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OBJECTIFS DU DIAGNOSTIC ET DU BILAN INITIAL

- Préciser le pronostic des patientes

- Définir les modalités de prise en charge

- Adapter les modalités de surveillance
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- Histologie : type 1
- Endométrioide

- Age :50-59 ans

- Hyper-estrogenie

- Histologie : type 2
- Séreux
- Cellules claires
- Carcinosarcome
- Age : 65 ans
- Pas d’hyper-estrogenie



Annals of Oncology

Annads of Oncology 27: 1641, 2016
dol: 10.1083/annonc/mdwi8a

ESMO-ESGO-ESTRO Consensus Conference
on Endometrial Cancer: diagnosis, treatment
and follow-up’

N. Colombo'*, C. Creutzberg?, F. Amant®4, T. Bosse®, A. Gonzalez-Martin®7, J. Ledermann?,
C. Marth®, R. Nout'?, D. Querleu-'2, M.R. Mirza'3, C. Sessa'® & the ESMO-ESGO-ESTRO
Endometrial Consensus Conference Working Group*

&

- Histologie : type 2

- Séreux

. ESMO-ESGO-ESTRO 2016
- Cellules claires
- Carcinosarcome e T

- Age:65ans
- Pas d’hyper-estrogenie



Annals of Oncology ’

Annals of Oncology 27: 16-41, 2016

doi: 10.108G//annone/mavd 84 ESMO_ESGO_ESTRO 2016

ESMO-ESGO-ESTRO Consensus Conference Endométrioide
on Endometrial Cancer: diagnosis, treatment 2 FIGO Il : Risque éleve
and follow-up'’
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- Histologie : type 1

- Endométrioide
- Age :50-59 ans i
- Hyper-estrogenie
10% histologie mixte
Faible reproductibilité
. . 25% discordance BE /
- Histologie : type 2 final
- Séreux
- Cellules claires I
- Ca rcinosa rcome Grag et al. Modern Pathol 2010

Gilks et al. Am J Surg Pathol 2013

- Age : 65 ans
- Pas d’hyper-estrogenie
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Peut-on faire mieux ?
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ARTICLE e 27
Integrated genomic characterization of

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

endometrial carcinoma
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Joint statement

Tm.;um ESGO/ESTRO/ESP guidelines for the management

g 7 of patients with endometrial carcinoma

Nicole Concin © ,'? Xavier Matias-Guiu,™ Ignace Vergote,” David Cibufa,* Mansoor Raza Mirza,”
Simona Mamitz.* Jonathan Ledermann 0 ° Tjalling Bosse, ' Cyrus Chargard,'' Anna Fagott,'”
= - Christina Fotopoutou © ,'* Antonio Gonzalez Martin,'* Sigurd Lax,'*'® Domenica Lorusso,”
Christian Marth,'” Prilippe Morice,” Remi A Nout,"” Dearbhatie O'Donneil,™ Denis Querieu
2020 Maria Rosaria Raspoliing 2 Jahd Sehou')\‘ Alina Sturdza,™ Alexandra Taytor,™ Anneke \h'bslnmunn."
Pautine Wimberger,”” Nicolatta Colombo,™ Frangols Planchamp,™ Caren L Creutzberg™

Risk group Molecular classification unknown

Low » Stage |A endometrioid + low-gradef +
LVSI negative or foca —

Intermediate » Stage IB endometrioid + low-gradef +
LVSI negative or focal —
» Stage IA endometrioid + high-gradef +
LVSI negative or focal _— Type 1 / Type 2
» Stage IA non-endometrioid (serous,
clear cell, undifferentiared carcinoma,
carcinosarcoma, mixed) without myometrial

invasion - Endométrioide / non endométrioide

High-intermediate » Stage | endometrioid + substantial LVSI
regardless of grade and depth of invasion
» Stage IB endometrioid high-gradet G ra d e 1

egardless of LVSI status
R Bas grade
Grade 2

Stage IlI-IVA with no residual disease

Stage I-IVA non-endometrioid (serous,
clear cell, undifferentiated carcinoma, Grade 3 - Haut grade
carcinosarcoma, mixed) with myometrial
invasion, and with no residual disease

) 45, /

Advanced
metastatic

Stage IlI-IVA with residual disease
Stage IVB

WAV




Joint statement

»

s\

2020

ESGO/ESTRO/ESP guidelines for the management
of patients with endometrial carcinoma

Nicole Concin © '? Xavier Matias-Guiu,>* Ignace Vergote,” David Cibufa,* Mansoor Raza Mirza,”
Simona Mamitz.* Jonathan Ledermann 0 ° Tjalling Bosse, ' Cyrus Chargard,'' Anna Fagott,'”
Christina Fotopoutou © ,'* Antonio Gonzalez Martin,'* Sigurd Lax,'*"® Domenica Lorusso,
Christlan Marth,'” Philippe Marice,” Remi A Nout,"” Dearbhatie ©'Donnell,™ Denis Querey @ 75
Maria Rosaria Raspolling,™ Jalid Sehoulh,™ Alina Sturdza,™ Alexandra Taytor,™ Anneke Westermann, ™
Pautine Wimberger,”” Nicoltta Colombo,™ Frangols Planchamp,™ Carlen L Creutzbarg™

Risk group Molecular classification unknown Molecular classification known*t
Low » Stage |A endometrioid + low-gradet + » Stage |-l POLEmut endometrial carcinoma,
LVSI negative or focal no residual disease
» Stage |IA MMRd/NSMP endometrioid
carcinoma + low-gradet + LVSI negative or focal
Intermediate » Stage IB endometrioid + low-gradef + » Stage |IB MMRd/NSMP endometrioid
LVSI negative or focal carcinoma + low-gradef + LVSI negative or focal
» Stage IA endometrioid + high-gradet + » Stage IA MMRd/NSMP endometrioid
LVSI negative or focal carcinoma + high-gradef + LVSI negative or
» Stage |A non-endometrioid (serous, focal
clear cell, undifferentiared carcinoma, » Stage IA p53abn and/or non-endometrioid
carcinosarcoma, mixed) without myometrial (serous, clear cell, undifferentiated carcinoma,
invasion carcinosarcoma, mixed) without myometrial
invasion
High-intermediate » Stage | endometrioid + substantial LVSI » Stage | MMRd/NSMP endometrioid
regardless of grade and depth of invasion carcinoma + substantial LVSI regardless of grade
» Stage IB endometrioid high-gradet and depth of invasion
regardless of LVSI status » Stage IB MMRd/NSMP endometrioid
» Stagell carcinoma high-gradef regardless of LVSI status
» Stage ||l MMRd/NSMP endometrioid
carcinoma
High »  Stage llII-IVA with no residual disease » Stage llI-IVA MMRd/NSMP endometrioid
» Stage I-IVA non-endometrioid (serous, carcinoma with no residual disease
clear cell, undifferentiated carcinoma, »  Stage I-IVA p53abn endometrial carcinoma
carcinosarcoma, mixed) with myometrial with myometrial invasion, with no residual
invasion, and with no residual disease disease
»  Stage I-IVA NSMP/MMRd serous,
undifferentiated carcinoma, carcinosarcoma with
myometrial invasion, with no residual disease
Advanced »  Stage llI-IVA with residual disease »  Stage llI-IVA with residual disease of any
metastatic » Stage VB molecular type
» Stage IVB of any molecular type




Joint statement

W ESGO/ESTRO/ESP guidelines for the management

CYNECOLOCICAL CANCER

7 of patients with endometrial carcinoma

Nicole Concin © ,'# Xavier Matias-Guiu,> Ignace Vergote,* Oand Cibua* Maﬂsoov Raza Mrza
Simone Mamitz.* Jonathan Ledermann ¥ Tialling Bosse Cyrus Chargari,'' Anna Faqon-
= - Christina Fo:opou\ou * Antonio Gonza\ez Mar'm * Sigurd Lax,'"® Domenica Lorusso o
Christian Marth,' Phuppe Morice,” Remi A Nout,"” Denmhate ©'Donnell,™ Ooms Querleu
2020 Mara Rosaria Rn:pollmt * Jalid Sehous, ™ Nm.': Sturdza,”™ Alexandra Taylor,™ Anneke Westermann,® -
Pautine Wimberger,”” Nicolatta Colombo,™ Frangols Planchamp,™ Caren L Creutzberg™

Risk group Molecular classification known*t
Low » Stage L—IlMendometrial carcinoma,
no residual disease

» Stage IA MMRA/NSMP endometrioid
carcinoma + low-gradet + LVSI negative or focal
Intermediate » Stage IB MMRd/NSMP endometrioid
carcinoma + low-grades + LVSI negative or focal
» Stage |IA MMRd/NSMP endometrioid
carcinoma + high-gradet + LVSI negative or
focal

» Stage and/or non-endometrioid
(serous, clear cell, Undifferentiated carcinoma, .
carcinosarcoma, mixed) without myometrial ( 1 ) M Utat Ions PO LE
invasion
High-intermediate » Stage | MMRd/NSMP endometrioid

carcinoma + substantial LVSI regardless of grade i+ A 1 1

oot it (2) Instabilité des microsatellites / MMRd

» Stage IB MMRd/NSMP endometrioid
carcinoma high-gradef regardless of LVSI status

» Stage Il MMRdA/NSMP endometrioid
carcinoma

High » Stage III—lVA MMRdINSMP endometrioid

Groupes / marqueurs moléculaires :

(3) Profil moléculaire non spécifique / NSMP

(4) Nombre élevé de copies / p53abn

» Stage -IVA NSMP/MMRd serous,
undifferentiated carcinoma, carcinosarcoma with
myometrial invasion, with no residual disease

Advanced »  Stage lII-IVA with residual disease of any
metastatic molecular type

» Stage IVB of any molecular type
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Molecular Classification of the PORTEC-3 Trial
“for High-Risk Endometrial Cancer: Impact on
Prognosis and Benefit From Adjuvant Therapy

Alicia Leon-Castillo, MD'; Stephanie M. de Boer, MD?; Melanie E. Powell, MD*; Linda R. Mileshkin, MBBS*; Helen J. Mackay, MD*;
Alexandra Leary, MD, PhD*; Hans W. Nijman, MD, PhD*”; Naveena Singh, MD, MBBS*; Pamela M. Pollock, PhD®; Paul Bessette, MD'%;
Anthony Fyles, MD™'; Christine Haie-Meder, MD'?; Vincent T. H. B. M. Smit, MD, PhD'; Richard J. Edmondson, MD'’; Hein Putter, MD';
Henry C. Kitchener, MD'?; Emma J. Crosbie, MD, PhD'; Marco de Bruyn, PhD’; Remi A. Nout, MD?; Nanda Horeweg, MD, PhD?;
Carien L. Creutzberg, MD, PhD?; and Tjalling Bosse, MD, PhD' on behalf of the TransPORTEC consortium

Journal of Clinical Oncology* A B
2020 100 - 100 4
i
75 - 75 -
S =
E ED - . T e SD =
o =
— pB3abn — pB3abn
254 —— POLEmut 254 —— POLEMuL
—_— MR — hMA
— NSMP P log-rank < .001 e [ SMP F log-rank < 001
0 1 2 3 4 & o 1 2 3 4 &
Time Since Random Assignment (years) Time Since Random Assignment (years)
Mo, at risk: Mo, at risk:
p53abn a3 72 57 49 44 32 p53abn 93 a7 ra 61 52 7
FPOLEmMut 51 50 50 45 48 37 POLEmMut 51 51 50 49 48 37
MMRA 137 124 112 102 96 74 MMRBA 137 136 128 15 108 85
MNSMP 129 122 113 105 a4 68 MNSMP 129 125 122 ns 1o 25

FIG 2. Kaplan-Meier survival curves for 5-year (A) recurrence-free survival (RFS) for patients with p53abn endometrial cancer (EC; 48.0%), POLEmut EC
198.0%), MMRd (71.7%), or NSMP EC (74.4%), and (B} overall survival (0S5} in patients with p53abn EC(54.0%), POLEmut EC (98.0%), MMRd (81.3%), or
NSMP EC (88.5%). MMRd, MMR-deficient; NSMP, no specific molecular profile; p53abn, p53-abnormal; POLEmut, POLE-ultramutated.
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A p53abn EC
100 4 — RT
— CTRT
75
=
e B0 S
L
o=
25 1
S-year RFS: 58.6% (CTRT) v 36,29 (AT}
HR, 0.52; 95% CI, 0.30 to 0.91; P, = .021

0 1 2 3 4 b

Time Since Random Assignment (years)
MNo. at risk:
RT 44 29 23 18 16 10
CTRT 49 43 34 31 28 22

p53abn EC

100 4 ——RT
—— CTRT
75 -
=
(%] 50 ~
o
S-year 0S; 64.9% (CTRT) v41.8% (RT)
25 1 HR, 0.55; 95% Cl, 0.30 to 1.00; Pyqy = .049

0 1 2 3 4 5

Time Since Random Assignment (years)
Mo. at risk:
RT 44 4 31 26 21 13
CTRT 49 a8 40 35 N 24



RAINBO

Affinage du Traitement adjuvant dans le cancer de I'endometre Basé sur les
caractéristiques moléculaires (RAINBO) Essais de la plateforme TransPORTEC

RAI''BO: Refining Adjuvant treatment |

endometrial cancer Based On molecular profile Academic

sponsor

o |( [i < CT/RT cusnw:y/
~ “CT/RT> PARPi 22229\

Resected R "RT
Endometrial Cancer Molecular |~ RT = aPD1 ﬁ‘gn Mediach Centrure
All histologic Classification : 1
> N RT = ‘i NCRI

GYNECOLOGIC

CANCER INTERGROUP

assTs

RAI''BO umbrella program coordinated by TransPORTEC consortium will allocate EC ptsto 4
international academic trials each sponsored by one institute



Doit-on depister le cancer de 'endometre ?

Criteres de ’OMS pou* la mise £n ceuvre d’un dépistage

h4 NV NV l h4 h4 A4
Probléme Histoire naturelle Existence Tesiacceptdiale Moyens de diagnostic, Balance Programme efficient
de santé publique connue et existence d’'un test de dépistage  paf la populatio traitement disponible bénéfices/risques
d’'une phase de latence adapté, simple et efficacité du programme favorable
ou préclinique a mettre en ceuvre, a8 dépistage sur la réduction
fiable, reproductib de [2ymortalité ou la morbidité
et valide Naluée et établie

Source : D’aprés J. M. G. Wilson, G. Jungner, Principes et pratique du dépistage des maladies, OMS, 1970.
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Cancer de I'endometre : Facteurs de risque

LES 4 PRINCIPAUX FACTEURS DE RISQUE BOUCHE, PHARYNX,
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Cancer de I'endometre : Epidéemiologie

Ex

REPUBLIQUE

FRANCAISE INSTITUT

Liberte NATIONAL
DU CANCER

Incidence du cancer de I'endometre :
Hausse de 56% depuis le début des années 1990

Edition
2023

Panorama /

des cancers
en France

Augmentation du taux de surpoids et d’obésité
Allongement de I'espérance de vie

- 8000 nouveaux cas par an en France.

- Age moyen de survenue : 68 ans

- 63% des patientes sont vivantes et sans récidive a 5 ans
- 70% a 95% pour les stades | ou Il.

Gentry-Maharaj A, Karpinskyj C. Current and future approaches to screening for
endometrial cancer. Best Pract Res Clin Obstet Gynaecol. 2020 May;65:79-97.



Le symptome : métrorragies post (péri) - ménopausiques

Clarke MA, Long BJ, Del Mar Morillo A, Arbyn M, Bakkum-Gamez JN, Wentzensen N.
Association of Endometrial Cancer Risk With Postmenopausal Bleeding in Women: A Systematic Review and Meta-analysis.
JAMA Intern Med. 2018 Sep 1;178(9):1210-1222.
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Le symptome : métrorragies post (peéri) - ménopausiques

Métrorragies péri/post ménopausiques




>@ & Sensitivity of transvaginal ultrasound screening for
endometrial cancer in postmenopausal women: a case-control
study within the UKCTOCS cohort

Published Online  lan Jacobs, Aleksandra Gentry-Maharaj, Matthew Burnell, Ranjit Manchanda, Naveena Singh, Aarti Sharma, Andy Ryan, Mourad W Seif,
December 13,2010  Nazar N Amso, Gillian Tumner, Carol Brunell, Gwendolen Fletcher, Rani Rangar, Kathy Ford, Keith Godfrey, Alberto Lopes, David Oram, Jonathan Herod,
DOI:10.1016/51470-  Karin Williamson, lan Scott, Howard Jenkins, Tim Mould, Robert Woolas, John Murdoch, Stephen Dobbs, Simon Leeson, Derek Cruickshank,
2045(10)70268-0 Steven | Skates, Lesley Fallowfield, Mahesh Parmar, Stuart Campbell, Usha Menon

Lancet Oncol 2011; 12: 38-48

Introduire le dépistage pour toutes les femmes asymptomatiques ou pour un sous-groupe d'entre devrait reposer sur :

- La performance de I’échographie endovaginale (épaisseur de I'endomeétre)
- Des études futures portant sur I'acceptabilité, I'économie de la santé et la stratification des risques.

« Nous ne préconisons pas le dépistage du cancer de
I'endometre dans la population tant que ces études
n'auront pas fourni de données supplémentaires. »



Vigilance : Frottis AGC
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Une population a risque : Syndrome de Lynch

Variant pathogene dans I'un des quatre génes de réparation des mésappariements de ’ADN (mismatch repair) :
MLH1, MSH2, MSH6 et PMS2 et EPCAM en amont de PMS2.

0,2 % en population générale.

Risque de cancer de I'endomeétre : 37%, 49 %, 41% et 13% pour MLH1, MSH2, MSH6 et PMS2 respectivement.
Risque cumulé a I’age de 80 ans : 40%.

Histologie : endométrioide.

Age médian de survenue d’un cancer de ’endomeétre : entre 47 et 55 ans en fonction du géne MMR.

Risque augmenté au cours de la vie (par ordre de fréquence): colorectal (CCR), estomac, intestin gréle,
pancréas, voies biliaires, voies urinaires, prostate, ovaires (de type endométrioides ou a cellules claires), peau,
tumeurs cérébrales.



Une population a risque : Syndrome de Lynch

1° STEP:
IHC evaluation of ALL newly diagnosed ECs and CRCs

e — . , however, if family and
MMRd | MMRp | 'I Likely no LS ‘ personal history are highly
PN suspicious, go to STEP 4

UL GNS— ]

ioss bf ioss of e 2" STEP.:
MLH1 MSH2 and/or MSHS; or PMS2 qualitative evaluation of MMR
: missing protein(s)
3° STEP: +

evaluation of MLH1 hypermetilation
hypermetilation -

LN

—2 f% | Genetic Counselling 4° STEP:
| Y?S L and Germinal Test
Germinal Genetic Test
Likely no LS ‘

however, if family and
personal history are highly
suspiclous, go to STEP 4

Figure 1. Flowchart for the identification of Lynch Syndrome by Universal Screening. IHC: immuno-
histochemistry; EC: endometrial cancer; CRC: colorectal cancer; MMRd: mismatch repair deficient;

MMRp: mismatch repair proficient; LS: Lynch Syndrome.
? ? Capasso | et al.

Lynch Syndrome and Gynecologic Tumors: Incidence, Prophylaxis, and Management of Patients with Cancer.
Cancers (Basel). 2023 Feb 22;15(5):1400.



Syndrome de Lynch : Modalité de dépistage

Recommandations du réseau B {38 [ S DEPISTAGE GYNECOLOGIQUE RETENU

Organe | Age de début | Modalité Intervalle

Lage de début de surveillance doit intégrer les antécédents familiaux de cancers et leur
dge de survenue.

Endomeétre Tout type de mutation : 35 ans Echographie pelvienne Tous les ans

Biopsie endométre a la
pipelle de Cornier

En labsence de contre-indication, on pourra proposer une THS par cestrogénothérapie
par voie percutanée jusqu'a 50 ans.

Optionnel : hystéroscopie

de*
MLH1/MSH2/EpCAM/MSHE : Hystérectomie
recevable & partir de 40 ans prophylactique avec
Chirurgie PMS2 : recevable & partir de 50 ans | annexectomie bilatérale
prophylactique | option MSHE/PMS2 : 40 ans Chirurgie en 2 temps avec
possibilité d'annexectomie
entre 45 et 50 ans

GENESIS - 26-27 septembre 2024



Chirurgie de réduction de risque : Syndrome de Lynch. Efficacité
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Prophylactic Surgery to Reduce the Risk
of Gynecologic Cancers in the Lynch Syndrome
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Table 2. Reduction in the Risk of Endometrial Cancer after Prophylactic Hysterectomy.®

Variable

Cases of endometrial cancer — no. (36)

Prophylactic Hysterectomy
(N=61)

0

No Prophylactic Hysterectomy
(N=210)

69 (33)

Incidence of Endometrial Cancer

No. at Risk

1.0+

0.8+

No hysterectomy

0.6" ~ : P o el L
0.4—' ...:- '...'
024 . o
e i Hysterectomy
0.0 1 I | 1
0 5 10 15 20
Years

No hysterectomy 210

Hysterectomy

61

106
39

52
28

28 20
25 183

Figure 1. Cumulative Incidence of Endometrial Cancer among Women
with the Lynch Syndrome Who Underwent Prophylactic Hysterectomy
and Those Who Did Not.




Peut-on dépister le cancer de '’endometre ?

CONCLUSION

Information des patientes : symptomes évocateurs
- Identifier les populations a risque (age, IMC élevé,...)
- Métrorragies post-ménopausique a explorer (BE + échographie)!
- Frottis AGC apres 45 ans : explorer 'endometre |
|dentifier les patientes a risque génétique de cancer (syndrome de Lynch)
Consultation d’oncogénétique
Chirurgie de réduction de risque efficace si risque génétique
Examen clinique annuel
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