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Introduction Ovarian Cancer //

* Epidemiology

* Firstline / curative therapy
* PARP inhibition

* HIPEC

* Immunotherapy

* Future perspectives



Epidemiology Ovarian Cancer

De diagnose eierstokkanker in NL in
2021 bij bijna 1.300 vrouwen (NKR)

1/85 vrouwen krijgt ovarium
carcinoom gedurende haar leven

1/100 vrouwen overlijdt aan ovarium
carcinoom

V.

5-jaars relatieve overleving naar periode van diagnose

periode @ 1991-2000 @2001-2010 @ 2011-2020
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Epithelial Ovarian Cancer

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

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%

van de diagnoses van eierstokkanker
\_ 4 —/




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



(A)

(B)

T T T

T T T T T L
0 2 4 6 8 10 0 2 4 6 8 10
Years since diagnosis of ovarian cancer Years since diagnosis of ovarian cancer
Stage | Stage Il -------- Stagelll - — — Stage IV - 3
g — 9 v Serous borderline @ —-—-—-—- Serous carcinoma
------ Mucinous borderline Mucinous carcinoma

Endometrioid = — = = Clear cell
— — — Carcinosarcoma Other/ Unspecified




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



Ovarian Cancer stage at diagnosis

STAGE OF OVARIAN CANCER AT DIAGNOSIS
LATE EARLY

AL

AROUND 60% OF OVARIAN CANCER CASES ARE DIAGNOSED IN THE
ADVANCED STAGES OF THE DISEASE.

Ovarian Cancer: Stage at Diagnosis

Stage I
Stage IV 292%
18.8%

Stage IT
233%

Stage III
28.7%



Staging Ovarian Cancer

STAGE I: Tumour confined to ovaries

1A Tumour limited o 1 ovary, capsule intact, no tumour on surface, negative
washings
1B Tumour involves both ovaries otherwise like 1A

1G: Tumour limited to 1 or both ovaries

IC1 Surgical spill

Ic2 Capsule rupture before surgery or fumour on ovarian surface

IC3 Malignant cells in the ascites or peritoneal washings

STAGE II: Tumour involves 1 or both ovaries with pelvic extension (below the
pelvic brim) or primary peritoneal cancer

(8 | Extension and/or implant on uterus and/or fallopian tubes

[[1=3 | Extension to other pelvic intraperitoneal tissues

STAGE Ill: Tumour involves 1 or both ovaries with cytologically or histologically
confirmed spread to the peritoneum outside the pelvis and/or metastasis to the
retroperitoneal lymph nodes

IIA: Positive retroperitoneal lymph nodes and/or microscopic metastasis beyond
the pelvis)

A1 Positive retroperitoneal lymph nodes only

A1) ‘ Metastasis = 10 mm

AT i) | Metastasis > 10 mm

naz Microscopic, extrapelvic (above the brim) peritoneal involvement + positive
retroperitoneal lymph nodes

1B ic, extrapelvic, peri T is = 2 em + positive
retroperitoneal lymph nodes. Includes
extension fo capsule of liver/spleen

mnc ic, extrapelvic, peril r is = 2 cm = positive
retroperitoneal lymph nodes. Includes extension to capsule of liver/spleen

STAGE IV: Distant metastasis excluding peritoneal metastasis

IVA Pleural effusion with positive cytology

IvB Hepatic and/or splenic parenchymal
L is to extr inal organs (including inguinal lymph
nodes and lymph nodes outside of the abdominal cavity)

Stage I: Tumor confined to ovaries

IA: Cancer is confined to one ovary

IB: Cancer is in both ovaries

IC: Cancer cells are on the outer surface of the
ovary or are spilling from one or both ovaries

“}——"Tumor only

| in ovaries

Stage lll: Tumor involves one or both
ovaries with spread to peritoneum
outside of the pelvis and/or metastasis
to retroperitoneal lymph nodes

II1A: Cancer spreads to upper abdomen or
lymph nodes, microscopically visible only
I1IB: Cancer spreads beyond pelvis < 2cm
IIIC: Cancer spreads beyond pelvis > 2cm

Cancer in
lymph nodes

Cancer in
vagina

V.

Stage II: Tumor involves one or both
ovaries with pelvic extension

IIA: Cancer spreads to fallopian tubes or
uterus

|IB: Cancer spreads to other pelvic organs

| Cancerin
bowel or

| bladder

Stage IV: Distant metastasis

IVA: Cancer spreads to fluid around lungs
IVB: Cancer spreads to inside lungs, liver, spleen

Cancer has spread
to other organs




Ovarian Cancer Symptoms //

Symptomen van eierstokkanker Symptomen van eierstokkanker

Vaak voorkomende symptomen Minder vaak voorkomende symptomen

Aanhoudend Sne"l verzadigd Terugkere'ndg' Vaker moeten Rugpijn Piin bij Al Constipatie
opgeblazen zijn na een maag-/ buikpijn plassen R e e S
gevoel maaltijd )
~ ~
vl @D Bron: ESGO \"/gq nws) Bron: ESGO



First-line therapy (curative intent)

Chemotherapy +/- PARP inhibition
(Carboplatin + Paclitaxel)




Neoadjuvant Chemotherapy or Primary Surgery in Stage IlIC or IV

QOvarian Cancer

A Intention-to-Treat Analysis
100+ — PDS
90 — NACT

Overall Survival (%)
@
3
I

Years

No. of
Events No. of Patients at Risk
Primary Debulking 253 336 189 62 14 2
Surgery (PDS)
Neoadjuvant Chemo- 245 334 195 46 13 2
therapy (NACT)

B Per-Protocol Analysis

—— PDS-optimal

—— PDS-suboptimal
PDS-other

—— NACT-optimal

—— NACT-suboptimal

—— NACT-other

Overall Survival (%)

Years

No. of

Events No. of Patients at Risk
PDS-Optimal 42 62 46 22 6 0
PDS-Suboptimal 52 74 46 1 3 1
PDS-Other 136 169 86 29 5 1
NACT-Optimal 100 152 110 30 8 2
NACT-Suboptimal 67 87 49 9 3 0
NACT-Other 41 53 29 6 2 0

Vergote, NEJM, 2010 2-dec-25



Chemotherapy

Platinum Taxane
Carboplatin Paclitaxel




Toxicity

Mucositis sk

Pulmonary fibrosis

Nausea/vomiting
Cardiotoxicity
Diarrhea

Cystitis Local reaction

Sterility REHEIRETI G
blyElais Myelosuppression
Neuropathy

sk Phlebitis

* carboplatin-paclitaxel toxicity

15 2-dec-25
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OVHIPEC Hyperthermic intraperitoneal chemotherapy (HIPEC)
in Ovarian Cancer

- Cisplatin

100mg/m2

-40-410C

- 90 minuten
perfusie




OVHIPEC




HIPEC geeft overlevingswinst (bijna 12 mnd)

- 100 { Median OS
100 4 Median RFS 32.9 ws. 45 7 months
10,7 vs. 14.2 manths HR 0.67 (0.48-0.54)
HR 0.5 (0.50-0.87) P=0.02
by _ 8y
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CRS 123 a8 16 T 5 z CRE 123 103 0 44 a7 12
CRS+HIPEC 122 ar 3 15 T 5 CRS=HIFEC 122 108 75 55 a7 20



LOGISTIEK

1. Stadium Ill ovarium carcinoom
o M 2. MDO: bepalen of er gestart wordt met neoadjuvant

| . dunnedarm

p— chemotherapie of primaire debulking
~ ™" 3.Beoordeling na 2 kuren: CT-scan, lab (ca125) en MDO
[Bp— 4. HIPEC screeningsdag:

: kankercellen

. * Gynaecoloog
F o | :
‘ J - T e (stoma) Verpleegkundige

| e Chirurg

* Oncoloog
e Lab via anesthesist



Consult Verpleegkundig specialist

Bespreken schriftelijke patiénten informatie

Aanvullende vragen naar aanleiding gesprek gynaecoloog

Chemobesmetting uitleg

Voeding/ beweging

Sociaal netwerk in kaart brengen (tijdelijk verblijf)
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PARPiI Mechanism of Action //

Typeof
damage

Repair
enzymes

Single- Double-
strand strand
breaks breaks
(SSBs) (DSBs)

Kr&\/\y"\ﬁ

Base DSB repair
excision ATM
repair \

l HRR NHEJ
PARP  ATR DNA-PK
PARG BRCA1/2

10,000-20,000
DNA SSBsoccur
eachdayincells

Insertions

Bulky & deletions
adducts,
eg Pt

Mismatch
. repair
Nucleotide P
excisionrepair
Translesion
synthesis
ERCC1, v
TLS poly- MSH2,
merases MLH1

06-

alkylguanine

\)v(“rt V’M

Direct
reversal

AGT
(MGMT)

Jackson SP. Drug Discovery World, 2003



PARPi Mechanism of Action: tumor selective Synthetic Lethality

HR
repair I repai repalr
Base
excision
repair I x | | |
PARP epa
Normal tissue cells inhibitor Few effects
?ﬁﬁr Specific tumour
Base cell killing
excision ! X / /
repair | i
BRCA1/2-deficient PARP I .

tumour cells inhibitor



Homologous Recombination Deficiency

Germiline or somatic
mutations of genes in

Genomic instability

HRR functional status
the HRR pathway
g LOH
o
BRCA mutation test ‘5‘ Loss of heterazygosity - Nuclear RADS? test
MRARRR | |2 m <
BRCA genes 2 Telomeric allelic mbelance ’
LOE | - =
Q . 1
Individual o panels of E LSTs @ § -
non-BRCA HRR genes § Large scale state transions 4
Gene 1 Gene 2 ««- Gene N m No RADS1!
DD > myChoice: GIS >/= 42 ® v g o s
LOEN FoundationOne: LOH >/= 16% @ SO
| '
Look for the Cause of HRD Look for the Effect of HRD
What genetic alterations can result in What is the genomic impact of HRR repair
HRR pathway defects? Assess the cause pathway defects? Look for indicators of
of HRD by looking for loss of function of genomic damage to identify the
key HRR genes. implications of HRD.

Mamgogna A J Pers Med 2023



1L PARPi Trials in EOC //

SOLO-1 BRCAmM Olaparib vs placebo
(n=391)

PAOLA1 BRCAmut Olaparib-bevacizumab vs
(n=806) HRD+ placebo-bevacizumab
PRIMA HRD+/HRD- Niraparib vs placebo
(n-733)

Athena HRD+/HRD- Rucaparib vs placebo
(n=1000)

1. Moore K NEJM 2018; 2. Ray-Coquard | NEIM 2019; 3. Gonzalez-Martin A NEJM 2019; 4. Burger RA NEJM 2011



SOLO-1: median progression free survival (PFS)

V.

Claparib Placebo
100 4 (n=260) (=131}
S0 - Ewents, n (3] 118 (45) 100 (76
E 50 Y Median PF5 8.0 128
Ll | { Y manths) : :
L L 48% ¢ { )
= - HR 0.33
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I -1 T e
! .
2 40 A | | S
5 - 21% P25 :
£ ag A s Medlgnfollow-up
2 Olaparib: 4.8 years
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OS data SOLO-1 and PAOLA trials

30 T

100
90
80
= 10
E 60
c
» 50
®
L
o
20
10
0
No. at risk
Claparib
Placebo

V.

BRCA+: SOLO-1 Overall Survival BRCA+/HRD+: PAOLA Overall Survival

40 1

T 100 —
. 90 -
T & 80
67.0% =
T @ -
. 2 70

J | ] z

! ! Olaparib S 60
d Olaparih Placebo : : i Olaparib + Placebo +

(N=260) (N=131) 1 _8 50 bevacizumab bevacizumab
! 46.5%)! = (N=255) (N=132)
Events, n (%) 84 (32.3) 65 (49.6) | | 2 404
| 1 E Events,n (%) 93(36.5) 69(52.3)
Median OS, o 50 : | Placebo =
] months g : : E Median OS, months 75.2 (unstable)* 57.3
i HR 0.5 (95% C1 0.40-0.76); | | 20 syearosrate, % 65.5 48.4
P=0.0004* ! !
. . i i i i i ; . . ; . . . 10+ | HR 0.62 (95%Cl 0.45-0.85) ‘
0 6 12 18 30 36 42 48 54 60 66 78 84 90 96 102 0 T T T T T T 1
. - 0 12 24 36 48 60 72 80
Months since randomization . L
No. at risk Time from randomization (months)

260 252 246 236 227 214 203 194 185 177 170 165 157 153 78 210 Olaparib + bevacizumab 255 253 253 252 252 244 238 231 225 215 205 200 195 189 183 176 174 170 164 142 116 83 62 32 17 4 0
131 128 125 114 108 100 97 92 8 80 73 &7 54 52 21 Placebo + bevacizumab 132 130 129 128 125 121 117 114 109 105100 95 81 89 86 82 79 77 70 59 44 29 21 ¢ 2 1 0

Di Silvestro P, et al. J Clin Oncol 2023
Ray-Coquard I, et al. Ann Oncol 2023



PRIMA trial: Niraparib Progression Free Survival (PFS) //

Overall population HRd HRp
" Hazard ratio, 95% CI: 0.66 (0.55-0.78) | Hazard ratio, 95% CI: 0.51 (0.40-0.66)| " Hazard ratio, 5% CI: 0.67 (0.50-0.89)
b 29% vs 18% " 43% vs 23% "
¥
a0 :”“5"“2““13% 50 ; "&f?-;;rg_ﬂ% 60 1% vs 10%
A ! ! iy PES raa . ! 35% vs 16% o+ PP e
& 40 i i 40 40 ' 8% vs Th
| i 2% vs 12% , ' ¥ iy PR3 rate
i I gy PFS rais | | ' 8% vs Th
0 — i o — 1 a ! : | HPFQ rals
| =re0 ! ! o = FEO : ! [ ' . :
moE 12 18 M M B 42 4-? B4 BN BS 71 & 2 0 B 17 1@ M 3 ¥ 47 48 54 G0 £ 72 7R B4 D B 17 1B $4 30 36 47 48 S B0 g6 7z 7B B
W T'mu since randnrni:ulim e W Tlmu gince randomization, mo b Time since randomization, ma

T M 3 B 1M 1B 103 B a5 T4 Gl aE 1 ¢ omaEm mms dpm ame ogan e

i 48 1 18 15 Mir 247 200 18
EﬂRE'H-iEEEE'l:B!HITM?II!E1=EJ:I11|EB15.‘

B 81 B9 67 SB 43 28 10 M9 35 S5 3 @ W OB 14 1 N 8 T 4
# %4 38 m 31 8 47 15 42 3 0 Pene M 13 408 T T & 8 4 £ 4 1 4

Gonzalez-Martin A, et al, NEJM 2019



PRIMA Overall Survival //

Overall® HRd? HRp®
100 63% vs 64% 100 74% vs T4% 100 ;
! 3.y OS rate 1 3-y OS rate
80 Y 0 0 80 ! 61% vs 61% 80 52% vs 42%
48% vs 91% ! 4.y OS rate !
. el 3-y OS rate
4y OS rate ! 55% vs 56%
=R60 | 42% vs 44% 60 : I 5.y OS rate 60 37% vs 33%
- ! 4.y OS rate
w 1 5-y OS rate 1 1 1
(o] 40 | 40 1 ! | 40 | 29% Vs 2?“/0
| Overall population : o5 1 ! 5.y OS rate
Median OS5, mo 466 1 HRd population : HRp population —_
20 Hazard ratio (95% CI)] 1.01(0.84-1.23) : 20 Median OS, mo 719 69.8 1 20 Median OS, mo 366 X
0 Pyalue 0.8834 | 0 Hazard ratio (95% CI)] 0.95(0.70-1.29) : 0 Hazard ratio (95% CI)] 0.93 (0.69-1.26) |
No 0 6 12 18 24 30 36 42 48 54 60 66 72 78 B84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78
at risk Time since randomization, mo Time since randomization, mo Time since randomization, mo
Nir 487 480 451 418 378 334 294 261 227 208 192 177 115 39 5§ 247 245 238 224 207 191 173 156 143 134 126 121 75 31 5 169 164 148 134 120 101 84 73 60 53 47 40 29 5§
PBO 246 242 223 204 191 171 153 138 121 111 105 100 62 17 3 126 126 118 112 107 98 91 82 75 70 68 &7 40 14 3 80 76 67 57 51 44 33 31 26 25 21 19 14 2

Monk, Ann Oncol 2024



Why have we not seen an OS benefit in PRIMA?

- Cross over (48% in de HRD population)
- The drug itself?
- Patient population — ethnicity?
- Study design
- Risk profile?

- Treatment duration?



Athena-mono: Rucararib PES /

HRD positive HRD negative
4 BRCAMut BRCAW/LOHnieh N\ BRCA™/LOH/ow A
mPFS, months NR 14.7 mPFS, months 20.3 9.2 mPFS, months 12.1 9.1
1001 (95% Cl) (25.8-NR)  (6.4—NR) 1001 (95% C1) (13.4-31.1) (4.0-22.1) 100 1 (95% Cl) (11.1-17.7) (4.0-12.2)

< 90 HR 0.40 (95% Cl1 0.21-0.75) < 901 HR 0.58 (95% Cl 0.33-1.01) < 901 HR 0.65 (95% Cl 0.45-0.95)

s 807 s 807 =

2 2 2

S 707 S 707 >

a 60 a 60 a

] ] ] J I I ]

& S0fTTTTTT S I & 50 ' §=

5 401 ; 5 401 i i 5 i

9 9 9 !

g 301 i g 307 i i 2 i

B 207 E ® 201 i i ¥ i

& 107 | £ 107 - : S |

O e e e o S e o...:...'....... o...:..........
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months Months Months

Patients at risk %evems) Patients at risk Fevems) Patients at risk Eevems
Rucaparib 91 (D) 84(3) 70(16) 59(23) 34(27) 14(30) 2(30) Rucaparib  94(0)  81(9) 57(30) 41(43) 25(47) 8(49)  4(50) Rucaparib 0) 142 (38) 89(84) 68(102) 42(111) 15(118) 8(120)
Placebo 24(0) 19(4) 12(11) 10(12) 4(13) 1(14) 0(14) Placebo 25(0) 16(9) 10(14) 8(16) 4(17) 1(17) 0(17) Placebo 49(0) 27(19) 16(28) 10(32) 5(35) 3(35) 3(35)

Rucaparib demonstrated treatment benefit vs placebo regardless of BRCA mutation and HRD status

Data cutoff date: March 23, 2022.

Monk BJ et al. J Clin Oncol. Published online June 6, 2022. doi.10.1200/JC0.22.01003e 2022



PARPI Toxicity

VeliparibE Olaparib Rucaparib Niraparib PamiparibF Talazoparib

Relative PARP-trapping
capacity*
(refs. 23-28)
Single-agent dose 400 mg PO BID 300 mg PO BID 600 mg PO BID 300 mg PO QD 60 mg PO BID 1mg PO QD
Toxicities® Nousea (30%)/ Nausea (58%-76%)/ Nausea (75%)/fatigue Nausea (74%)/fatigue Limited early-phase trisl Nausea (49%)/fatigue
Most frequent  fatigue (25%)/ fatigue (29%-66%)/ (69%)/vomiting (37%)/ (59%)/LFT elevation data from abstracts only: (50%)/headache (33%)/
lymphopenia (%) vomiting (30%-37%)/ diarrhea (32%)/ (36%)/vomiting (34%)/ nausea (56%)/fatigue vomiting (25%)/alopecia
diarrhed (21%-33%)/ dysgeusia (39%)/LFT headache (26%)/insomnia (40%) (25%)/diarrhea (22%)
dysgeusia (27%)/ elevation (34%) (24%)/HTN (19%)
headache (20%-25%) Lirmited carty-phase trial
Grade >3 hematologic Thrombocytopenia (34%), data from abstracts only: Anemia (39%),
toxicities in 25% of study NTD Anemia (16%-19%), Anemia (19%), anemia (25%), anemia (10.3%), neutropenia (21%).
& population neutropenia (5%-9%) neutropena (7%) neutropenia (20%) neutropenia (8.8%)" thrombocytopenia (15%) J
NTD OlympiAD (Her2- ARIEL2 (relapsed NOVA (relapsed ovarian Ongoing, data not EMBRACA (Her2-breast),
Clinical benefit® breast), HR 0.50, PFS ovarian), HR 0.27, PFS maintenance), HR 0.27, PFS  mature (NCT03427814) HR 0.54, PFS benefit
benefit benefit benefit
SOLO2 (relapsed ARIEL 3 (relapsed
ovarian maintenance), ovarian mantenance),
HR 0.30, PFS benefit HR 0.23, PFS benefit
SOLOI1 (ovarian
maintenance), HR 0.30,
PFS benefit
Approvals® NTD it Ovarian Ovarian NTD Breast (FDA)
© 2019 American Association for Cancer Research
CCR Reviews AACGR

Pilie PG CCR 2019



PARPI indications NL for Ovarian Cancer //

Curative setting
Maintenance therapy for FIGO I11/IV BRCA1/2mut high grade EQC, in response following

1L platinum based chemotherapy (olaparib).

Palliative setting
Maintenance therapy for platinum sensitive relapsed high grade BRCAmut EOC,

who are in response to platinum based chemotherapy. (olaparib/niraparib).
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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 /

Cancer vaccines

aAimune checkpoi
inhibitors

CANCER

IMMUNOTHERAPY

Adoptive ce
transfer

Viro-immunotherapy

34
e
\ 7~
K'A. .‘&

Pa

FFES

Other immune therapies




Checkpoint Inhibition: anti-CTLA4 and anti-PD1/PDL1

Priming phase Effector phase

4 ) D= 7
e AT < A [ ottt "
Dendritic cell [ Tcel|> * * Teell o ‘ 3_;" | Cancer cell
+ s T
‘ Lymph Peripheral :
node tissue

N\

> E
Antibody Antibody

A Y, \_ .

Antoni Ribas, NEJM epub June 2012



Track record of anti-PD-(L)1 on Ovarian Cancer Phase | /Il //

26/376
patients Metastatic Platinum After standard Recurrent Metastatic Metastatic
EOC resistant EOC  therapy, PD-L1+ post Pt EOC EOC
Prior - >4:55% >5:38.5% >3 65.3% >6: 58% Median 4
therapies (excl
adjuvant)
PD-L1 - 80% 100% 77% 83% >5%TC: 73%
prevalence CPS>10: 22%
ORR - 15% 11.5% 9.7% 25% -
mPFS - 3.5 nr 2.6 2.9 -
mOS - 20 nr 10.8 11.3 (IC2) -

17.4 (1C3)



Track record of CPI on Ovarian Cancer (so far) //

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 + atezo 19.5

DUO-0O 3 New EOC CP/bev 19.3 negative
CP/bev/durva>bev/durva 20.6 " .

ut no olaparib

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 dostarliman 20.6

Keylynk001 3 New EOC CP>olaparib 15.2 negative

CP+ pembro> olaparib/pembro 23.9



Athena-mono: trial design /

Rucaparib monotherapy (ATHENA-MONO) or rucaparib plus nivolumab (ATHENA-COMBO) as front-line maintenance
treatment for patients with newly diagnosed ovarian cancer!2

Key eligibility criteria Randomisation 4:4:1:1 Treatmentl!l Study analyses
28-day cycle

Newly diagnosed, stage IlI-IV, high-grade

epithelial ovarian, fallopian tube, or primary —>

peritoneal cancer

Completed front-line platinum-doublet

chemotherapy and surgery N

» Achieved investigator-assessed CR or PR

* Received cytoreductive surgery (primary or
interval; RO/complete resection permitted)

ECOGPSOor1

No prior treatment for ovarian cancer, including

any maintenance treatment, other than front-

line platinum regimen

Arm A (n=400)
Rucaparib PO* + nivolumab IV®

ATHENA-MONO

Arm D (n~100)
Placebo PO + placebo IV

Treatment for 24 months
or until radiographic
progression, unacceptable = —

toxicity, or other reason ATHENA-COMBO
for discontinuation

Arm C (n~100)
Placebo PO + nivolumab IV®

Arm A (n=~400)
Rucaparib PO + nivolumab IV

e

Arm D (n~100)
Placebo PO + placebo IV

II

Stratification

* Centrally assessed tumour HRD status®

* Response to front-line platinum-doublet
(residual disease versus no residual disease)

 Timing of surgery (primary surgery versus
interval debulking)

Endpoints

Primary endpoint: investigator-assessed PFS per RECIST v1.1

Secondary endpoints: PFS per RECIST v1.1 by BICR, OS, investigator-assessed ORR, DoR, and safety

Approximately 1000 patients have been enrolled across 24 countries and randomised; the trial completed accrual in 2020

. FoundationOne CDx) by Foundation Medicine




Track record of CPI on Ovarian Cancer (so far) //

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 Recent ESMO data:

Weekly paclitaxel/bev/
pembrolizumab



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 of therapy; at least 1 platinum-based
chemotherapy

* 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

« ECOGPSOor1

Stratification Factors

» Planned bevacizumab use (yes vs no)
» Region (US vs EU vs ROW)
+ PD-L1CPS(<1vs 1to<10vs 210)°

=Docetaxel (75 mg/m?2 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
(Q6W, 18 cycles) +
Paclitaxel? 80 mg/m? Days 1, 8, 15
of each Q3W cycle

(£ bevacizumab 10 mg/kg Q2W)

Placebo
(QBW, 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

o CONQress
2025

as the number of PD-L1 CPS 21 cells (tumor cells, lymphocytes, macrophages) divided by the total number of tumor cells x 100.
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Key Secondary Endpoint: Overall Survival in the CPS 21 Population at |A2

100 ; 12-mo . 18-mo
90 1 69.1% 1 51.5%
7 | 99.3% ! 38.9%
o 80— I
e ! HR 0.76 (95% Cl, 0.61-0.94)
s 704 : P =0.00532
g 607 . :
=
5 40— : PembroArm  67.1%
= I
O 304 \ :
| | Placebo Arm 75.4%
20— [ [ .
104 Median follow-up: : : Information fraction: 90.0%
26.6 months : !
0 [ | ] | | | |
0 6 12 18 24 30 36 42
No. atrisk Time, months
234 207 161 120 49 13 3 0
232 200 137 89 41 10 1 0

#Hazard 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,

Median, mo
(95% Cl)

18.2
(15.3-21.0)

14.0
(12.5-16.1)

2025
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Overall Survival in Subgroups in the CPS =1 Population at |1A2

Data cutoff date: March 5, 2025,

Number of Events/

Subgroup Number of Participants (%)
Qverall ol 332/466 (71.2)
Age

<65 years e 206/289 (71.3)

=65 years —e 126/177 (71.2)
Hace

White | 213/313(73.8)

All Others —— 90/118 (76.3)
Region

United States 41— 35/50(70.0)

European Union e 148/218 (67.9)

Rest of World e 149/198 (75.2)
ECOG Performance Status

0 —eH 170/258 (65.9)

1 —— 1600206 (77 7
Prior PARP Inhibitors

Yes — 124/181 (68.5)

Na e 208/285 (73.0)
PD-L1 CPS

110 <10 203/265 (76.6)

=10 129/201 (63.2)
Bevacizumab Use

Yes 229/338 (67.7)

Na 103/128 (80.5)
Platinum-Free Interval

<3 months e+ 162/218 (74.3)

3to 8 months 167/245 (68.2)

1 1 1
0.1 1 10
Pembrolizumab- Placebo-
Paclitaxel Paclitaxel
Better Better

Hazard Ratio
(95% ClI)

0.76 (0.61 to 0.94)

73 (0.55t0 0.96)
(0.58 to 1.16)

060 to 1.02)
4610 1.06)

0.

04210 1.59)
0.65t01.24)
0.
0
0

&

t0 0.88)

85 (0.59 to 1.20)
71(0.54 t0 0.93)

0.60t0 1.04)
0.51to01.01)

05810 0.97)
0.51to 1.11)

I~ =~
n R
i S e T

0.47 10 0.88)
0.65101.19)

oo
2
—

2025
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Adoptive T cell therapy (ACT) in ovarian cancer //

CD3
Cytokeratin

P<0.001
100+
& 5
©
2
S
S 50+ Intratumoral T cells
(7
T
g 254
No intratumoral T cells
O 1 1 1 1 1 1 1 1 1 1 1
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

Despite evidence of a highly active immune tumor environment,
immunotherapy has only limited success in ovarian cancer

Zhang et al NEJM 2003



Chemotherapy normalizes suppressive myeloid cells,

while maintaining immune stimulating cells
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Welters MJ, Sci Trans Med 2016



Adoptive T-cell therapy using TIL
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TIL production, culture and activity //




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
Verdegaal et al, ] Immunotherapy Cancer 2023


http://www.ovacure.org/

Feasibility and Safety assessment //

 ACT with TIL in ovarian cancer is feasible
e TIL during standard chemotherapy is safe

* |FNa ‘conditioning and support’ adds to chemotherapy-induced
toxicity (thrombo- and neutropenia) = study low dose IL-2 support

Verdegaal et al, J Immunotherapy Cancer 2023



Change sum target lesions from baseline (%)

Promising tumor response

100
50
] Oeo
0- O so
[ PR (ca12s)
i M rr
.50_
1 H cr
* |FNa
] . )
AT T T T T T T T OO resection
NI OO AN=EMIDSTSTNOOO T OO
T o T o e o R R N A e
I T T T x =

ORR 12/14 - 86%

Change sum target lesions from baseline (%)

100

50

KO-~
20 30 40

5 10

Evaluation time point (months)

15

DCR/CB; CR, PR and SD (>6 months) 13/14 - 93%
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-40
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Generally, duration secondary responses shorter
than prior responses to same regimen

Verdegaal et al, ] Immunotherapy Cancer 2023



Changes in blood myeloid and lymphoid cell counts //

Absolute counts T cell function

Lymphocytes Myeloid cells
s 5 2000+ o
o 10004
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Myelaoid cells are reduced by CP-chemaotherapy while lymphoid cell frequencies and function are not affected

Verdegaal et al, J Immunotherapy Cancer 2023



OVACUre trial Summary //

Oncode

Institute @ KWF CU RE° .o ':. Wiamggmh;emfdag

L

Tumor response
* Promising efficacy observed
Immune effects
* Chemotherapy induced myeloid cell reduction and optimal
myeloid/lymphocyte ratios obtained at 1-2 weeks after 2" chemo; optimal

timing TIL infusions

* CP-chemotherapy reduces serum level of IL-6; crucial factor for MDSC
recruitment and differentiation in the TME

* Alternative less toxic IL-2 instead of IFNa may further improve outcome


http://www.ovacure.org/

Antibody Drug Conjugates (ADC) are comming

Ado-trastuzumab

Patritumab
deruxtecan

tirumotecan/MK2870

nab Soravtansin




Mirvetuximab Soravtansine Structure

ADC Structure and MOA'-2

Name: Mirvetuximab Soravtansine-gynx
Antibody target: FRa

Payload: DM4

Conjugation: Via lysine (random)
DAR: -3.4 '

MOA: Microtubule disruption
Bystander targeting: Yes

FRa
binding
arms

OVARIAN CANCER

DM4:
Tubulin-targeting
Drug-to- agent
antibody ratio:

~3.4

ADC, antibody-drug conjugate; DAR, drug-to-antibody ratio; FRa, folate receptor alpha; MOA, mechanism of action.

Binding and

tumor penetration \

Immune system
engagement

Apoptosis
0 L4

v

) "

Lysosomal
activation

Bystander killing/

1. Moore K, et al. Poster presented at: 2020 American Society of Clinical Oncology Annual Meeting; May 29-31, 2020; Virtual. Abstract TPS6103. 2. Ab O, ot al. Mol Cancer Ther. 2015;14(7):1605-1613.



Mirvetuximab Soravtansine Overall Survival data /

MIRASOL Trial

Overall Survival?

MIRV IC Chemotherapy
(n=227) (n=226)
1.0 mOS (95% CI) | 16.46 (14.46-24.57) [ 12.75 (10.91-14.36)
> Events, n (%) 90 (39.6) 114 (50.4)
% 0.87 Mirvetuximab Soravtansine-gynx HR (95% Cl) 0.67 (0.50-0.89)
o
S P value 0.0046
a 0.6
©
Z H
; 0.4 IC Chemotherapy
g
3 0.2
0.0 — * Censored
1 \ \ \ 1 1 \ \ \ 1 1
0 3 6 9 12 15 18 21 24 27 30

Time (months)
No. Participants at Risk
MIRV 227 204 175 128 82 53 28 15 9
IC Chemotherapy 226 185 157 107 68 39 18 9 5

SN
o
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Figure adapted from Moore KN, et al.’
Data cutoff: March 6, 2023. c
Adverse events were graded according to the National Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE) version 5.0.
IC, investigator’s choice; MIRY, mirvetuximab soravtansine-gynx; Pac, paclitaxel; PLD, pegylated liposomal doxorubicin; Topo, topotecan. @
3Safoty population. . “
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Drug sensitivity Score (vitroscan) /

Tissue processing Drug exposure 3D imaging Drug effect Clinical correlation
-’ g esE 2
‘. o _, - oI -
'. .. 384-well plate e
EOC sample Ex vivo tumor in preserved TME Morphological Dose Patient stratification

feature extraction

14 days

Patient X Patient Y
-E j Carboplatin lj j Carboplatin
1 j! Paclitaxel I E Paclitaxel
I—Ij Doxorubicin -i I 3 Doxorubicin
-: 3 Gemcitabine -.: I I Gemcitabine
-i : Topotecan - I : Topotecan
l jOlaparib ‘; | j Olaparib

0 50 100 0 50 100
Insensitive Sensitive Insensitive Sensitive

Koedoot E NPJ Precis Oncol. 2025



Olijf //

® o0
 Informatie over gynecologische kankers ll/j"
* Ervaringsdeskundigen Al Y
g-,vr'3cc3lc-gi—;:f";;‘i§i$.:c-'

* 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

Summary y

e Ovarian cancer has poor prognosis and high unmet need

* Firstline therapy: chemotherapy plus/min HIPEC and plus/min PARPi

* Immunotherapy: checkpoint inhibition so far no standard therapy in NI, TIL,
Bispecific ab, ADC’s in trial

* Future perspectives: ADC’s, Cellular therapies

 OLUF
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Thank you, Questions?
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