BSO/TAH-BSO - Safety & tolerability
regardless of lymph node l l - Exploratory
staging translational
- No prior pelvic irradiation I I I I I I I I I I I I I I research
<> or |[<——>

5 weeks 5 weeks
. < > Qmple size: 316 patientsj
Pelvic RT Platinum based chemoradiotherapy

18 (Portec-regimen) — 24 (sequential) weeks

Treatment initiated within max 10 weeks after surgery (& Universiteits ig SBfllgrt:tli; . @ KWF AstraZeneca’"  ‘:;
Durvalumab initiated within the 15t week of adjuvant radiotherapy X Fonds



Netherlands
Sponsor of MIMRd-GREEN

United Kindom
Sponsor of NSIVIP-ORANGE

XY |

Canada
Sponsor of POLEmut-BLUE

Rainbo MMRd-GREEN, accrual by hospital (only sites shown which have randomised a patient) ® Randomize

Léon Bérard, Lyon (FR)

Centre Hospitalier d
Detmold/Lipge (DE)
GHAC [BE)

France
Sponsor of p53abn-RED

CHU UEL Namur (BE)
c BIFR)
Institut

Saskatoon Cancer Centre (CA)
Allan Blair Centre (CASA) (CA)
2

Evangellsche

Italy sacoac

Fondazlor

FN Motol (CZ)
@)

UCT

Princess Margaret Hospital (CAMP) (CA)
ico )

Diakoneo Diakonie Kl
Maastricht UMC & Maastro {NL)
London Regional Cancer Centre (CANL).
BCCA Victoria (CAW) (CA)

BC Cancer - Vancouver (BCC) (CA)
Institut Gustave Roussy |FR)

CHU leon Minjoz (FR)

c " e (FR)

UMC Utrecht {NL)

MC Leeuwarden (NU)

Catharina Ziekenhuis NL)

UMC Groningen {NL)

Centrum [NL)
Amphia s NL)
Amsterdam UMC - Locatie AMC (NL)

LUMC (L)

o 2 4 6 8 10 12 14 16

Number of patients.




RAINBO

Design:

Randomized phase Il adjuvant
durvalumab (1 yr) plus radiotherapy
vs (chemo) radiotherapy
Amendment accepted

Recruitment: 128/316 patients randomized
Primary Endpoint: 3-year RFS
Sponsor: LUMC/DGOG

ENGOT

European Network of
Gynaecological Oncological Trial groups

I

f&ﬁ MMRd-GREEN
4 |
oy _to | erci

Netherlands (DGOG)
France (GR/GINECO)
Germany (SH/AGO)
Belgium (BGOG)

Czech Republic (CEEGOG)
Italy (Gemelli/MITO)
Canada (CCTG)

UK (NRCI)

India (KolGO)

D'GOG % GCIG

Dutch Gynaecological Oncology Group CANCER INTERGR(

Open 10 sites 42
Open 10 sites 20
Open 7 sites 14
Open 6 sites 4
Open 4 sites 9
Open 1 site 16
Open 8 sites 23
Start up

Start up



RAINBO POLEmut-BLUE trial

Sponsor: Canadian Cancer Trials Group
International, multicenter, phase Il

Al - Very low risk (n=120)

POLEmut-BLUE inclusion

criteria:

- POLEmut

- Stage IA (not confined to
polyp) to stage Ill EC

- TLH-BSO/TAH-BSO
regardless of lymph node
staging

- No prior pelvic irradiation

- With treatment of interest
as follows -

No treatment

3

5 weeks

NOT randomized

1A gr 3 pNO

IB gr 1-2 +/- LVSI
IB gr 3 pNO +/- LVSI
Il gr1-2 pNO

A2 - Low risk (n=25) Alle hogere stadia t/m Il of pNx

Pelvic RT 48.6 Gy (27x)

5 weeks

OR no adjuvant treatment
NO chemotherapy

OR Vaginal BT 21 Gy (3x)

2-3 weeks

ﬁimary objective:
- 3-yr pelvic

recurrence

Secondary objectives:

- 0s, DSS

- Vaginal, distant
recurrences

- HRQoL

- Health economic
impact

- Fear of cancer
recurrence

Qmple size: 145 patien'y

~

* Recommendation of treatment according to institutional practice. Treatment initiated within 6-8 weeks (max 10 weeks) after surgery;



CANCER INTERGROUP

RAINBO Canadian Cancer * v GCIG
Trials Group U\ SYNEcoLoGIC
ENGOT-en14 POLEmut-BLUE

D\

D)

4
N

v" CCTG central activation Dec 19, 2022

.. . . inclusion
v Participating countries:

Canada (CCTG) Open 13 sites 44
Netherlands (DGOG) Open 6 sites 17
France (GR) Open 1 site 0
Australia & New Zealand (ANZGOG) Open 11 sites 0
United States (NRG) Open 52 sites 8
Italy (MaNGO) Open 2 sites 3
Norway Open 1 site 0
Germany (AGO) Start up

ENGQT UK (NRCI) Start up

European Network of
Gynaecological Oncological Trial groups



Overarching and translational research project

v

Inclusion of: Stage IA (MI+) -1 | | St2€e ||:;;,|f|||+st| " | stage +LSVI- 1II Stage I-1ll
Experimental Tx CRT + PARP-i EBRT + PDL1-i EBRT + HT De-escalated Tx Uniform
RAINBO
Data
Control Tx CRT EBRT CRT Standard of care Registration
Outcomes RFS, 05, tox/Qol RFS, OS, tox/Qol RFS, OS, tox/Qol RFS, 0§, tox/Qol
Sample size 575 316 600 145
Overarching RAINBO research project
Treatment efficacy, toxicity, quality of life and cost-utility
Translational research
Tumor micro-environment, molecular features, tumor immunology, Al




CONCLUSION //

Risk stratification and molecular profiling matter more than ever

 Move prognosis beyond traditional stage + grade assessment

Molecular profiling is now central to adjuvant therapy decisions

* Key biomarkers: POLE, MMR/dMMR, p53abn

* Enables de-escalation in favorable subtypes and escalation in high-risk groups
RAINBO program

* International, molecularly driven initiative

* Aligns adjuvant therapy with tumor molecular subtype

 Aims to optimize outcomes and reduce overtreatment
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Recurrent EC therapy




Systemic therapy recurrent EC

Praktijk veranderende studies
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RUBY PART 1: C/T *+ Dostarlimab = onderhoud dostarlimab
NRG-GY018: C/T + Pembrolizumab - onderhoud pembrolizumab
DUO-E: C/T £ Durvalumab - onderhoud durvalumab * olaparib
AtTEnd: C/T * Atezolizumab + = onderhoud atezoluzimab

>2e lijn: - o
KEYNOTE-775: Pembrolizumab + lenvatinib TEETTEE




RUBY PART 1: C/T £ dostarlimab (n=494) /

/ Eligible patients \
+ Histologically/cytologically proven advanced or .
recurrent EG Dostarlimab IV 500 mg : Primary endpoints
« Stage lII/V disease or first recurrent EC with Carboplatin AUC Dostarlimab IV
low potential for cure by radiation therapy or 5 mg/mL/min 1000 mg + PFS by INV per
surgery alone or in combination Paclitaxel Q6Wup to 3 RECIST v1.1
+ Carcinosarcoma, clear cell, serous, or mixed 175 mg/m2 years? - 0S
TG IR Q3W for 6 cycles
* Naive to systemic anticancer therapy or had a Secondary endpoints
recurrence or PD =6 months after completing - PES by BICR
systemic anticancer therapy Yy
« ECOGPS0-1 PFng RECIST v1.1
" Adequate organ function / R1:1 Placebo IV - ORR
Cagbn?g!ﬁtl_i?m?#c Placebo IV - DOR
Stratification Paclitaxel Q6Wupto 3 » DCR
= MMR/MSI status 175 mg/m2 years? + HRQOLU/PRO
= Prior external pelvic radiotherapy Q3W for 6 cycles - Safety

* Disease status

Further study details can be found at Mirza MR, et al. N Engl J Med. 2023 Jun §;388(23).2145-2158.

following discussion between the Sponsor and the Investigator. AUC, area under the plasma or serum concentration-time curve; BICR, blinded independent central review; DCR, disease control rate; DOR,
duration of response, EC, endometrial cancer, ECOG PS, Eastern Cooperative Oncology Group performance status; HRQOL, health-related quality of life; INV, investigator assessment; MMR, mismatch repair;
MSI, microsatellite instability; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival, PFS2, second progression-free survival; PRO, patient-reported outcome;
R, randomization; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1.

Powel et al, ESMO GYN 2024



RUBY PART 1: dMMR vs pMMR

MMRp

(exploratory) primary endpoint

100 + 1t
HR, 0.79 (95% Cl, 0.17-0%63)
(95%_ Cl, 0.60-1.04) nominal P=0.0002
nominal P=0.0493 .
a0 80 82.8% mDOoF, 36.6 months®
" 37. = ! ‘
—_ 78.0% Dostarlimab + CP'
]
2
2 60 2 60
F] @
s Dostarlimab + CP °
z =
= = 40
3 40 -
E
) Placebo + CP
<
o Placebo + CP )
20 — Median (95% CI), mo  Events, niN (%) 20 - Median (95% Cl), mo  Events, n/N (%)
Dostarlimab +CP 34.0(28.6-NE) 97/192 (50.5) Dostarihnab'y S NE(NEND) 1253,(22.0) ‘
Placebo + CP 27.0 (21.5-35.6) 100/184 (59.2) 37.0% of all patients in the placebo + CP Placebo + CP 31.4 (20.3-NE) 35/65 (53.8) 41.5% of all patients in the placebo +
: - : : arm received subsequent immunotherapy " arm received subsequent immunotheyapy
0 - _OS maturity . . 206/376 (54.8) . | + Consored . - 4 . 0Y\{ _OS maturity i 47118(39.8) | + Consored . | -
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 48 48 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 48
Time since randomization, mo Mo. at ik (events) Time since randomization, mo
e 120 W) 17541 165(21) 156 (30) 153(33) 144 (A1) 143 (6d) 1T(AT) 130 (Y] 125(S9) 122(62) MY MSCT) DSR4 BAISH 673 513 W) WE5 1BE 4GH 18T 0w Dosarimab+CP S30) NQUN S BE) 66 45T SO MO M0 MO MO 0@ 2m am 4o ao Mo 200 wey Wi sea swa 298 10 02
40 169012) 167(14) 195 26) 146 (341 133647) T25054) SEH 10404 B0 T M1 GIEH) GBEN GIGH THED SIGN 41007 ZBO06) 15005 TA0H 306 2008 000 PucebosCP  65(0) SR 620) S9B) SB® SS(10) SI(13) 4B(16 @0 NQY @Y V@S M@ BEH 3HE N9 1009 1203 1oy 700 6ou 05 00s

Powel et al, ESMO GYN 2024



NRG-GY018: C/P £ pembrolizumab (n=81(6) //

Combination Phase Maintenance Phase
Patient Population (N = 810) Pembrolizumab IV Q3W
+ Pembrolizumab IV Q6W

« Measurable stage Ill, IVA, or IVB (with or without Paclitaxel + carboplatin IV Q3W Up to 14 cycles in the absence of disease
measurable disease) or recurrent (with or without X 6 cycles in the absence of disease progression or unacceptable toxicity
measurable disease) endometrial cancer. progression or unacceptable toxicity*

¢ Patients may have received

o NO prior chemotherapy for treatment of
endometrial cancer OR R *Patients with SD or PR who still have measurable disease may continue treatment for up to a
o Prior adjuvant chemotherapy (e.g., 1:1 total of 10 cycles (if deemed necessary by the treating physician) in the absence of disease
paclitaxel/carboplatin alone or as a component of progression or unacceptable toxicity.

concurrent chemotherapy and radiation therapy
[with or without cisplatin]) provided adjuvant

chemotherapy was completed >12 months prior e Placebo
* ECOGPS0-2 Paclitaxel + carboplatin IV Q3W . .
* Pathology report showing results of institutional MMR IHC 6 cycles in the ab: f di O EDILIG T G [ EL GG CIEEED
! 28 GIEES 1) WS ELEENEE @ CIEEEES progression or unacceptable toxicity
testing progression or unacceptable toxicity*
«  pMMR vs dMMR ° ;Fz&ﬁzvszggjﬁ&issessmem * 0Sin pMMR and dMMR populations » Safety/PROs
*« ECOGPS(0orivs2) populations * ORR * PFSand OS by PD-L1 CPS
« Prior adjuvant chemotherapy (yes or no) * DOR ¢ PD-L1status in pMMR and dMMR populations
e BICR vs investigator assessed outcomes by
*MMR status as randomized MMR status*

1. https://clinicaltrials.gov/ct2/show/NCT03914612. Eskander RN, et al. NEJM. 27 March 2023 Eskander RN, et al.
Eskander R.N. et al. Presented at ESMO 2023.

Eskander, Nature Medicine 2025


https://clinicaltrials.gov/ct2/show/NCT03914612
https://pubmed.ncbi.nlm.nih.gov/36972022/
https://gsccongressportal.merck.com/deck/eskander-sgo-2024-onc-misp-wc-oral-presentation-pdf/
https://gsccongressportal.merck.com/deck/eskander-esmo-2023-onc-non_msd_collab-wc-oral-presentation-lba43-pdf/

NRG-GY018: C/P + pembrolizumab PFS

MMRp

V.

MMRd

Events, Median PFS HR (95% CI)?, Events, Median PFS HR (95% CI)?,
nf/N  (95% CI), months P value nfN  (95% CI), months Fvalue
Pembrolizumab + CT 95/294 13.1(10.6-19.5) 0.57 (0.44-0.74) Pembrolizumab + CT 28/110  NR (30.7-NR)  0.34 (0.22-0.53)
Placebo + CT 138/294 8.7 (8.4-11.0) P < 0.0001 Placebo + CT 60/M2 8.3 (6.5-12.3) P < 0.0001
100 H
30
80
70
£ £
0 w90 1
[T L
e P o4
30
20
10 4
o T T T T T T 1 o T T T T T T 1
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Time from randomization (months) Time from randomization (months)
Number at risk Number at risk
Pembrolizumab 294 162 57 29 7 6 s} 0 Pembrolizumab 10 85 a5 24 10 -] 2 s}
+CT +CT
Placebo + CT 294 144 36 15 4 3 0 0 Placebo+CT 112 69 25 ] 4 3 0 0

Eskander, Nature Medicine 2025



NRG-GY018: C/P + pembrolizumab OS

MMRp

V.

MMRd

a Follow-up b Follow-up
Events, Duration®, median  Median OS HR (95% CI)°, Events, Duration®, median ~ Median 05 HR (95% CI1)°,
nfN  (range), months (95% CI), months  Pvalue® n/N  (range), months (95% CI), months P value®
Pembrolizumab + CT  45/294 8.8 (0.1-37.0) 27.95 (21.42-NR) 0.79 (0.53-1.17) Pembrolizumab + CT  10/M110  13.3 (0.6-39.4) MR (NR-NR) 0.55 (0.25-1.19)
Placebo + CT 54/294 8.4(0.1-37.2) 27.37(19.52-NR) P=0m57 Placebo + CT 17/112 13.7 (1.0-38.0) NR (NR-NR) P =0.0617
100 100 +
90- gD- T TH EEEnI Ll L Ll T T T | 1
80 4 a0 4
70 4 70 4
— B0 — B0 4
£ &
o 50 - o 50 -
O 4p O a0
30 30 1
20 - 20 -
10 - 10 -
O T T T T T T 1 G T T T T T T 1
0 [+ 12 13 24 30 36 42 0 ] 12 18 24 30 a6 42
) Time from randomization (months) . Time from randomization (months)
Number at risk Number at risk
Pembrolizumab 2094 179 97 51 16 10 1 0 Pambrolizumab 110 88 55 29 12 n 2 o
+CT +CT
Placebo + CT 294 174 94 46 1 7 o] 0 Placebo + CT 112 a7 52 18 a8 7 1 1]

Eskander, Nature Medicine 2025



2¢e lijn Pembrolizumab en Lenvatinib mechanism

Stronger cendritic
cells effector function
Reduced

Immunosuppression ‘
0/
' PEMBROLIZUMAB

“. TIFNy . °
LE;ATINIB o/) ‘. ./ o}‘

VEGFR1-3, FGFR1-4,
PDGFRa, RETK

Normalized '~ Stronger T
Tumor shrinkage function



KN-775: >1L: lenvatinib/pembrolizumab (n=827)

ey Eligibility Criteri Len
= Advanced, ret_:urrent. or metastatic EC 20 mg PO QD
» Measurable disease per RECIST version 1.1 by BICR -
«» PD after 1 platinum-based chemotherapy regimen?® Pembro®
SEC DT on 200 mg IV Q3W
= No prior receipt of anti-PD-(L)1 agents
= Tumor tissue sample for assessing MMR status

Primary Endpoints
- 0S

» PFS per RECIST version
1.1 by BICR

Secondary Endpoints
Treat until progression or
unacceptable toxicity

» ORR per RECIST version
1.1 by BICR

Stratification Factors
- Safety

» MMR status (pPMMR vs dMMR) and further stratification
within pMMR by

Doxorubicin
60 mg/m? IV Q3W-°
or

Key Exploratory Endpoint
» DOR per RECIST version

1.1 by BICR

+ECOGPS (Ovs 1)

« Region (region 1 [Australia, Canada, Europe, Israel,
New Zealand, USA] vs region 2 [rest of the world])

« History of pelvic radiation (yes vs no)

Paclitaxel
80 mg/m? IV QW
(3 wk on / 1 wk off)

Makker et al, ESMO 2025



KN-775: >1L lenvatinib/pembrolizumab OS en PFS

Events, Median HR
n (%) (95% C1), mo (95% C1)

Len + Pembro 285 (B2.4) 18.0 (14.9-20.5)
0.70 (0.60-0.83)
TPC 310 (88.3) 12.2 (11.0-149)
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Time, mo
No. at Risk
Len + Pembro 346 285 213 171 129 105 89 79 66 48 36 21 4

TPC 351 268 173 113 80 67 49 32 24 18 15 5 1 84% Was pMMR !
Makker et al, ESMO 2025



Hoe toxisch is Lenvatinib?



Toxiciteit lenvatinib
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Diarrhea
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Decreased weight :
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Anemia
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Decreased neutrophil count
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Colombo et al, The Oncologist, 2024; Makker et al, ESMO 2025



Toxiciteit lenvatinib

All Patients
(n = 4086)

Adverse
Reaction
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Colombo et al, The Oncologist, 2024; Makker et al, ESMO 2025



Plaatsbepaling immunotherapie CieBOM //

Type/conclusie Behandeling Opmerking

MMRd: duidelijke consistente 1L: Carboplatin-paclitaxel + 10 Pembrolizumab* (2jr) en
winst >1L: nivolumab™* dostarlimab (3jr) vergoed,
durvalumab (nog) niet.

PMMR: geringer voordeel, advies  1L: Carboplatin-paclitaxel+ Subgroep data NRG-GY018 volgt 2026
terughoudend counselen pembrolizumab)*** waarschijnlijk.
>1L: lenvatinib/pembrolizumab** NB. pembrolizumab wordt wel

vergoed in 1L; cave zeer heterogeen
effect in pMMR groep

* Doseringsadviezen cf NVMO

** indien 10 naief

*** conform plaatsbepaling NVMO op basis van moleculair profiel: bv. NSMP ER-/PR-, zeldzame subtypen (clear cell
carcinoom, carcinosarcoom). POLE heeft uitstekende prognose * 10. p53abn?



https://www.nvmo.org/duurzaam-en-doel/doseringsadviezen-voor-nivolumab-en-pembrolizumab/
https://medischeoncologie.nl/artikelen/2025/juni/2025-5/plaatsbepaling-immuuncheckpointremmers-in-patienten-met-inoperabel-of-gemetastaseerd-endometriumcarcinoom

Future Developments /

*  Further refining therapy based on molecular markers

* Trials on ADC, bispecific antibodies and others

Datopotamab Sar408701
Ado-trastuzumab der.uxtecsn !
mtansine Patritumab | " Telisotuzumab
deruxtecan g iy vedotin
| P ! LiM \ DS-7300
Trastuzumab \ 1 Sacituzumab @y 'Y i 1
\ deruxtecan 4 ' govitecan H '
' \ s ' '
\ \ \
\ \ 1
\ '
\ 1
\

Mirvetuximab Soravtansin
RinatabartSesutecan




Summary Systemic therapy EC //

* Immunotherapy is added in the 15t and 2" line therapy of
metastatic / recurrent EC

* The role of molecular based therapy in the adjuvant setting is
currently studied (rainbo program)

* Future developments
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