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Komt een vrouw bij de dokter...

Aspecifieke klachten (via internist)
* Malaise en anorexia

* Vage gastro-intestinale klachten
 Dikker wordende buik

* Passage stoornissen darmen

* Mictieklachten

 Gewichtsverlies
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Lichamelijk onderzoek:
e RIP kleine bekken
* ascites

e vergrote supraclaviculaire lymfklier (Virchow)

* Transvaginale echografie:

 afwijkend ovarium, vrij vocht

* Bloedonderzoek

 CA125, CEA, hematologie, nierfunctie
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Ovariumtumoren

Benigne tumoren
Borderline tumoren van het ovarium

Maligne tumoren
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Transvaginale echo: Risk of Malignancy Index

Index = CA 125 (U/ml) x menopauze status x echoscore

Menopauze status:
* Premenopauze =1
* Postmenopauze =3

Echoscore:
0 indien geen van onderstaande
1 indien een van onderstaande
3 indien twee of meer van onderstaande kenmerken:

Multiloculair

Solide partijen

Bilateraal

Intra abdominale metastasen
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Bij een cutoff van 200:

Sensitiviteit 71-97%
Specificiteit 85-92%
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IOTA simple rules
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IOTA adnex model

(1) maximum diameter of (2) proportion of solid (3) more than 10 cyst
lesion (mm) tissue locules (yes vs no)

(4) number of papillary
projections (0, 1, 2, 3,
more than 3)

(5) acoustic shadows (yes

vs no) (6) ascites (yes vs no)
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IOTA adnex model

70
] Benign tumor 33.5 %
" B 113lignant 66.5 %
Borderline 14.6 %
50 M stage 1 19.1 %
Stage II-IV 19.3 %
40 B \ietastatic 13.5 %
30
20

10 . -
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Ovariumcarcinoom: CT scan

CT Thorax-abdomen
Waar let je op?

RIP

Omental cake

Ascites

Lever/ milt metastasen
Peritoneale deposities
Retroperitoneale klieren
Pleuravocht
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In de praktijk....

Ovariumcyste ZONDER aanwijzingen voor
metastasen:

Op basis van RMI / IOTA laag risico: expectatief vs
laparoscopische adnexextirpatie

Op basis van RMI / IOTA hoog risico:
‘proeflaparotomie’ met vriescoupe

(Op basis van RMI / IOTA hoog risico:
laparoscopische adnexextirpatie ‘zonder spill’)
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Operatie //

— Durante OK verder beleid bepalen
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 NL 1400 /jaar

 Circa 75% diagnose hoog stadium
 Merendeel stadium Il (buikholte verspreid)
 Mediane leeftijd 65 jaar

e Lifetime risico 1.3%, 1 op 78
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Overleving ovariumcarcinoom (alle stadia)

100
80 Jaren na diagnose: 5
2015-2022: 40 %
Aantal patiénten: 1.991 Jaren na diagnose: 10
60 2005-2014: 28%
) Aantal patiénten: 2.847
40
20
0

0 1 2 3 4 5 6 7 8 9 10
Jaren na diagnose

Jaar van diagnose

NKR cijfers over kanker
-0~ 2005-2014 - 2015-2022
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5-jaars overleving ovariumcarcinoom per stadium /

Stadium Na 5 jaar leeft

1 88%

2 69%
3 29%
4 14%

NKR cijfers over kanker
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Risicofactoren

Reproductieve factoren:
* Geen of een laag aantal kinderen verhoogt de kans op een ovariumcarcinoom

* De kans op een ovariumcarcinoom wordt met 30 tot 50% verlaagd door het gebruik van
> 3 jaar ovulatieremmers of meerdere zwangerschappen.

Genetische factoren (10% - 15 % vd ovariumcarcinomen)

 BRCA1 (chromosoom17): 39% risico ov ca (begint vanaf 35 jaar)
 BRCA2 (chromosoom13): 16 % risico ov ca (begint vanaf 40 jaar)

* Nog aantal andere mutaties (CHEK2, BRIP,...) met lagere risico’s
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Screening?

13001 —— No screening group

1200 ——MMSgroup  Multimodale screening

11004 T USSgroup  Echo screening

1000
900
800
700 —
600 —
500
400
300

200 MMS vs no screening HR 1-04 (95% CI 0-93-1-15); p=0-51
100 USS vs no screening HR 1-04 (95% Cl 0-94-1-16); p=0-43

Cumulative incidence of ovarian and tubal cancer
per 100000 women

T T T T T T T
0 2 4 6 8 10 12 14 16 18

Number at risk Menon et al 2021
(number censored)

No screening 101297 (99) 100339 (122) 98911 (126) 97202 (135) 95311 (129) 92414 (129) 88732 (125) 85151 (110) 56370 (39) 9992
MMS 50618 (82) 50046 (63) 49277 (58) 48322 (70) 47219 (67) 45752 (60) 43994 (68) 42257 (39) 27837 (15) 4947
USS 50614 (93) 49199 (51) 48295 (59) 47350 (66) 46241 (49) 44858 (58) 43238 (71) 41534 (49) 27405 (20) 4912

— Geen verschil in incidentie OC
— Geen verschil in aantal patiénten wat overlijdt aan OC
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Preventie?

Atypla

Hyperplasia "'n

FP33-signature
Kormal epithelivm

o

G TUBA-WISP II
study
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Origin: Fimbrial epithelium/Ovarian surface epithelium

High-grade serous ovarian
cancer (HGSOC) (70%)

P53 mutations (90%)
BRCA1/2

Low-grade serous ovarian
cancer (LGSOC) (<5%)

KRAS
BRAF

Origin: Endometriosis-
associated ovarian cysts

Ovarian clear
cell carcinoma
(OCcCC)
(~10%)

ARID1A

Ovarian
endometrioid
carcinoma
(OEC) (~10%)

ARID1A

Origin: Germ cell

Small cell carcinoma of
the ovary, hypercalcemic
type (SCCOHT)
(2%-3%)

SMARCAZ2/4 germline
mutations




Laag stadium ovariumcarcinoom stageren

Doel stageren:

* Detectie van occult hoger stadium

e Daarmee indicatie voor chemotherapie
* Kans upstaging stadium =12-19 %

* Kans positieve klieren = 4-8%

Methode stageren:

 Laparoscopisch of laparotomie
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Metastasering ovariumcarcinoom

Contralaterale ovarium
Directe doorgroei in uterus of tuba
Intra-abdominale verspreiding:

e ascites
e omentum

e peritoneum
Lymfogeen: pelviene en para-aortale klieren
Hematogeen (2-3%): in lever, in pleuravocht
Zelden: hersenen, subcutaan
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Ovariumcarcinoom stadiéring bij klinisch laag stadium /

Spoelvocht of ascites

Uterus + adnexextirpatie
Biopten peritoneum
Omentectomie
Darminspectie (meckelen)

Para-aortaal en pelviene lymfeklieren sampling
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Maar, heel vaak hoog stadium ovariumcarcinoom...

Omental cake
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Hoog stadium ovariumcarcinoom /

Omental cake Mesenterium met
tumordeposities

Jan Keizer symposium 22-4-2026




Hoog stadium ovariumcarcinoom; behandelstrategie /

Primaire debulking

6 kuren carboplatin + paclitaxel i.v.
Evt ook intraperitoneaal via catheter

NACT gevolgd door intervaldebulking

- - - o

3 kuren om de 3 weken Evt + HIPEC “‘ adjuvant 3 kuren
of wekelijks schema

IV CHEMO
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Primaire debulking of interval debulking?

Overall survival

100 |,
90 A Median survial
80
y PDS: 29 months
60 IDS: 30 months
201 HR for IDS:0.98 (0.85-1.14)
40
30 4
20 4
10
0 | | | | I  (years)
0 2 4 6 8 10
0 N Number of patients at risk : Treatment
259 361 183 68 16 2 = Upfront debulking ¢
251 357 191 56 11 1 Neoadjuvant chems

Vergote, NEJM 2010;363:943-53
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Debulking /

Doel: complete debulking (geen zichtbare tumorrest)
(optimaal <1cm, incompleet >1cm)

Uterus- en adnexextirpatie,

omentum, metastasen

Indien nodig voor complete resectie:
darmresectie met anastomose/stoma
Evt miltextirpatie

Evt peritoneum, strippen diafragma
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Streven naar complete debulking

Role of surgical outcome as prognostic factor in advanced epithelial ovarian cancer:
A combined exploratory analysis of 3 prospectively randomized phase 3

multicenter trials (n=3126) (Du Bois et al., Cancer, 2009)

0%

5% 1

HR (95%CI)
1-10 mm vs. 0 mm: 2.70 (2.37; 3.07)
>10 mm vs. 1-10 mm:1.34 (1.21; 1.49)

log-rank: p < 0.0001

50% 4

% overall survival

> 10 mm Stadium IIB en hoger
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De operateur is belangrijk! /

GO verwijderen vaker alle macroscopische
tumor (24% vs. 12%; P = 0.02)

GG lieten vaker tumor achter < 2 cm
(62% vs 45%, P = 0.05)

Bupvival (%)

Logaank P = Q.02

24 36 48

Tine {mos)

- In de GO groep was 5-jaars overleving
D 32% versus 11% (P < 0.001)

=== Gynecologic oncologist 119 B3 58 45 27 16
- General gynecologist 192 T3 Y2 48 24 13

Engelen MJA. Cancer 2006;106:589-98
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Het grote dilemma: ‘NACT of PDS’
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Laparoscopie om ‘debulkbaarheid’ te beoordelen

Table 3. Primary Outcome (futile laparotomies per treatment arm [intention-to-treat analysis]) and Secondary Outcome (patients who underwent zero, one, or two
laparotomies per intervention arm) for All Patients and for Patients With Histologically Confirmed Stage I1IC or IV Ovarian Cancer

Outcome Laparoscopy Before Surgery No (%) Primary Surgery, No. (%) RR (95% Cl) &
— — e — —
] 102 99 \

Futile laparotomy* 10 (10) 39 (39) 0.25 (0.13 to 0.47) < .001

Futile laparotomy any residual diseaset 27 127) 56 (57) 0.47 (0.32 to 0.68) < .001 >

. omies )

0 4 (4) 1) < .001

1 94 (92) 70 (71)

2 4 (4) 28 (28)
No. in FIGO stage IIIC or IV 71 69

Futile laparotomy* 6 (8) 32 (46) 0.18 (0.08 to 0.41) < .001

Futile laparotomy any residual diseaset 20 (28) 47 (68) 0.41 (0.28 to 0.62) < .001
No. of laparotomies in FIGO stage IIIC or IV

0 3 (4) 1(1) < .001

1 64 (90) 46 (67)

2 4 (6) 22 (32)

Abbreviations: FIGO, International Federation of Gynecology and Obstetrics; RR, relative risk.
*> 1 cm of residual disease after primary cytoreductive surgery.
> 0 cm of residual disease after primary cytoreductive surgery.
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Steeds vaker NACT en IDB....
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B 1004 — Surgery group: median 10-7 months (95% Cl1 9-6-12-0)
1004 Surgery group: median 33-3 months (95% €1 29-0-39-1) o atérgegfplusancllPEC groug: . 14é3 months (5% C112.0-18.5)
Surgery-plus-HIPEC group: median 44-9 months (95% C1 38-6-55-1) 0-63 (95% C1 0-48-0-83), p=0-000
HR 0-70 (95% €1 0.53-0.92), p=0-011 80
80 .
g
'Tg 6
£ 6o- g %07
s 3
'z o
a c
= <]
g 40 '% 404
¢ g
a.
20 20
0 T T T T T T T T T T 0 T T T T T T T T T T
0 12 24 36 48 60 72 84 96 108 120 0 12 24 36 48 60 72 84 96 108 120
Number at risk Time since randomisation (months) ( NI;meer at rizl;
(number censored) number censore
Surgerygroup 123 106 83 57 36 24 20 17 10 9 7 Surgerygroup 123 49 17 10 9 8 8 8 5 4 3
@ @O @® O @O @M @ @ s 6 (8 (0) (1) (1) (1) (1) (1) (1) (1) (4) (5 (6)
Surgery-plus-HIPEC group 122 113 91 74 56 45 38 22 19 17 11 Surgery-plus-HIPEC group 122 70 40 24 17 15 15 9 7 7 6
) (0 © (0 (O (0 0y (8 (10 (0 (13 (0) (0) {0) (0) (0) (0) (0) {5) (6) (6) (7}

- 3.5vs 12.0 mnd voordeel van HIPEC PFS vs OS

- Vergelijkbare toxiciteit
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Hypertherme IntraPeritoneale Chemotherapie -HIPEC

Tijdens intervaldebulking

Continue circulatie Cisplatinum 100 mg/m?
40-41° C

90 minuten perfusie

Jan Keizer symposium 22-4-2026




Randomisatie voor operatie

245 patiénten, 10 jaar, 8 centra (3 centra 75% inclusies)
‘maar’ 80% RO na operatie, snijtijd verdubbeld in HIPEC groep

3.5vs 12.0 mnd voordeel van HIPEC PFS vs OS
Vergelijkbare toxiciteit

Heel veel studies zonder voordeel van HIPEC

Fotopoulou, Ann Oncol, 2018
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E\ Progression-free survival

100+

80+

60

Survival, %

40

20+

Hazard ratio, 0.88 (95% Cl, 0.63-1.21)
P=.43 by log-rank test

HIPEC

Control

No. at risk
Control group 92 70 33
HIPEC group 92 74 38

Overall survival

100+

80+
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Follow-up, y
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24 12 10 7 4 2 0

Hazard ratio, 0.87 (95% Cl, 0.58-1.32)
P=.52 by log-rank test

HIPEC
Control

No. at risk

Control group 92 89 81
HIPEC group 92 90 82

4 5 6 7 8 9 10
Follow-up, y

51 28 18 12 6 1 0
60 31 20 13 6 3 0

Lim JAMA Surg 2022



PDS versus NACT

TRUST Study Design

Main Inclusion Criteria Primary Cytoreductive Surgery

» Epithelial ovarian, fallopian tube
or peritoneal cancer

» FIGO stage IlIB/C, IVA/B
* Considered resectable
* Fit enough to tolerate radical

el Neoadjuvant Chemotherapy
+
Stratification factors Interval Cytoreductive Surgery
« Center
» Age-ECOG-combination
ECOGO and age s65y vs. Recommended systemic treatment:
ECOG=>0 or age >65y » Carboplatin AUC5, Paclitaxel 175mg/m? q3w
Qualification process for participating * Bevacizumab 15mg/kg q3w as indicated
centers to ensure surgical quality + PARPI as indicated

+ Study participation or any other treatment
as long as applicable for both study arms

2025 ASCO #ASCO25 PRESENTED BY: Sven Mahner, MD Sven.Mahner@med.uni-muenchen.de

AMMNUAL MEETING Prazentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.ong

L L]
]
AGO
[
o
STUDY GROUP e
°

Primary endpoint
* Overall survival

Key secondary endpoints
+ Progression-free survival

* Complete resection rate

+ Surgical procedures

+ Surgical morbidity

+  Quality of life

Predefined exploratory and
translational endpoints

" AMERICAN SOCIETY OF
CUNICAL ONCOLOGY

KENOWLEDGE COMQUERS CANCER



PDS versus NACT

TRUST Results: Surgical Outcome AGO?

STUDY GROUP @
=

PCS (n=345) NACT-ICS (n=343) Total (n=

Residual disease, n (%)
complete gross resection 235 (68%) 271 (79%) 506 (74%)

acroscopic residual disease 99 (29%) 49 (14%) 148 (22%)
0.7-0.5cm 39 (11%) 29 %) 68 (9.9%)
0.6-1 cm 25 (7.3%) 7 (2.0%) 32 (4.7%)
>1cm 35 (10%) 13 (3.8%) 48 (7.0%)

not operated / not reported 11 (3.2%) 23 (6.7%) 34 (4.9%)

Documented complete resections

in operated patients, n (%) 235/334 (70%) 271/320 (85%) 506/654 (77%)
2025 ASCO eresenteD B: Sven Mahner, MD Sven.Mahner@med.uni-muenchen.de ASCO uasrsesis
AMNUAL MEETING Presentation is proparty of the author and ASCO. Permission required for reuss; contact permissionsi@asco.org KNOWLEDGE COMQUERS CANCER



PDS versus NACT /

TRUST Results: Prespecified Exploratory Subgroup Analysisﬁgg:}

Complete Gross Resection in All FIGO Stages

PCS NACT-ICS PCS NACT-ICS
PFS PFS (n=235) (n=271) OS oS (n=235) (n=271)
1.00 Events, n (%) 137 (58 3%) 199 (73 4%) 1.00 Events, n (%) 126 (536%) 167 (616%)
HR (95% Cl) 0.69 (0.56: 0.86) p=0.0009 HR (95% Cl) 0.80 (0 63: 1.00) p=0.0521
Median (95% CI), months ~ 27.9 (232:320) 21.8 (19.3: 245) Median (95% CI), months ~ 67.0 (56.2: 759) 55.0 (47.5: 62.5)
0.751 0.754
2 >,
= = 55%
(0] 0
o] m
©0.504 8 0.501
o st
4 @
o o)
46%
0.251 H 0.251
1
1
1
i
0 —
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time (months)

Time (months)
Number at Risk Number at Risk
- 235 223 219 206 193 181 172 160 145 132 120 102 61 44 21 10

- 235 210 175 139 108 &9 65 45 34 22 18 12 6 2

— 271 261 221 151 100 68 46 3 22 12 9 7 2 0 — 271 268 260 247 221 204 181 165 144 130 117 94 59 37 23 b5
2025 ASCO #ASCO25 presenTen 8v: Sven Mahner, MD Sven Mahner@med uni-muenchen de ASCO et el
ANMNUAL MEETING Presentabon is property of the avthor and ASCO. Permission required for reuss; contact permissions@asco.ong KNOWLEDGE COMQUERS CAMCER



HIPEC bij PDS

OVHIPEC-2 is registered at ClinicalTrials.gov (NCT03772028)

({OVHIPEC-2

R (1:1)
- Carboplatin . .
« FIGO stage Il PRIMARY CRS Wday 1 Primary endpoint
ovarian cancer + HIPEC 6 cycles + Overall survival
 Treated with n=269 Paclitaxel Secondary endpoints
primary CRS, ~175mg/m? IV, day 1 « Recurrence-free survival
<2.5mm residual 6 cycles « Time to subseq. anticancer
« WHO 0-2 treatment
PRIMARY CRS If indicated: » Safety (Clavien-Dindo+CTCAE)
n=269 - PARPi » Quality of Life
* N=538 - Bevacizumab (per » Health Economic Evaluation

investigator discr.)

V.

« Randomization during surgery, after CRS
« 5 years follow-up



HIPEC bij PDS

Accrual complete

Chemotherapeutic
agent NET
600 -
500
400
300
200
100 Heat exchanger Inflow catheters
0 i I
Jan'20 Jul'20 Jan'21 Jul'2l Jan'22 Jul'22 Jan'23 Jul'23 Jan'24 Jul'24 Jan'25 Jul'25
AARHUS UH 6 1CO NANTES 15 ) TpEle e
AMSTERDAM UMC 6 IRCCS BOLOGNA 34
AVL-NKI 28 IUCT TOULOUSE 20
ASTER CMI, INDIA 6 LEIDEN UMC 10 I Outflow catheters
ASU FC, UDINE 6 MAASTRICHT UMC 7
CATHARINA EINDHOVEN 14 TOta l: 541 MATER DUBLIN 13 Roller pump
CHU DE BESANCON 6 o MSKCC NEW YORK 10
CHU LILLE s Inclusion complete! usvwenre 12 .
CHU LYON 0 NCC, KOREA 14
CHU STRASBOURG 9 ODENSE UH
CITY OF HOPE DUARTE 8 RADBOUDMC 1
CLB LYON 8 RIGSHOSPITALET 54
CURIE PARIS 8 ROME GEMELLI 102
ERASMUS MC 9 ROYAL MARSDEN 4
HEIDELBERG UH 7 UMC UTRECHT 6
1B BORDEAUX 2 UMC GRONINGEN 28
ICM MONTPELLIER 33 UPPSALA UH 42
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Take home messages ovariumcarcinoom

* Erfelijkheid, sBRCA vs gBRCA, screening, preventie
* 75% diagnose hoog stadium
* Silent lady killer

e Laag stadium: stagering (detectie occulte tumor)

* Hoog stadium: combinatie chirurgie + i.v. chemotherapie
e debulking: primair of interval-streven naar complete debulking
e chemotherapie: standaard i.v. 6 kuren (a 3 weken of wekelijks)
* optie intra-peritoneaal chemotherapie (HIPEC)
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