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INCIDENCE

Incidentie per jaar, Aantal

Incidentie per jaar, Aantal
Baarmoederlichaamkanker Baarmoederlichaamkanker
Geslacht: Man en vrouw | Leeftijdsgroep: Totaal | Regio: Nederland | Stadium: Totaal Geslacht: Man en vrouw | Regio: Nederland | Stadium:
Totaal
2.500 1.250
1.000
2.000
750
1.500 =
2 g
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5
< 500
1.000
250
500
o
1990 1995 2000 2005 2010 2015 2024
Jaar van diagnose
1990 1995 2000 2005 2010 2015 2024 Leeftijdsgroep
Jaar van diagnose -+ 0-14 - 15-29 30-44 -+ 45-59 % 60-74 @ 75+
2024, 2023: Deze cijfers betreffen voorlopige gegevens. 2024, 2023: Deze ciffers betreffen voorlopige gegevens.
Bron: NKR Bron: NKR
Gewijzigd op: 27 januari 2025

Gewijzigd op: 27 januari 2025
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FIGO 2023 STAGING

TABLE 1 2023 FIGO staging of cancer of the endometrium.>?

Stage Description
Stage | Confined to the uterine corpus and ovary®
1A Disease limited to the endometrium OR non-aggressive histological type, i.e. low-grade endometroid, with invasion of less

than half of myometrium with no or focal lymphovascular space involvement (LVSI) OR good prognosis disease
I1A1 Non-aggressive histological type limited to an endometrial polyp OR confined to the endometrium
I1A2 Non-aggressive histological types involving less than half of the myometrium with no or focal LVSI

|1A3 Low-grade endometrioid carcinomas limited to the uterus and ovary®

1B Non-aggressive histological types with invasion of half or more of the myometrium, and with no or focal Lvsié
Ic Aggressive histological types® limited to a polyp or confined to the endometrium
Stage Il Invasion of cervical stroma with extrauterine extension OR with substantial LVSI OR aggressive histological types with
myometrial invasion
1A Invasion of the cervical stroma of non-aggressive histological types
{11:3 Substantial LVSI® of non-aggressive histological types
nc Aggressive histological types® with any myometrial involvement
Stage Ill Local and/or regional spread of the tumor of any histelogical subtype
1A Invasion of uterine serosa, adnexa, or both by direct extension or metastasis

11IA1 Spread to avary or fallopian tube (except when meeting stage IA3 criteria)®
IA2 Involvement of uterine subserosa or spread through the uterine serosa

ne Metastasis or direct spread to the vagina and/or to the parametria or pelvic peritoneum

11IB1 Metastasis or direct spread to the vagina and/or the parametria
1IB2 Metastasis to the pelvic peritoneum
mc Metastasis to the pelvic or para-aortic lymph nodes or both’
I1IC1 Metastasis to the pelvic lymph nodes
HIC1i Micrometastasis
IICii Macrometastasis
IIC2 Metastasis to para-aortic lymph nodes up to the renal vessels, with or without metastasis to the pelvic lymph nodes
1IIC2i Micrometastasis
IIC2ii Macrometastasis

Stage IV Spread to the bladder mucosa and/or intestinal mucosa and/or distance metastasis
IVA Invasion of the bladder mucosa and/or the intestinal/bowel mucosa
IVB Abdominal peritoneal metastasis beyond the pelvis
vC Distant metastasis, including metastasis to any extra- or intra-abdominal lymph nodes above the renal vessels, lungs, liver,

brain, or bone

Molecular integrated

TABLE 2 FIGO endometrial cancer stage with molecular classification.”

Stage designation lecular findings in pati with early end: | cancer (Stages | and |l after surgical staging)
Stage IAMuq, et POLEmut endometrial carcinoma, confined to the uterine corpus or with cervical extension, regardless
of the degree of LVSI or histological type
Stage 11ICm 5.0 p53abn ial carcinoma confined to the uterine corpus with any myometrial invasion, with or
without cervical invasion, and regardless of the degree of LVSI or histological type
L}

Stage Il

Erasmus MC
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FIGO 2023 STAGING: VALIDATION
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FIGO 2023 STAGING: VALIDATION
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HISTORIC MAJOR PROGNOSTIC FACTORS

« Age
« Stage
* Depth of myometrial invasion

 Histology
« Histological type
 Grade
* Lymph-vascular space invasion
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THE CANCER GENOME ATLAS 2013
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TCGA - SURROGATE MARKERS
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PORTEC-1&2 (N=834 HIR, ENDOMETRIOID)

0 100 . POLEmut
5.9% POLE 26.3% MMRd A MMRd
3% Multiple g NSMP
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8.9% p53abn

50

ase Specific Su
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0 5I 1IO 15
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High-intermediate
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Surrogate markers improve prognostic accuracy in low stage, intermediate risk | slio0 et al, CCR 2016
endometrial cancer
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CONFIRMATION IN OTHER COHORTS
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MOLECULAR CLASS PREDICTS RT-RESPONSE

A POLEmut EC: Time to Locoregional Recurrence B MMRd EC: Time to Locoregional Recurrence
] ] e 880 patients from PORTEC-1&2
Z . Z ol ) )
s o 2 o] randomised trials
‘é 06 S 06
2 05 i-" 05
RN ER « POLE: no recurrence
; 03 —— No adjuvant treatment g 031 —— No adjuvant treatment
©w 02 —— External beam radiotherapy [77] 0.2 4 P=.74 —— External beam radiotherapy
o1  Vaginal brachytherapy 0.1 —— Vaginal brachytherapy ° M M Rd . Sma” ns beneflt EBRT 94 2% or

L] 1 2 3 4 5 6 0 1 2 3 4 5 6 .
Time (years) Time (years) VBT 94.2% vs. No adj treatment 90.3%
T T S S 1 A A S S p=0.74
c p53abn EC: Time to Locoregional Recurrence D NSMP EC: Time to Locoregional Recurrence ¢ p53abn. NO adj treatement 72'2 A) and VBT
i o) y) —
_ ;ljgftf% B B 64.3% worse vs. EBRT 96.6% p=0.048
E 08 : — E 0.8 ] i
£ 0o £ o0l * NSMP: benefit for both EBRT 98.3% or VBT
2 05 2 05 .
3 04 3 04 96.2% vs. No adj treatment 87.7% p<0.001
S 034 N 'S o03 N
S 0zl poow s S 02 resonn T Mot
0.1 —— Vaginal brachytherapy 0.1 —— Vaginal brachytherapy
I o 1 2 1 . . .
Time (years) Time (years)
EE '\:\B(”sk 18 14 1 1 10 10 9 EE :ilat'iﬂk 144 134 127 121 118 113 109

&
3 E EsRT 33 30 26 24 21 16 13 3 E EBAT 240 238 232 223 216 201 182

gE VBT 19 4 n 10 8 B 7 5% 0 13 0 108 106 99 92 L) Horeweg et al, JCO 2023
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PORTEC-2 UNFAVORABLE FEATURES

Endometrial Cancer Related Survival Pelvic Recurrence Risk Factors:
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PORTEC-4A: MOLECULAR VS STANDARD

Randomisation

Individual treatment g Standard treatment
recommendation based on 2 <:> 1 recommendation based on
molecular pathology analysis clinicopathological factors
Favourable Y Observation (~55%) Vaginal brachytherapy
Intermediate Vaginal brachytherapy (~40%)

Unfavourable : External beam radiation therapy (~=5%)

v
D:GOG

H
Gvnaecological Oncology Groun

Dutch

CANCER gi‘l'ig Follow-up and Quality of Life

SOCIETY
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PORTEC-3 TRIAL IN HIGH RISK

Relapse Free Survival
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NSMP ROLE OF ER-STATUS

Prognosis of NSMP ER-neg similar to p53abn
Stongest model within NSMP: combination ER-

neg OR grade 3 versus ER-pos AND endometrioid

grade 1/2
B DSS all stages NSMP low-grade+ERpos
1.00 —##.et;::---;‘- AR aa ey 2 g T [ -
- T H -4y Tyt
9 et
H NSMP high-grade/ERneg
8o
HR(IR 15.96 (96% CI: 8.523-31.847) ~ high vs. low
ank p < 0.0
Total follovs;-up (years)
high 140 121 101 83 58 42
low 742 679 648 564 400 275

Jamieson et al. Modern Pathology 2023
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KEYNOTE B21

Phase Il trial investigating addition of pembrolizumab to
adjuvant chemotherapy (+/- EBRT) -> more than 80% EBRT
Stage IlI/IVA of any histology, or stage I/ll of non-endometrioid
histology or endometrioid histology with p53/TP53 abnormality

No. of events/No. of patients

Overall

A
%65y

Region
Western Europe
North America
Rest of the world
EC%G PS

1
Lymph node dissection
Yes

FIGO (2009) stage
i

nnv
Histology
Endometrioid
Nonendometrioid
MMR status
PMMR
dMMR
Planned radiotherapy
EBRT with cisplatin
EBRT without cisplatin
No EBRT
Lymph node involvement
Yes
No
Not evaluable

240/1095

108/653
132/442

164/702
75/383

70/311
56/213
114/571

181/825
59/270

214/985
26/110

58/371
182/724

98/594
142/501

207/814
33/281

36/189
1221502
82/404

127/473
103/584
10/38

0.1

HR (95% CI)
. 1.02 (0.79-1.32)
— 1.00 (0.68-1.46)
—d— 0.97 (0.69-1.37)
= 1.14 (0.84-1.55)
o om | 0.76 (0.48-1.19)
—— 0.96 (0.60-1.54)
- 1.52 (0.90-2.57)
] 0.88 (0.61-1.27)
- 0.94 (0.70-1.25)
S 1.23 (0.73-2.05)
—a— 0.97 (0.74-1.27)
— 1.33 (0.60-2.93)
J 1.35 (0.80-2.27)
ol 0.91 (0.68-1.22)
— 0.75 (0.50-1.11)
+u— 1.26 (0.91-1.76)
m 1.20 (0.91-1.57)
= 0.31 (0.14-0.69)
—_— 1.02 (0.53-1.96)
e 0.85 (0.60-1.22)
- 1.25 (0.81-1.92)
—om | 0.83 (0.58-1.18)
J I 1.17 (0.80-1.73)
3.05 (0.65-14.4)

1 10

Pembro + CT better

Placebo + CT better

ES
®
2
3
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n H :
g 50 : :
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E Lo H :
: . INEEENEE
0 (95% CIJ, ©s%en | Pvalue .
9 30 :
g Pembro + CT 119 (22] . :
2 gy Fwen @2) (NRNR) o worn :
) _ o (0.78-1.32)
Placebo +CT 121 (22) (NR-NR)
0 T T T T T 1
0 6 12 18 24 30 36
No. at risk Time from randomization, months
Pembro +CT 545 505 452 347 134 27 0
Placebo + CT 550 515 470 358 132 23 0
96%
B 100 c 0 b
90
E:E
g 704
4
5 60
n
B 50
3
Q HR
:
3
NR
g 0 PemrereT 8@ e .
NR (0.14-0.69)
10 Placabo + CT 25(18) (29.5-NR)
0 T T T t T 1
0 6 12 18 24 30 36
No. at risk Time from randomization, months
Pembro +CT 141 136 129 103 46 10 [
Placebo + CT 140 134 127 59 8 7 0
van Gorp et al. Ann of Onc 2024
Slomovitz et al. JCO 2024
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ESGO-ESTRO-ESP 2021 GUIDELINE

Risk Group

Molecular Classification Unknown

Molecular Classification Known3,*

» Stage [A endometrioid + low-grade** + LVSI Bfe Stage I-II POLEmut endometrial carcinoma, no FI rSt I nteg ratl O n Of h IStO p at h O I O g I C al an d
negative or focal residual disease H H .
» Stage [A MMRdA/NSMP endometricid carcinoma + m O | eC u I ar fea'tu reS I n rIS k g ro u pS "
low-grade** + LVSI negative or focal
o
Intermediate # Stage IB endometrioid + low-grade™ + LVSI l » Stage IB MMRd/NSMP endometrioid carcinoma + PO L E g OOd
negative or focal low-grade** + LVSI negative or focal . .
« Stage 1A endometrioid + high-grade®™ + LVSI §§ » Stage IA MMRd/NSMP endometrioid carcinoma + o M M Rd & N S M P I nte rmedlate
negative or focal high-grade** + LVSI negative or focal
s Stage IA non-endometrioid (serous, clear cell, § # Stage [A p53abn and/or non-endometrioid (serous, o p53abn poor
undifferentiared  carcinoma, carcinosarcoma, clear cell, undifferentiated carcinoma,
mixed) without myometrial invasion carcinosarcoma, mixed) without —myometrial
invasion
High- « Stage | endometrioid + substantial LVS], regardless § » Stage | MMRd/NSMP endometrioid carcinoma + H H H H 1 .
intermediate of grade and depth of invasion substantial LVSI, regardless of grade and depth of Sh Ifts I n h |St0 r I C al r I S k g rO U p S .
« Stage IB endometrioid high-grade**, regardless of invasion . . . . .
LVSI status . Stagc IB MMRd/NSMP endometrioid carcinoma Sh Ift fro m hlg h to h Ig h—l nte rm ed Iate
« Stage I high-grade**, regardless of LVSI status
« Stage Il MMRd /NSMP endometrioid carcinoma ° Endometr|0|d Stage I grd3 & I I . Substantlal
1
High = Stage [I[I-IVA with no residual disease  Stage [[I-IVA MMRd/NSMP endometrioid carcinoma LVS I
« Stage I-IVA non-endometrioid (serous, clear cell, with no residual disease
undifferentiated  carcinoma, carcinosarcoma, Stage I-IVA p53abn endometrial carcinoma with . . . . . .
mi)fed) with myometrial invasion, and with no imyometrial invasion, with no residual disease S h Ift fro m h I g h - I nterm ed I ate tO I nterm ed Iate
residual disease  Stage I-IVA NSMP/MMRd serous, undifferentiated
carcinoma, carcinosarcoma with  myometrial 1N _ 1 _
e +  Endometrioid low-grade 1B and high
Advanced » Stage [[I-IVA with residual disease = Stage I1I-IVA with residual disease of any molecular g rade IA
Metastatic * Stage [VB type ) ) '
asuage VB olany molecular ype Shift from intermediate to low
AFor stage III-IVA POLEmut endometrial carcinoma) and stage I-IVA MMRd or NSMP clear cell carcinoma with myometrial
/as i cia ata are available allocate Bhese patients to a prognostic risk-group in the molecular classification.
Prospective registries are recommended
* see text on how to assign double classifiers (e.g. patients with both POLEmut and p53abn should be managed as POLEmut)
w ac‘r_urding to Fhe binary FIGO grading, grade 1 and grade 2 carcinomas are considered as low-grade, and grade 3 carcinomas are ESGO_ESTRO_ESP guidelines
considered as high-grade.
pS53abn: p53 abnermal, MMRd: Mismatch Repair Deficient, NSMP: nonspecific molecular profile, POLEmut: polymerase £ mutated Concinetal. IntJ Gyn Onc 2021
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TRANSPORTEC - RAINBO

RAINBO
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\»
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No adjuvant therapy

—
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RAINBO Research
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MULTIMODAL DEEP LEARNING

a Stepl: ial cancer patch ion learning

H&E WSI

Segmentation, patching, and sampling Features

 MLPhead
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b Step II: multimodal time-to-event supervised training
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Fremond et al, Nature Med 2023

Distant recurrence-free probability

HECTOR developed with 2072 patients including PORTEC
studies

H&E-stained, whole-slide images and tumor stage as input

C-index internal 0.789 validation 0.828 and 0.815 distant
recurrence

Predicted adjuvant chemotherapy benefit better

PORTEC-3 HECTOR low risk

PORTEC-3 HECTOR intermediate risk

PORTEC-3 HECTOR high risk
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08 0.8+ 08
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CONCLUSIE

* Moleculaire risico factoren moeten meegenomen worden in diagnostiek,
behandel adviezen en nieuwe studies:

o Reduceren van over- en onderbehandeling
o Studies onderweg
* Moleculaire risicofactoren predictief voor respons op radiotherapie

« Toekomstig gebruik van deep learning in de pathologie is veelbelovend
vanuit een modiaal perspectief

Erasmus MC
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