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Epidemiology Ovarian Cancer //

5-jaars relatieve overleving naar periode van diagnose

periode @ 1991-2000 @2001-2010 @ 2011-2020

* De diagnose eierstokkanker in NL in

2021 bij bijna 1.300 vrouwen (NKR) L
* 1/85 vrouwen krijgt ovarium i’;
carcinoom gedurende haar leven o
* 1/100 vrouwen overlijdt aan ovarium .'::
carcinoom ( rrvum )
- T

KNL i



Epithelial Ovarian Cancer

Kiemcel

Kiemceltumoren

beginnen in de cellen die bestemd
zijn om eicellen te worden, en komen
meestal bij jongere vrouwen voor.

(" Epitheelweefsel )

Epitheliale eierstoktumoren
ontstaan op het oppervilak van de
eierstok en deze tumoren zijn
verantwoordelijk voor bijna 90%
kvan de diagnoses van eierstokkank9

Stromacel

Stromaceltumoren
zijn zeldzaam en beginnen
in het weefsel dat de
eierstokken op hun plaats
houdt en in het weefsel dat
de hormonen oestrogeen
en progesteron produceert.

Rijpe follikel



Epithelial Ovarian Cancer types //

Types of
Eplthghal OC — ovarian cancer
- 5 * HGSOC - high-grade serous OC
Ovarian + EOVC - endometrioid OC

* CCOC - clear cell OC
* LGSOC - low-grade serous OC
MOC — mucinous OC

Cancer



5-year Overall Survival //

5-year survival in ovarian cancer by stage:

Stage 1

Stage 2 ~90cy°
Stage 3 ~70cy°
~40% b———

Filippova, Gyn Oncol 2021



Primary therapy (curative intent /

Surgery with maximum cytoreduction
effort <1cm residual disease




Immunotherapy Tumormicroenvironment

Immunostimulation Immunosuppression

Mature dendritic cell

Immature dendritic cell

0 ~—m—wor Interleukin-6

Interleukin-12

CD-8 T-cells i ) e
’ % s
[y - Heat-shock proteins Type 2 helper

Granzyme B . CD-4 T-cell
Perforin )

Interleukin-4 |
Interleukin-13

Th1-type CD-4 T-cells

Regulatory T-cells

Interferon-y
Interleukin-2

Without immunotherapy
With immunotherapy



Cancer Immunotherapy Types /

Immune checkpoint
inhibitors

Cancer vaccines

CANCER
IMMUNOTHERAPY

Adoptive cell
transfer




Checkpoint inhibition for primary Ovarian Cancer //

Javelin 100 New EOC Carbo/Tax (CP) negative
CP> avelumab 16.8
CP+avelumab > avelumab 18.1

IMaGyn050 3 New EOC CP/bev 18.4 negative
CP/bev + atezolizumab 19.5

DUO-0O 3 New EOC CP/bev 19.3 negative
CP/bev/durva>bev/durvalumab 20.6 .
CP/bev/durva>bev/durva/o|a 24.2 alone control arm

ATHENA- 3 New EOC CP> rucaparib 20.2

COMBO CP>rucaparib plus nivolumab 15.0

FIRST 3 New EOC CP>niraparib 19.2 negative
CP>niraparin plus dostarlimab 20.6

Keylynk001 3 New EOC CP > olaparib 15.2 negative
CP+ pembro> 23.9

olaparib/pembrolizumab



Adoptive T cell therapy (ACT) in ovarian cancer //

P<0.001

CD3

Cytokeratin
n Intratumoral T cells

Overall Survival (%)

No intratumoral T cells

0 12 24 36 48 60 72 84 96 108 120 132
Month

* The presence of tumor infiltrating lymphocytes
(TIL) is associated with a longer overall survival in

advanced stage EOC

Zhang et al NEJM 2003

Research



Chemotherapy normalizes suppressive myeloid cells,

while maintaining immune stimulating cells
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Research

13 Welters MJ, Sci Trans Med 2016




TIL production, culture and activity //

https://www.youtube.com/shorts/fvRIGEpFrOI?t=10&feature=share/fvRIGEpFrOI?feature=share

Research



Pt-chemo CI-CVI

FU evaluation
every 3 month

Cl Cll Clll CIv cv CVI
I i i T ] I PR I i I I i i I i i i
pre 0 3 4 5 6 8 9 11 12 15 18 weeks
biopsy | cohort 1 without; cohort 2 with additional IFNa >
v v v
CT-scan CT-scan CT-scan

‘ Blood for CA125 and immunomonitoring

Inclusion: Patients with recurrent platinum-sensitive EOC
Primary objective: Safety and feasibilty w/o IFNa
Secondary objectives: best objective response, disease control rate, immunomodulation

Research Verdegaal et al, J Immunotherapy Cancer 2023


http://www.ovacure.org/

Promising tumor response //

Patient number
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Research Verdegaal et al, J Immunotherapy Cancer 2023



Changes in blood myeloid and lymphoid cell counts //

Absolute counts T cell function

Lymphocytes Myeloid cells
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Myelaoid cells are reduced by CP-chemaotherapy while lymphoid cell frequencies and function are not affected

Research Verdegaal et al, J Immunotherapy Cancer 2023



OVACURE-2 for primary stage |V ovarian cancer

- J:h .éoxfdag
Chemo
o Oncode
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Checkpoint inhibition for Recurrent Ovarian Cancer //

Ninja PREOC PLD or dFdC
Nivolumab 2.0
Javelin 200 3 PREOC PLD 3.5
PDL + avelumab 3.7
Avelumab 1.9
ATALANTE 3 PSEOC CP/bev 13.5
CP/bev+atezo 11.3
Keynote B96 3 PREOC Weekly paclitaxel/bev Positive for PFS & OS

Weekly paclitaxel/bev/
pembrolizumab



Checkpoint inhibition for Recurrent Ovarian Cancer

Pembrolizumab plus weekly paclitaxel in platinum-resistant @+\ ®
recurrent ovarian cancer (ENGOT-ov65/KEYNOTE-B96): o
a multicentre, randomised, double-blind, phase 3 study

Nicoletta Colombo®, Emese Zsiros*, Gabriella Parma, Eliana Rulli, Alexandra Sebastianelli, Mariusz Bidzinski, Carlos Gallardo, Emad Matanes,
Kosei Hasegawa, Fatih Kose, Manuel Magallanes-Maciel, Rebecca A Herbertson, Sumitra Ananda, Judith R Kroep, Andreia Cristina de Melo,
Philip R Debruyne, Jae-Weon Kim, Jalid Sehouli, Marc-Edy Pierre, Sakari Hietanen, Claudio Zamagni, Xin Lu, Bradley ] Monk, Robert L Coleman,
Xuan Peng, Karin Yamada, Agata M Bogusz, Thibault De La Motte Rouge, Xiaohua Wu, on behalf of the ENGOT-ov65/KEYNOTE-B96
investigatorst

Summary

Background Epithelial ovarian cancer frequently recurs and becomes resistant to platinum chemotherapy. We pupished online
investigated whether adding pembrolizumab to weekly paclitaxel, with or without bevacizumab, improves progression- April 10,2026

free survival and overall survival compared with weekly paclitaxel, with or without bevacizumab, in participants with :;‘1": 0’2;‘32;3& l]g';gég” .
platinum-resistant recurrent ovarian cancer who had received one to two 2 previous systemic regimens.

et

FDA and EMA approval

Colombo et al, The Lancet 2026



V.

N Colombo KNB96 ESMO 2025

ENGOT-ov65/KEYNOTE-B96 Study Design (NCT05116189)

Key Eligibility Criteria

+ Histologically confirmed epithelial ovarian, fallopian
tube, or primary peritoneal carcinoma

* 1 or 2 prior lines oftherapy; at least 1 platinum-based
chemctherapy

* Prior anti-PD-1 or anti-PD-L1, PARPi and
bevacizumab permitted

» Radiographic progression within 6 months after the last
dose of platinum-based chemotherapy

+ ECOGPSOQor1

Stratification Factors

* Planned bevacizumab use (yes vs no)
» Region (US vs EU vs ROW)
+» PD-L1CPS (<1vs 1to<10vsz10)°

=Docetaxel (75 mg/m2 Q3W) may be considered in participants with severe hypersensitivity reaction to paclitaxel or an adverse event requiring discontinuation of
paclitaxel after consultation with the Sponsor. ®The combined positive score (CPS) was assessed at a central laboratory using PD-L1 IHC 22C3 pharmDx and defined

Pembrolizumab 400 mg
(QB6W, 18 cycles) +

Paclitaxel? 80 mg/m2 Days 1, 8, 15
of each Q3W cycle

(£ bevacizumab 10 mg/kg Q2W)

Placebo
(Q6W, 18 cycles) +

Paclitaxel? 80 mg/m2 Days 1, 8, 15
of each Q3W cycle

(£ bevacizumab 10 mg/kg Q2W)

Primary Endpoint: PFS per RECIST v1.1 by investigator

Key Secondary: OS

EEESMD

as the number of PD-L1 CPS 21 cells (tumor cells. lymphocytes, macrophages) divided by the total number of tumor cells = 100.

Colombo et al, The Lancet 2026
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N Colombo KNB96 ESMO 2025

Key Secondary Endpoint: Overall Survival in the CPS =1 Population at |A2

100+ i 122mo  ; 18-mo
90 1 69.1% 1 51.5%
n , 99.3% ! 38.9%
o 80— ! 1
s> ! ! HR 0.76 (95% ClI, 0.61-0.94)
3 707 : P=0.00532
S 60 : :
u::, 50— | Ptsw/ Median, mo
= : Event (95% CI)
5 40 | PembroArm  67.1% 18.2
3 30- | | (15.3-21.0)
' ! Placebo Arm  75.4% 14.0
20— 1 \ (12.5-16.1)
10— Median follow-up: : : Information fraction: 90.0%
26.6 months : !
0 T T i T T T T
0 6 12 18 24 30 36 42
No. at risk Time, months
234 207 161 120 49 13 3 0
232 200 137 89 1M 10 1 0

2Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. The observed p-value
crossed the prespecified nominal boundary of 0.0083 at this planned second interim analysis. Data cutoff date: March 5, 2025.

mnungr&ss
Colombo et al, The Lancet 2026



Drug sensitivity Score p VitroSkzly

Tissue processing Drug exposure 3D imaging Drug effect Clinical correlation

° D
Y

. L Bl

EOC sample Ex vivo tumor in preserved TME Morphological Dose
feature extraction

Patient stratification

14 days

Patient X Patient Y
-C j Carboplatin .f j Carboplatin
1 j’ Paclitaxel I E Paclitaxel
I—Ij Doxorubicin -j I j Doxorubicin
-: :’ Gemcitabine -; I I Gemcitabine
-i : Topotecan - I ! Topotecan
l :!Olaparib ‘; | j Olaparib

0 50

0 50 100 100
Insensitive Sensitive Insensitive Sensitive

Koedoot E NPJ Precis Oncol. 2025



Antibody Drug Conjugates (ADC) are comming

Ado-trastuzumab

Patritumab
deruxtecan

tirumotecan/MK2870

nab Soravtansin




Endometrial cancer //

baarmoeder (uterus)

eierstok

baarmoederhals

" vagina




IKNL/NKR data Endometrium Carcinoom (EC)

Incidentie per jaar, Aantal
Baarmoederlichaamkanker

Geslacht: Vrouw | Leeftijdsgroep: Totaal | Regio: Nederland | Stadium: Totaal
2.500

2.000

1.500

Aantal

1.000

500

1950 1945 2000 2005 2010 2015

2020 2025
Periode van diagnose

2025, 2024: Deze cijffers betreffen voorlopige gegevens.

V.



Diagnostic algorithm for the molecular classification of EC //

WHO Classification of Tumours « 5th Edition

Endometrioid Endometrial Carcinoma (EEC),

Female Genital Histology Serous Endometrial Carcinoma (SEC), Clear Cell Carcinoma (CCC)

Tumours

POLE wildtype or

POLE status' POLE pathogenic hon-pathogenic

MMR status? MMR deficient MMR proficient

p53 status® p53 wildtype p53 mutant
N Vv J' J»

L’:;ZEL"?;T: EC, POLEmut EC, MMRd EC, NSMP EC, p53mut

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




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

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

Stage I/l POLE-mut, MMRd, NSIVIP ER+: NO

Unsure for NSMP ER-:

Survival probability
o
(2]

LEr
— MMRd
029 psaaby
—— NSMP ER-pos
004 — NSMPERneg
T T T T T T
0 1 2 3 4 5
No. at risk Tinei(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

i 4

A S/ Py
{;’ \ ." "‘5-':‘. o
Stage 1A~ ) y Myometrium

1/ .
{+—————— Endometrium

Stage 18 / - i . — Cenvix

Vermij, BJC 2023



RAINBO program //

RAINBO

{
N/
A‘ TransPORTEC

Chemoradiotherapy

Chemoradiotherapy I I

— Olaparib
Surgically resected EC (chemo)radiotherapy  pm—
o ) radiotherapy L
Eligible histotypes: —> Mol.e'culz?lr + Durvalumab
endometrioid, serous, Classification
C|?f?cr cell,. Chemoradiotherapy SN
un/ded.l erentiated, Radiation therapy > I
mixed and

. - Progestin
carcinosarcoma

No adjuvant therapy I * I

Or de-escalation

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 MMRd-GREEN //

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

I I ﬂimary objective: \

L RN |- e
Inclusion criteria:
- MMRd (POLE wildtype) 5 weeks Secondary objectives:
- FIGO 2009 Stage 1B/Il with 12 months - 0s, DSS
LVSI or stage IIIA-C EC - Vaginal, pelvic,
plus FIGO 2023 stage i | 1:1 distant recurrences
- WHO 0-1 - 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 or I I I I I I I I I research
5 weeks 5 weeks
. <+ —»> Qmple size: 316 patieny
Pelvic RT Platinum based chemoradiotherapy

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

Treatment initiated within max 10 weeks after surgery
Durvalumab initiated within the 15t week of adjuvant radiotherapy

AP leids L Bonti
NS IL:J(')'l[ll\(flir:"ltmts mg Stﬂil'clhltL;ISlg @ KWF AStrazeneCa >



Netherlands
Sponsor of MMRd-GREEN

<5
e -

e Randomised patients

United Kindom

Sponsor of NSIVIP-ORANGE i
P4 350

Belgium
300

o

o

Czech Republic

]
~

Numbgr of patients

N\




ENGOT-en14 MMRA-GREEN D:GOG

Dutch Gynaecological Oncology Group

Participating Country Patient
inclusion

RCT phase lll adjuvant

, Netherlands (DGOG) Open 10 sites 46

durvalumab (1 yr) plus radiotherapy vs

(chemo)radiotherapy France (GR/GINECO) Open 10 sites 34

Recruitment: 165/316 patients Germany (SH/AGO) Open 7 sites 15

domized . .

raf‘ omize ] Belgium (BGOG) Open 6 sites 6

Primary Endpoint: 3-year RFS

Sponsor: LUMC/DGOG Czech Republic (CEEGOG) Open 4 sites 13
Italy (Gemelli/MITO) Open 1 site 18
Canada (CCTG) Open 8 sites 33
UK (NRCI) Start up

\ , GC IG ENGQT ‘ [h%l s, &O)KWF  Astrazeneca

Gynaecological Oncological Trial groups



Canadian Cancer * .\. - GCIG
ENGOT-en14 POLEmMut-BLUE Trials Group PO AT AT

v' CCTG central activation Dec 19, 2022
v’ 92/213 patients accrued (A1: 48/120; A2: 44/93)

v' Participating countries:
Participating Country Patient
inclusion

Canada (CCTG) Open 14 sites 56
Netherlands (DGOG) Open 6 sites 18
France (GR) Open 4 sites 0
Australia Open 9 sites

New Zealand Open 2 sites 1
United States (NRG) Open 61 sites 12
Italy (MaNGO) Open 3 sites

Norway Open 1 site

UK (NRCI) Start up

ENGOT

European Network of
Gymaecological Oncological Tial groups



Systemeem therapie recidief EC //

NDC 0173-0896-03 @

L Jemperli
R ostartimab-guh)
2 Injection

Praktijk veranderende studies

1e lijn:

RUBY PART 1: C/T + Dostarlimab - onderhoud dostarlimab e
NRG-GY018: C/T + Pembrolizumab - onderhoud pembrolizumab %m::::::m’
DUO-E: C/T £ Durvalumab - onderhoud durvalumab * olaparib =
AtTEnd: C/T * Atezolizumab + = onderhoud atezoluzimab

Keytruda
(pembrolizumab)

>2e lijn: E
KEYNOTE-775:  Pembrolizumab + lenvatinib -"'fﬂ.@m.ﬁ
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Probability of survival, %

RUBY PART 1: dMMR vs pMMR

MMRp
(exploratory)

100 HR, 0.79
(95% Cl, 0.60-1.04)
nominal P=0.0493
80

37

60 |
Dostarlimab + CP
40 -
Placebo + CP
20 Median (95% ClI), mo  Events, n/N (%)
Dostarlimab + CP 34.0 (28.6-NE) 97/192 (50.5)
Placebo + CP 27.0(21.5-356)  100/184 (50.2) 37.0% of all pationts In the placebo  CP
arm received subsequent immunotherapy
0 - _OS maturity . . 206/376 (54.8) . + Censored

1+ 71 I+ 1 71 1 T 1 11T T T T T "7 71 T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48

Time since randomization, mo
175 (1) 185(21) 156 (30) 153031 144 1) 140(ed) 137 (A7) 11 (5 125(59) 122(62) 1SCN) WSCTT) GB(B S4B 67(8) SIS 88 N5 UBH 40H G 0N
199012) 167(14) 1S5 26) 146.34) 133447) 125(54) TISEI A4 IO TIM) BIMGD SEN DI TIES SIM 410107) 21061 15108 TN I(0H 20108 00109

o 12m) 1872}
80

primary endpoint

100
(95% Cl, 0.17-0'63)
nominal P=0.0002
80 82.8% mDoF, 36.6 months®
3 ! '
78.0% Dostarlimab + CP
60 —
3
”n
°
=
= 40
Placebo + CP
20 - Median (95% Cl), mo  Events, n/N (%)
Dostarlimab + CP NE (NE-NE) 12/53 (22.6) |
Placebo + CP 31.4 (20.3-NE) 35/65 (53.8) 41.5% of all patients in the placebo +
5 0S maturity 471118 (39.8) e anv received subsequent immunothegapy
T T T T T T T T T T T T T T T T U T T T T T T ) T
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 48
o st rak (events) Time since randomization, mo
Dosatimab+CP 53O DR NG G 6O 45T 4SO M0 M0 MO MO SE RO 4®m 4o am M0 80y wey W 02 s 298 102 002
Pacebo+CP 5@ B 6203) S96) S SS(I0) SI( B(I6) 430 41@N W@ V@S M@ BEH 3EH NE 0oy 1205 1ey 700 s A5 00s

Powel et al, ESMO GYN 2024



Robust OS benefit maintained at 4 years with dostarlimab + CP

Median OS not reached, 66% reduction in risk of death in the MMRd population

1.0 1
82.8%
(95% Cl, 69.5%-90.7%) 76.9% 95(y Cl. 0.19-0.63
(95% Cl, 62.9%—86.2%) 728% SIS )
(< - |
® 08 . (95% Cl, 58.5%—82.9%)
g | | ' R i aaa mOS, NE
g : : | Dostarlimab + CP (95% CI, NE-NE)
I 0.6 - | |
“6 [} |
b 58.20/0 : :
= (95% Cl, 45,3%—69.2%) » o
S 04 ! 45'3%, y S A mOS, 32.8 mo
Q : (95% Cl, 32,8%-57.0%) 20 Placebo + CP (95% Cl, 21.6 mo to NE)
2 . e 40.3% :
! 1
95% Cl, 28.2%-52.1%
0.2 - : : (95% | ’ 0 ~71% of patients in the
Dost + CP 15/53 (28.3) ] 1 I placebo arm that had
PBO + CP 38/65 (58.5) : : : FUACT received IO
[} ) |
0.0 - X ! ! Median duration of follow-up,
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 55.6 moa
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
from randomization
No. at risk (no. events) b

Dost + CP 53(0) 50(3) 46(6) 45(7)  44(T)  4A(7) 42(9) 42(9)  41(10)  38(12)  36(14)  35(14)  34(14)  24(15)  15(15)  5(15)
PBO +CP 65(0) 62(3) 56(9)  52(13)  45(20)  41(23)  36(27)  34(29)  31(32) 28(35) 27(36)  26(37) 23(38)  16(38)  10(38) 6

@
=

37 Powell MA, et al. SGO 2026; San Juan, Puerto Rico. Oral presentation.




NRG-GY018: C/P + pembrolizumab PFS

MMRp

V.

MMRd

a Events, Median PFS HR (95% CI)?, b 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
= 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



2e lijn Pembrolizumab en Lenvatinib mechanism //

Endothelial cell

VEGFR FGFR RTKs PDK1
0000 DERRO00000000 [socsssses ' oeceocosees DOO0000N0
{ ¥
OO0 OCOO000000 [sceosceces ce ~seel *ree 200000000
l ‘:’2 T PIP3
----- -
PDGF
VEGF Angiogenesis
TGF-B
i L T ©
Ce
........ > HF ——
i i ﬂt.D -
T
: Hypoxia
Angiogenesis Cell proliferation Cell survival, growth,

and motility

A v
- T cell ' PD-1
. receptor
) TGF-B _
sl Cytotoxic
macrophage | IL-10 T cell

VEGF
Tumor-associated
antigen~, _

Tumor-associated

B %

Cancer cell @

Pembrolizumab
b 4
A

Lenvatinib a multitargeted receptor TKI,

* Angiogenese remmer: remt VEGFR1,
VEGFR2,VEGFR3

* oncogene pathway, incl. FGFR 1-4, PDGFRa,
KIT, RET

* Immunomodulatie: preventie VEGF-
gemedieerde immune suppressie

* Jtumor geassocieerde macrofagen (TAM
« JTH2, P TH1 => activatie memory T cellen



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

ey Eligibility Criteri Len
= Advanced, regurrent, or metastatic EC 20 mg PO QD
» Measurable disease per RECIST version 1.1 by BICR -
« PD after 1 platinum-based chemotherapy regimen® Pembro®
2 ECOB P Q00 1N 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 (0vs 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



Toxiciteit Pembrolizumab en Lenvatinib

Hyperlensfion
Hypothyroidism
Diarrhea
Nauéea
... Decreased appetite
: Fatigue
- Proteinuria

Vomltlng

Arthralgia

Decreased weight :

‘Palmar-plantar erythrodysesthesia syndrome
Anemia

..ENeutrope:nia

: Alopecia
Decreased neutrophil count

Len + Pembro (N = 406)
W Grade 1/2 M 6rade 3-5

TPC (N = 388)

| Grade 1/2 MGrade 3-5

ME 938
BEE]
: 55.7 | :
5 o
: 401 :
28.5 [
276
24 2 [ 15 5
2ol ss
27018
7 :
148 X
7 . 2
: 47 | 302 :
: 44 J/IEN2420 :
100 80 60 40 20 0 20 40 60 80 100

Participants, %

40

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



Future Developments /

*  Further refining therapy based on molecular markers

* Trials on ADC, bispecific antibodies and others

Datopotamab 58!108701
Ado-trastuzumab deruxtecan i
mtansine Patritumab | = Telisotuzumab
derincscen i . edotin
| e I DS-7300
iesuzumat; Sacituzuma b @ ! |

MGC018
'

Mirvetuximab Soravtansin
Rinatabart Sesutecan




Bite: bispecific targeting CD3 op T-cel en prame op tumor cel in HLA-A2 EC /

ADMINISTRATION TCER® BINDSTO TCER® RECRUITS AND ACTIVATES T CELLS
OF TCER®(BIOLOGIC) TUMOR CELL TARGET AND INITIATES TUMOR KILLING
TUMOR CELL
TUMOR CELL
TCELL TCR ' =
RECRUITER DOMAINS )
o o
S Qlﬁ
| |~ ; "\/"\L’;'

Fc

CYTOTOXIC
LYTIC GRANULES

> ,"/ ACTIVATED T CELL

TCELL




Summary Immunotherapy for EOC and EC / @

Ch nlyGolfd g

Ovarian cancer: registration platinum resistant ovarian cancer pembro with
paclitaxel +/- beva, so far no standard therapy in NL.
- OVACURE?2 for FIGO stage IV EOC

- ADC for PSOC and PROC coming in trial
* Endometrial cancer:

* Primary therapy in MMRd in RAINBO program (dostarlimab/pembro)
o 2"]ine with chemotherapy (pembro/lenvatinib)
* 3" ]ine monotherapy (nivolumab) and ADC in trial

* Future perspectives: ADC’s, BITE, TIL therapies, precision therapy



Olijf //

® O
* Informatie over gynecologische kankers @(lljj‘v

e Ervaringsdeskundigen
* Lotgenoten

* Leven met/na kanker

https://olijf.nl/Gynaecologische kanker - algemeen | Olijf



https://olijf.nl/gynaecologische-kankers/gynaecologische-kanker-algemeen?gad_source=1&gclid=EAIaIQobChMIyNf9sYiKigMVO5ODBx3GtDXmEAAYASAAEgJPnvD_BwE
https://olijf.nl/gynaecologische-kankers/gynaecologische-kanker-algemeen?gad_source=1&gclid=EAIaIQobChMIyNf9sYiKigMVO5ODBx3GtDXmEAAYASAAEgJPnvD_BwE
https://olijf.nl/gynaecologische-kankers/gynaecologische-kanker-algemeen?gad_source=1&gclid=EAIaIQobChMIyNf9sYiKigMVO5ODBx3GtDXmEAAYASAAEgJPnvD_BwE

L Leiden University
C Medical Center

Thank you, Questions?
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