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Importance du sujet

International Agency for Research on Cancer Chute libre de la fécondite
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Cas Clinique

Age 32 ans

IMC 35

SOPK

Suivie pour infertilite depuis 3 ans
Et qui présente des épisodes de SUA

Echogr hie: endometre a 14 mm siege d’un
polype de 7 mm

Image generée a partir de ChatGPT5



Quel diagnostic évoquez vous?



Place de

Les gynécologues devraient tenter d’ la présence d’un
concomitant chez les patientes présentant un diagnostic présomptif
d’EIN-HEA. L'examen , accompagné d’un

échantillonnage supplémentaire de 'endomeétre, constitue la méthode
la plus précise pour détecter un carcinome concomitant.

ACOG 2023



Pour Qui ?

La tumeur
Comment faire la biopsie ?

* HSC OPERATOIRE :
technique de biopsie
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European Society of

G RASP TECH N IQU E Gynaecological Oncology

Establishing a reliable histopathology

® Hysteroscopic-guided endometrial biopsy is preferred over
blind biopsy for confirming diagnosis of endometrial
carcinoma (Level of evidence lll, Grade A).

\ yoscopic endometrial biopsy with ‘grasp technique’ (sequentially ordered from A t



(suite)

* Le compte rendu anapath: carcinome endométroide grade 1
des lames par anapatho :

* [IRM pelvienne : EE = 20 mm, pas d’évidence d’infiltration du
myometre, pas de masse annexielle, pas d’ADP

* CA-125 =27

La patiente désire préserver sa fertilité

Peut-on opter pour un traitement conservateur utérin ?



La désescalade consiste a limiter le recours a des
traitements invasifs en sélectionnant judicieusement
les patientes éligibles et en adaptant I'intensité
thérapeutique selon:

* |es facteurs pronostiques (grade, stade,
classification moléculaire)

* |e bilan pré-thérapeutique




Désescalade thérapeutique et
modalités

* Meilleure compréhension @
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Désescalade thérapeutique et
modalités

Objectifs:
e Préserver la fertilité
e Eviter la morbidité




Désescalade thérapeutique et
modalités

* MAIS +++++

* || faut étre prudent entre Pronostic
Oncologique et Pronostic de
fertilité




NECESSITE DE BIt N CIBLER LES INDICATIONS
EXACTES

* QUAND ?
* POURQUI?

* COMMENT ?

ESGO/ESHRE/ESGE Guidelines for
the fertility-sparing treatment of
patients with endometrial
carcinomalt#

Alexandros Rodolakis ® '*, Giovanni Scambia ® 2,

Francois Planchamp ® 3, Maribel Acien ©® 4, Attilio Di Sgiezio Sardos,
Martin Farrugia"i Michael Grynberg7'8'9, Maja Pakiz ©® 1o,

Kitty Pavlakis 12 Nathalie Vermeulen ® '3 Gianfranco Zannoni ® '4,
Ignacio Zapardiel ® ', and Kirsten Louise Tryde Macklon'®




QUAND ?

human
reproduction
open

Cut off pour l'age ?

ESGO/ESHRE/ESGE Guidelines for
the fertility-sparing treatment of
patients with endometrial
carcinoma’™

Alexandros Rodolakis ® '*, Giovanni Scambia ® 2,

Francois Planchamp ® 3 Maribel Acien ® 4, Attilio Di SEiezio Sardos,
Martin Farrugia‘i Michael Grynberg”®?, Maja Pakiz ® '°,

Kitty Pavlakis 12 Nathalie Vermeulen ® '3, Gianfranco Zannoni ® ',
Ignacio Zapardiel ® '°, and Kirsten Louise Tryde Macklon'é

Age-specific age limits

® Women should be counselled about their reduced chances of
achieving a live birth with their own gametes with increased
age (Level of evidence Il, Grade A).




human
reproduction

open Chances of pregnancy and live birth among women
ESGO/ESHRE/ESGE Guidelines for undergoing conservative management of early-stage

the fertility-sparing treatment of endometrial cancer: a systematic review and meta-
patients with endometrial analysis

CarCinomaT’i Erica Herrera Cappelletti ' 2, Jonas Humann 2, Rafael Torrejon 2, Pietro Gambadauro ' 2 3 4
Alexandros Rodolakis ® '*, Giovanni Scambia ® 2, Affiliations + expand

Francois Planchamp ® 3, Maribel Acien ©® 4, Attilio Di SB)iezio Sardos, PMID: 34935045 PMCID: PMC8888991 DOI: 10.1093/humupd/dmab041
Martin Farrugia‘i Michael Grynberg”®?, Maja Pakiz © '°,

Kitty Pavlakis I''2 Nathalie Vermeulen ® '3, Gianfranco Zannoni ® '4,

Ignacio Zapardiel ® '*, and Kirsten Louise Tryde Macklon'®

As with any woman seeking to become pregnant, age is a prognos-
tic factor for success also in women with endometrial carcinoma. In a
recent meta-analysis, it was found that the highest chance of achieving
a live birth for women with endometrial carcinoma was in those youn-
ger than(live birth rate 30.7%). In studies including women
up to age 40 years, a live birth rate of 23.0% was reported (Herrera
Cappelletti et al., 2022).



SELECTION des Patientes +++

POUR QUI ? Fort désir de Grossesse :

Possibilité de Fertilité

Evaluer les parametres de la fertilité
AMH FSH CFA




POUR QUI ?
oyl

SELECTION des Patientes +++
Fort désir de Grossesse :

open

ESGO/ESHRE/ESGE Guidelines for * Possibilité de Fertilité

the fertility-sparing treatment of e Expli Y .
patients with endometrial Xpliquer a la patiente

carcinoma’™ e RCP ++++

Alexandros Rodolakis ® '#, Giovanni Scambia ©® 2,

Frangois Planchamp ® 3, Maribel Acien ® 4, Attilio Di Sgiezio Sardos,
Martin Farrugia‘i Michael Grynberg7'8", Maja Pakiz © "

Kitty Pavlakis L1 , Nathalie Vermeulen ® '3, Gianfranco Zannoni ® '4,
Ignacio Zapardiel ® '°, and Kirsten Louise Tryde Macklon'®

General recommendations Reproductive potential

® Patients with a pregnancy wish should be referred to

specialized care, especially those with genetic syndrome
(Level of evidence V, Grade A). However, evaluation of the reproductive potential and

® Joint care and counselling with a multidisciplinary team of at consultation with fertility specialists should be performed
least gynaecologic oncologists, fertility specialists, pathologists
and radiologists should be proposed to all patients with a
pregnancy wish (Level of evidence V, Grade A).

® No recommendations can be given based on the literature.

prior to fertility-sparing treatment (Level of evidence V,
Grade B).



POUR QUI ?
AR’

=

La Tumeur

Quel grade ?

human

ESGO/ESHRE/ESGE Guidelines for
the fertility-sparing treatment of

patients with endometrial
carcinoma’*

e Quel stade?

Alexandros Rodolakis © '*, Giovanni Scambia © 2,

Francois Planchamp © 3 Maribel Acien © * Attilio Di Sgiezio Sardo’,
Martin Farruqia‘i Michael Grynbergu", Maja Pakiz ©® "

Kitty Pavlakis 12 Nathalie Vermeulen ® '*, Gianfranco Zannoni ® ',
Ignacio Zapardiel ® %, and Kirsten Louise Tryde Macklon'®



POUR QUI ?
A

S

Carcinome endomeétroide

human
reproduction
open

ESGO/ESHRE/ESGE Guidelines for

the fertility-sparing treatment of Jeune Age
patients with endometrial H ibl
carcinomal® ormonosensibie

Alexandros Rodolakis ® '*, Giovanni Scambia © 2, 1
Francgois Planchamp ©® 3 Maribel Acien ® 4, Attilio Di Sgiezio Sardo®, BO n P ro n OStIC
Martin Fa.rrugia‘i Michael Grynberg”®?, Maja Pakiz ® '°,

Kitty Pavlakis 112 Nathalie Vermeulen ® '3, Gianfranco Zannoni ® '4,

Ignacio Zapardiel ® '%, and Kirsten Louise Tryde Macklon'®



| POURQUI?

Quel grade ?

Systeme de grading FIGO

Grade 1

. Although the International
Society of Gynaecological Pathologists recommends the use of a binary

grading system by combining Grades | and 2 into a single low-grade
category which reduces the degree of disagreement, for patients desir-
ing a fertility-sparing treatment approach, it will continue to be neces-
sary to distinguish Grades | and 2 (Soslow et al., 2019).

Recommendations
Review of initial pathology by an experienced histopathologist

® A request for a second opinion by an experienced
histopathologist is recommended if fertility-sparing treatment
is considered (Level of evidence lll, Grade A).

® The GI, G2, G3 grading system is recommended. The binary
grading system for endometrial carcinoma should not be used
for these patients (Level of evidence lll, Grade A).



Quel stade?

e Evaluation de l'invasion myométriale :

Myometrial invasion

IRM pelvienne

e Evaluation locorégionale:
IRM ou Echographie Pelvienne

* Métastases :

TDM ou IRM lombo-aortique

® Pre-operative assessment of myometrial invasion in patients
with endometrial carcinoma should be performed using MR
or transvaginal US by a specialized radiologist/sonographer.
Standardized high-quality protocols for MRI should be used to
reach the highest possible accuracy (Level of evidence I,
Grade A).

® CT should not be used for pre-operative assessment of

myometrial invasion in patients with endometrial carcinoma
(Level of evidence lll, Grade A).

Exclude extra-uterine disease/synchronous or metastatic

® MRI or CT scan is recommended for detecting pelvic or para-
aortic lymph nodes and distant metastases (Level of evidence
[, Grade B).

® Adnexal involvement should be ruled out by pelvic MRI or
transvaginal US (Level of evidence II, B).




I évaluer la
Algorithme e
et le désir de
grossesse

> A 40 ans <40 ans
carcinome

' endométrioide IA,
traitement G1l, SANS atteinte
conventionnel myomeétriale

® Fertility-sparing treatment is considered for endometrioid

patients with endometrial carcinoma with Grade |, Stage |IA
without myometrial invasion and without risk factors (Level of

evidence V, Grade A).

Recommandations ESGE ESHRE ESGO 2023




CAS PARTICULIERS:

* GRADE 2 et ou invasion Myométriale ?

The role of hysteroscopic resection

% Bvidence for Grade 2 endometrioid endometrial carcinoma & © I an early and focal myometrial invasion (I-2mm) is

suspected from the resection material, a fertility-sparing

limited. Therefom, fertility-spaﬁng treatment should be discussed approach may be discussed on a case-by-case basis. In this
' ' circumstance, complete hysteroscopic lesion resection,
ona Case'b)"case baSIS (Level Of erence |V’ Gmde C)‘ followed by oral progestins and/or levonorgestrel-intra-
uterine device, can be proposed as fertility-sparing treatment
(Level of evidence IV, Grade C).

A discuter au cas par cas : RCP +++++



: Quel est le traitement ?

- Acétate de megestrol 160 a 320 mg/j

- Acétate de medroxyprogesterone 400 a 600 mg/j
- Acétate de chlormadinone 5 a 15 mg/j

- Dispositif intra-utérin au levonorgestrel 52 mg



human
reproduction
open

ESGO/ESHRE/ESGE Guidelines for

Traitement Médical ( Hormonal ): ;';:i:irttsi'igt-:p::idnogn:rei::arrent of

Quels Progestatifs? carcinomal™

Alexandros Rodolakis ® '*, Giovanni Scambia © 2,

Francois Planchamp ® 3, Maribel Acien ® 4, Attilio Di S?iezio Sardos,
Martin Farrugia‘i Michael Grynbergm”, Maja Pakiz ©® ! ,

Kitty Pavlakis B , Nathalie Vermeulen ©® '3, Gianfranco Zannoni ©® “,
Ignacio Zapardiel ® '%, and Kirsten Louise Tryde Macklon'¢

* Medroxyprogesterone Acetate 400 mg a 600 mg
par Jour

Dose of progestins

® Orally administered megestrol acetate at a dose of 160-320 mg/
. . day or medroxyprogesterone acetate at a dose of 400-600 mg/
* Megestrol Acetate 160 a 320 mg par jour day is recommended (Level of evidence Ill, Grade B).
® A levonorgestrel-intra-uterine device at a dose of 52mg,
alone or in combination with oral progestins, is a safe and
effective approach (Level of evidence lll, Grade B).

* DIU Levonorgestrel 52mg - 20ug/24h +++
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Le meilleur traitement

— Ll
(} Library
JNCI: Journal of the National Cancer In 2024, 116(5), 653-664 ) .
e T Cochrane Database of Systematic Reviews
Advance Access Pu n Date: February 1, 2024
OXFORD Review

Levonorgestrel-releasing intrauterine device therapy vs
oral progestin treatment for reproductive-aged patients Fertility-sparing treatment for atypical endometrial hyperplasia
with endometrial intraepithelial neoplasia: a systematic
review and meta-analysis

and endometrial cancer (Review)

Yukio Suzuki, MD, PhD,** Jennifer S. Ferris, PhD,*#* Ling Chen, MD, MPH,! Shayan Dioun, MD,**3 john Usseglio, MPH,*
Koji Matsuo, MD, PhD,® Xiao Xu, PhD,"? Dawn L. Hershman, MD,"#% Jason D. Wright (), MD"**+

Fernandez-Montoli ME, Sabadell J, Contreras Perez NA, Verdaguer Menéndez-Arango P, Julia

Oral progestin .
e Torres C, Lleberia J

Study Events Total Proportion 95% CI

Jing 2022 31 3 - 1.00 (0.89t01.00)

Casadio 2020 46 46 — 1.00 (0.92t01.00)

Mitsuhashi 2016 16 17 ——i 0.94 (0.71t01.00)

Ushijima 2007 16 17 — 0.94 (0.71t01.00)

Novikova 2021 34 39 - 0.87 (0.73t00.96)

Koskas 2012 12 14 — 086 (0.57t00.98)

Chen 2022 16 19 0.84 (0.60t00.97)

Yu 2009 14 17 0.82 (0.57 to0.96)

Ohyagi-Hara 2015 9 1 —_— 0.82 (0.48t00.98)

Brownfoot 2014 24 32 — 0.76 (0.57t00.89) . .
Tamauchi 2018 22 30 —a— 0.73 (0.54t00.88)

z % —= 73 ostoose When comparing Levonorgestrel lUS to oral progestin, data

g B s Gxoer from two RCTs showed ng evidence of a difference in CRin
oo R e women with AEH (data not pooled): RR 1.78 (95% CI1 0.98 to
_ N— Proparton 95% G 3.25; 89 women), and RR 1.24 (95% CI1 0.86 to 1.78; 19

Raffone 2021 37 37 —Hi 1.00 (0.91t01.00) . .
e T E o gens women), both low-certainty evidence. One RCT found that
=l e—— - levonorgestrel IUS may decrease severe adverse events

Trdonmmon % ==k 1 coiosn (weight gain) slightly (RR0.19; 95% C1 0.04 to 0.84; 1 RCT,

02 04 06 08 1

hr'vurrvf\’\—rlr‘vr»—' showing the best complete response proportion within 12months. CI = confidence interval; LNG-UD = levonorgestrel 1 1 8 WO m e n ; low_ C e rta i nty evi d e n C e)



: Quel en pathologie permet
de mieux prédire la réponse aux progestatifs ?

- Récepteurs hormonaux
- p53

- MMR

- POLE



Les récepteurs hormonaux

Received: 19 September 2018 I Accepted: 16 February 2019

DOI: 10.1111/a0gs5.13587

SYSTEMATIC REVIEW

Immunohistochemical predictive markers of response to
conservative treatment of endometrial hyperplasia and early

endometrial cancer: A systematic review

Antonio Travaglino1 @ | Antonio Raffone’® | Gabriele Saccone? ©®

Antonio Mollo? | Giuseppe De Placido? | Fulvio Zullo?

| Luigi Insabato

Y

PR- PR+ Risk ratio Risk ratio ER- ER+ Risk ratio Risk ratio
Study or Subgroup  Events Total Events Total Weight M-H,Fixed, 95% CI M-H, Fixed, 95% CI Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2003 Utsunomiya 23 3 13 60% 289[081,10.34) 1+ 2007 Minaguchi 0 1 5 30 92% 1.41[0.11,17.47) —_— 1
2007 Minaguchi 0 4 5 27 90% 051003784 — 2007 Yamazawa 17 12 N4% 029[0.03,280] —1
2007 Yamazawa 2 4 0 5 24% 600[037,9816) — 2010 Akesson 4 B 2 28 97% 933[219,3980] —
2010 Akesson § 13 1 2 41% 808[1.06,61.66) e 2013 Gallos 417 6 157 161% 6.16[1.93,19.68] ——
2012 Upson 11 28 18 68 565% 148081272 + 2014 Gunderson 0 1 11 30 192% 067(0.06,7.76] —_—
2013 Gallos 3037 143 134%  198[054,7.22) -T— 2015 Yang 1 6 10 82 187% 1.37[0.21,8.97) S
2015 Yang 17 10 8 86% 1.16(017,7.79) —_ 2016 Reyes 1 4 0 6 57% 420[021,8333 1
0.001 01 10 1000 0.001 01 10 1000



ORIGINAL RESEARCH

Performance of molecular classification in
predicting oncologic outcomes of fertility-
sparing treatment for atypical endometrial
hyperplasia and endometrial cancer

- uee

INTERNATIONAL JOURNAL OF
GYNECOLOGICAL
CANCER

Esco Iacs

Filippo Alberto Ferrari*®, Stefano Uccella®®, Massimo Franchi®, Giovanni Scambia®,
Francesco Fanfanic, Anna Fagotti®, Matteo Pavone®®°®, Francesco Raspagliesi®, Giorgio Bogani
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Figure 2  Outcome of patients with different molecular sub-types. CR, complete response; MMRd, mismatch repair deficiency/microsatellite-instable; Figl;LT 3NS n\ﬁg and rect{f(rences t{:f Paltiem?l Wiglsggerem molqculzf sub-types. gIR, gompletep (r)eLsEDonfe';) (l;nLl\ng, rrlisanell)t;h rer;;ailr deficiency/micrgsatTegite»
NSMP, no specific mutational profile; PD/SD, progression disease or stable disease; POLEmut, POLE mutated: PR, partial response; p53abn, TP53-mutant Ir?m?tamebr et SN mutational profile; » progression disease or stable disease; POLEmut, POLE mutated; PR, partial response; p3abn, TPS3-

or p53 abnormal.



Meta-Analysis > Eur J Obstet Gynecol Reprod Biol. 2024 Nov:302:177-183.
doi: 10.1016/j.ejogrb.2024.09.006. Epub 2024 Sep 12.

Fertility-sparing treatment in MSI-H/MMRd
endometrial carcinoma or atypical endometrial
hyperplasia: A systematic review and meta-analysis

Tianyu Zhang ", Xinyue Zhang ', Peng Peng ', Jiaxin Yang 2

Affiliations + expand
PMID: 39288504 DOI: 10.1016/j.ejogrb.2024.09.006

MMR / p53 (biologie moléculaire)

intégration systématique du statut MMR/MSI et p53

les tumeurs dMMR/MSI-H ou p53-abn présentent un
risque élevé d’échec.

RC 61.8% seulement avec un délai plus long
Taux de récidive élevé 41.2%
syndrome de Lynch: taux de récidive 77.8%

Faible taux de conception naturelle / Recours a la PMA

- Décision thérapeutique plus personnalisée.



: Quelles mesures devraient étre
associées au traitement progestatif ?

- HSC opératoire

- Metformine

- Activité physique

- Changements alimentaires
- Perte de poids



Step 1 | endometrium ‘

Progestatifs seuls . RC — 76.3 — 77.6 % Figure 4. Schematic representation of hysteroscopic

resection of focal endometrial endometrioid carci-

Progestatifs + HSC . RC — 90 — 95.3 % noma following the ‘three steps’ technique.



Meétformine

Current Obesity Reports (2019) 8:156-164
https://doi.org/10.1007/513679-019-00335-3

Regulation of Obesity, Appetite, and Weight Loss by Metformin

Hepatic Effects:

« Decrease in hepatic glucose production and
reduced systemic insulin requirement

OBESITY TREATMENT (CM APOVIAN, SECTION EDITOR)

Metformin: Mechanisms in Human Obesity and Weight Loss

Armen Yerevanian >3 . Alexander A. Soukas >3

Progestatif seul
Vs

metformine + progestatif

Gut Microbiome Effects:

« Alteration of gut microbiota (Bacteroides/
Firmicutes ratio)

« Alteration in Lactobacillus sp. and hepatic
glucose production

« Increase in Ackermansia sp.
« Increase in the production of SCFA

CNS Effects:

« Suppression of orexigenic hypothalamic
AgRP neurons via AMPK suppression

« Increase in hypothalamic leptin sensitivity

« Increased production of incretins and vagal
signaling via NTS (GLP-1, PYY)

 Appetite suppression via post-prandial
elevation in lactate production

Aging Effects:
* Reduction in sarcopenic obesity?

« Reversal of aging-related metabolic
derangement

Download

Gl Effects:
« Nausea (central vs. GLP-1 mediated)

Alteration in bile absorption and secondary
gut hormone signaling

« Diarrhea and bloating due to altered
enterocyte metabolism

* Dysgeusia

61% moins de prise de poids




Archives of Gynecology and Obstetrics

https://doi.org/10.1007/500404-024-07416-2 ] COCh rane
REVIEW ) é( Library

Check for
Cochrane Database of Systematic Reviews

updates

Metformin and progestins in women with atypical hyperplasia
or endometrial cancer: systematic review and meta-analysis

Fertility-sparing treatment for atypical endometrial hyperplasia

and endometrial cancer (Review)

Leila Adamyan"“() - Laura Pivazyan( - Sapiyat Isaeva’ > - Roman Shapovalenko®® - Araksya Zakaryan*(

Fernandez-Montoli ME, Sabadell J, Contreras Perez NA, Verdaguer Menéndez-Arango P, Julia

Received: 19 October 2023 / Accepted: 4 February 2024 Tanes¢ [labénial

©The Author(s), under exclusive licence to Springer-Verlag GmbH Germany, part of Springer Nature 2024

* bénéfice adjuvant remis en question / \

Progestatif + metformine :
* signal positif chez patientes obéses/insulino-résistantes. légére amélioration de la réponse compléte

pas d’impact sur survie/fertilité,
* Pas encore standard.

pas d’effets indésirables graves.

Réf : Adamyan L. et al., 2024. \ J




Perte de poids

Gynecologic Oncology 161 (2021) 143-151

Contents lists available at ScienceDirect

Gynecologic Oncology

journal homepage: www.elsevier.com/locate/ygyno

Complete pathological response following levonorgestrel intrauterine
device in clinically stage 1 endometrial adenocarcinoma: Results of a
randomized clinical trial

3 arm study (pooled) Responses/n

DIU-LNG + Observation 20/33 (61%) B

DIU-LNG + Weight Loss 22/33 (67%) B

DIU-LNG + Metformin 24142 (57%) B

Check for

| updates

Changements nutritionnels et
activité physique

Objectif 7% perte de poids a 6
mois



Activité

* De maniere générale, I'activité physique permet de diminuer le risque de cancer
de 'endometre

* Tres peu de données pour l'activité physique seule

* Souvent étudiée dans le context d’interventions au niveau du style de vie pour
promouvoir la perte de poids



How do GLP-1 Medications Work?

Agonistes GLP-1

GLP-1 medications work by mimicking one or two naturally produced hormones:

glucagon-like peptide-1 (GLP-1) and gastric inhibitory polypeptide (GIP).

GLP-1

Brain
- appetite
+ satiety

Heart

- risk of heart attack
- risk of
cardiovascular death

Liver
+ insulin sensitivity

Gl tract
- stomach emptying
- Gl motility

Pancreas
- glucagon secretion*
+ insulin secretion*

=
IR

GIP

Brain
- appetite

Adipose tissue

+ insulin sensitivity

+ fat metabolism
and storage

Gl tract
- stomach acid
secretion

Pancreas
+ glucagon secretion*
+ insulin secretion*

* hormones that regulate
blood sugar levels

Many GLP-1drugs (like Ozempic and Wegovy) act by binding to GLP-1 receptors,
resulting in the same effects of GLP-1seen above.

However, some medications (like Mounjaro and Zepbound) are unique in that they bind

to GLP-1and GIP receptors, resulting in a combined effect.

healthline

cancers ﬁ/VI\D\PJJ

Article
Enhancing Progestin Therapy with a Glucagon-Like Peptide 1
Agonist for the Conservative Management of Endometrial Cancer

Andrea R. Hagemann 1 Ian S. Hagemann 1205, David G. Mutch 0, Eric J. Devor 30, Paige K. Malmrose 4,
Yuping Zhang L Abigail M. Morrison 3, Kristina W. Thiel >**( and Kimberly K. Leslie St

Hagemann AR et al, 2025
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Cureus
’ . . Part of SPRINGER NATURE
e approche métabolique innovante
* phase Il en cours pour AEH/EC ——
précoces- Published 09/18/2024
© Copyright 2024

Bourou et al. This is an open access article
distributed under the terms of the Creative
Commons Attribution License CC-BY 4.0.,

which permits unrestricted use, distribution,

and reproduction in any medium, provided
the original author and source are credited.

DOI: 10.7759/cureus.69678

Agonistes GLP-1 (semaglutide, liraglutide)

Open Access Review Article

The Potential Role of Glucagon-Like Peptide-1
(GLP-1) Receptor Agonists as a Type of
Conservative Treatment of Endometrial Cancer in
Women of Reproductive Age: A Review of the
Literature and a Call for Study

Maria Zoi Bourou ', Alkis Matsas !, Georgios Valsamakis ', Nikolaos Vlahos !, Theodoros Panoskaltsis '

1. Second Department of Obstetrics and Gynecology, National and Kapodistrian University of Athens Medical School,
Aretaieio University Hospital, Athens, GRC

Corresponding author: Theodoros Panoskaltsis, panoskaltsistheo@gmail.com

without adding GLP-1 analogs (28], Endometrial cancer is closely linked to obesity. Several studies have
RéF - NCI 2024. shown that losing 5% of body weight over a three-year period can lead to a 39% reduction in the risk of



Agonistes GLP-1

Weight-loss Drug for Fertility-Sparing Treatment of Atypical
Hyperplasia and Low-grade Cancer of the Endometrium (WE-FIiERCE)

UHN University Health Network, Toronto

Status and phase

Not yetenroling (0)  Phase 2

Conditions

Endometrial Cancer Atypical Hyperplasia

Treatments
& Drug; Mirena & Drug: Mounjaro

Study type Funder types Identifiers
Other @ NCT06073184

25-5042

Interventional (2)



Quelle devrait etre la durée du
traitement ?

- 3 mois
- 6 mois
- 9 mois
- 12 mois
- 18 mois
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Kiohrorice Endometrial Carcinoma b
CRITERIA FOR CONSIDERING PRIMARY SURVEILLANCE
FERTILITY-SPARING OPTIONS TREATMENT
FOR MANAGEMENT OF THIBSOdvgith
ENDOMETRIAL CARCINOMA staging®
(All criteria must be met) Eg:g:;?i%i a:‘t_eia Gt
childbearing

* Well-differentiated
(grade 1) endometrioid
adenocarcinoma on
dilation and curettage
(D&C) confirmed by
expert pathology review

* Disease limited to the
endometrium on MRI
(preferred) or :
transvaginal ultrasound'

* Absence of suspicious
or metastatic disease on
imaging

* No contraindications to
medical therapy or
pregnancy

= Patients should undergo
counseling that fertility-
sparing option is NOT
standard of care for the
treatment of endometrial
carcinoma

* Consultation with

a fertility expert
prior to therapy

* Recommend

molecular

evaluation of tumor
and evaluation for
inherited cancer

risk (UN-1)

* Ensure negative

pregnancy test

—

« Continuous progestin-

based therapy:

» Megestrol

» Medroxyprogesterone

» Levonorgestrel IUD
(preferred for fertility
preservation)

» Consider dual-
progestin therapy
[(megestrol or
medroxyprogesterone)
+ levonorgestrel 1UD]

* Weight management/
lifestyle modification
counseling"

Endometrial
evaluation
every 3—-6 mo
(either

D&C or
endometrial
biopsy)

Complete
response
by 6 mo

->

Endometrial
cancer present
at 6-12 mo!

(with continued
surveillance/
endometrial
sampling
every 6-12 mo
and consider
maintenance
progestin-
based therapy
if patient is not
actively trying
to conceive)

complete or
progression
of disease on
endometrial

-»|sampling

(ENDO-1)

* Ovarian
preservation
may be
considered in
select patients
who are
premenopausa

TH/BSO with
staging9-®
(preferred by 12
months)

(ENDO-1)

—————— |+ Ovarian

preservation
may be
considered in
select patients




Comment ?

Follow-up with maintenance treatment for patients willing or not

* Criteres de succes willing to conceive immediately

2 biopsies a 3 mois d’intervalle négatives par HSC ® Two consecutive endometrial biopsies showing complete

response with a minimal interval of 3 months are necessary
* Suivi par to consider the success of the fertility-sparing treatment
(Level of evidence IV, Grade C).
® The complete response is mandatory to consider follow-up
with maintenance treatment until pregnancy is planned (Level

1/Examen clinique

2/Echographie pelvienne of evidence Il, Grade A).
® (Clinical pelvic examination and US scan are recommended
3/HSC biopsie at every 3-month follow-up visit (Level of evidence IV, Grade B).

|:> chaque 3 mois



Duree du traitement

Gynecologic Oncology 161 (2021) 810-816

journal homepage: www.elsevier.com/locate/ygyno

Contents lists available at ScienceDirect

Gynecologic Oncology

Optimal duration of fertility-sparing hormonal treatment for early-stage 1))
endometrioid endometrial cancer

Check tor
updates

Seung-Hyuk Shim ?, Su Hyun Chae »*, Kyeong A So?, Sun Joo Lee?, Ji Young Lee ?, Tae Jin Kim ?,

Ernest S. Han €, Soon-Beom Kang ¢
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Parameter Estimate Approx Std Err t Value P-value
Slope change -11.46 1.4808 -7.74 0.0015

Fig. 3. Cumulative CR rates according to the timeline from the date of FST initiation. During the first 15 months of FST (first segment), the cumulative CR rate was increasing from 13.1% to

73.8%. From 18 to 24 months of FST (second segment), the cumulative CR rate was increasing from 77.0% to 83.6%.

In segmented regression analysis, the slope was significantly different

between the two segments (slope change = —11.46, P = 0.0015). FST, fertility-sparing treatment; CR, complete response.



Comment ?

Duration of treatment

® The recommended duration of therapy is 6—12 months,
within which a complete response should be achieved (Level
of evidence Ill, Grade B).

® The maximum time to achieve complete response should not

exceed |5 months (Level of evidence IV, Grade C).

In the absence of any kind of response at 6 months,

multidisciplinary counselling is recommended for adapting the

management on a case-by-case basis (Level of evidence IV,
Grade B).

Durée Maximum de Traitement:

e
S

15 mois pour avoir une rémission
complete

Si Absence de Réponse au bout de 6 mois
Une RCP est recommandée




Cas Clinique : suite

Patho : perte VISH 6
Consultation en génétique : syndrome de Lynch

Echo de contrdle aprés 12 mois : EE = 7 mm,
Mirena en place

HSC de contrble apres 12 mois : endometre
aspect normal

Biopsie : ADK End persistant

Image créée a partir de ChatGPT5



Quelles sont les options devant
cet de traitement médical

- Ajouter un autre progestatif

- Ajouter un inhibiteur de I'aromatase
- Traitement de I'obésité

- Hystéroscopie



Am J Transl| Res 2021;13(5):5412-5419
www.ajtr.org /ISSN:1943-8141/AJTR0121654

Original Article

LNG-IUS combined with progesterone ameliorates
endometrial thickness and pregnancy outcomes
of patients with early-stage endometrial

cancer or atypical hyperplasia

Fang Fang'*, Hao Xu?*, Ling Wu?, Linyi Hu?, Ying Liu?, Yinnan Li, Chunhua Zhang?*

Progestatif per os

==
DIU-LNG

Table 2. Comparison of efficacy in patients after treatment

Early-stage endometrial carcinoma

Efficacy Complete Partial Stable Progressive Total
remission (CR) remission (PR) disease (SD) disease (PD) effective rate
The control group (n=25) 15 (60.0) 3(12.0) 5 (20.0) 2(8.0) 18 (72.0)
The combination group (n=31) 27 (87.1) 2 (6.4) 2(6.4) 0 29 (93.5)
X2/t 4.7641
P-value 0.0291
Atypical endometrial hyperplasia
Efficacy Complete Partial Stable Progressive Total
remission (CR) remission (PR) disease (SD) disease (PD) effective rate
The control group (n=20) 11 (55.0) 3(15.0) 6 (20.0) 1 (5.0) 14 (70.0)
The combination group (n=27) 23 (85.2) 2(7.4) 2(7.4) 0 25 (92.6)
X%/t 41521
P-value 0.0416




C%) Cochrane
y/o? Library

Cochrane Database of Systematic Reviews

Fertility-sparing treatment for atypical endometrial hyperplasia

and endometrial cancer (Review)

Fernandez-Montoli ME, Sabadell J, Contreras Perez NA, Verdaguer Menéndez-Arango P, Julia

Efficacité des

traitements -~ ~
Oral + DIU :

pas de bénéfice supplémentaire
démontre

" J




Traitement de

l'obésité

Les 3 piliers du traitement de 'obésité

—e

Intervention
psychologique et
comportementale

e Approche cognitive-
comportementale

* Gestion du sommeil, du
temps et du stress

* Psychothérapie

Meédication

* IMC= 30(ou27si
asiatique)

* Perte de poids

* Maintien de la perte de
poids

Chirurgie bariatrique

e IMC2400U>35et>1
complication liée a l'obésité
e Consultation avec un chirurgien

bariatrique quant au type de
chirurgie optimal

Wharton et al, 2020

L’OBESITE CHEZ
L’ADULTE

Guide de pratique clinique

’ \ L'IMC N’EST PAS UN OUTIL
PRECIS POUR DEPISTER
' ’ LES COMPLICATIONS LIEES
A L'OBESITE

DEMANDER
L’AUTORISATION

« Seriez-vous d’accord pour que
nous discutions de votre poids? »
Demander P'autorisation

+ témoigne de la compassion et
de I'empathie

« renforce le lien de confiance
patient-professionnel de la santé

TENIR COMPTE DU VECU
DU PATIENT

«
« Objectifs qui comptent pour le patient
+ Classification de I'obésité
(IMC et tour de taille)
« Gravité de la maladie Systeme de

classification de I'obésité EOSS
(Edmonton Obesity Staging System)

ol |

Enkllx d'om

Se concentrer sur des Milieu social
parametres de santé

centres sur le patient [ X )
Contre

Exclusivement sur

la perte de poids

S’attaquer aux causes
profondes du gain
pondéral est la base
d’une saine gestion de
Pobésité

L'obésité est une maladie chronique complexe caractérisée
par une accumulation anormale ou excessive de graisses
corporelles qui est nuisible a la santé

Effets :

V santé V qualité de vie V¥ espérance de vie
Complications et mortalité
accrues indépendamment
du poids ou de 'lMC

Les personnes vivant
avec 'obésité font
'objet de préjugés et
de stigmatisation en
lien avec leur poids

Prejuges liés au poids Croire que les ~ Stigmatisation Agir en
personnes vivant avec I'obésité manquent fonction de croyances
de volonté ou ne coopérent pas liées au poids

OFFRIR DES CONSEILS
DE GESTION DE L'OBESITE

Thérapie nutritionnelle

« Conseils personnalisés par une diététiste agréée,
axés sur des choix alimentaires santé et la thérapie
nutritionnelle fondée sur des données probantes

Exercice

+ De 30 a 60 minutes d’exercice d'intensité modérée
a vigoureuse la plupart des jours de la semaine

w

]

Approche psychologique Approche

Chirurgie

« Thérapie cognitive pharmacologique  bariatrique
favorisant un changement + Pour favoriser la
de comportements perte de poids et

son maintien

« Discussion
chirurgien-patient

« Gestion du sommeil,
du temps, et du stress

« Psychothérapie selon
le cas

FIXER ENSEMBLE LES K
OBJECTIFS .

Collaborer & un plan d’action ‘
personnalisé réaliste

AFFRONTER LES
FACTEURS CONTRIBUTIFS
ET AUTRES OBSTACLES




-10%... On atteint ca comment ?

No treatment |

+10 b= - (slope reflects continued pressure. _ . ___________ ______I _________ - +4
1from obesogenic environment) .
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Figure 1: Comparative effectiveness of obesity treatments over time. Expected average changes in body weight and BMI of hypothetical male and female obese patients at age 40
over 20 years either untreated or treated with standard behavioral techniques and lifestyle changes (light green) in combination with standard anti-obesity drugs (red), hypocaloric
diets (green), glucagon-like peptide receptor agonists (GLP1RAs, purple), combination pharmacotherapy (blue), or bariatric surgery (black). Based on non-systematically selected,
mostly RCT studies. Note that except for bariatric surgery, most studies were limited to less than 3 years follow-up and typically show weight regain after cessation of interventions.

Albaugh VL et al, 2023



GnRH / Inhibiteurs de 'aromatase

ORIGINAL STUDY

Gonadotropin-Releasing Hormone Agonist Combined
With a Levonorgestrel-Releasing Intrauterine System
or Letrozole for Fertility-Preserving Treatment of
Endometrial Carcinoma and Complex Atypical
Hyperplasia in Young Women

Huimei Zhou, MD, Dongyan Cao, MD, Jiaxin Yang, MD, Keng Shen, MD, and Jinghe Lang, MD

International Journal of Gynecological Cancer * Volume 27, Number 6, July 2017

TABLE 2. Response to GnRHa combination treatment

No. CR PR SD PD Recurrence CR %

Total 29 27 1 1 0 2 93.1
CAH 12 12 O 0 0 1 100
EC 17 15 1 1 0 1 88.2

SD, stable disease; PD, progressive disease.

TABLE 3. Treatment and outcome

Variable CAH(n=12) EC(n=15 P

Time to remission, mo 33+£0.9 41+14 0.017
Time to CR, mo 45+19 50£29 0.242
3 mo, n % 50.0% 26.7% 1.000
6 mo, n % 25.0% 33.3% 1.000

9 mo, n % 25.0% 33.3% 1.000




Analogues GnRH £ Letrozole

Liuetal. Trials ~ (2024) 25:578 Trials
https://doi.org/10.1186/513063-024-08414-0

* schemas émergents (GnRH-a + sTuDYPROTOCOL ~ OpenAccess

letrozole ou LNG-IUD) ; ®
GnRH-a-based fertility-sparing treatment

of atypical endometrial hyperplasia (AEH)

and early endometrial carcinoma (EC) patients:

a multicenter, open-label, randomized designed

clinical trial protocol

Qian Liu', Huimei Zhou'", Mei Yu', Dongyan Cao'" and Jiaxin Yang'

* essai randomisé multicentrique en
cours (Liu Q. Trials 2024).



Liuetal. Trials  (2024) 25:578 Page 6 of 11

|  Meets the eligibility criteria, Informed consent |

| Baseline assessments before treatment |

w
o
=
e g Stratification factors :
S * BMI (kg/m?) 228vs <28
::r: § + Disease status (initial treating vs retreatin
o ® |
o o | Randomization ( 1:1) |
w
®2 |
g6 [ |
o P rm A: Arm B :
8 2 nRH-a q28d+Als MA320mg qd or
< g .5mg/d or LNG-IUD MPA500mg qd
59
= |
| Evaluate every 3-4 months after treatment initiation | ‘Spontaneous conception
1 1 1 I Assisted reproduction treatments
| PD | | SD 11| PR | | CR
I I LNG-IUD/OCs/Oral
| Continue treatment for 3 months | progesterone
| Standard therapy for EC |

Fig. 1 Trial design



Liu etal Trials ~ (2024) 25:578 Trials
https://doi.org/10.1186/513063-024-08414-0

sTUDYPROTOCOL ~ OpenAccess
GnRH-a-based fertility-sparing treatment oy
of atypical endometrial hyperplasia (AEH)

and early endometrial carcinoma (EC) patients:

a multicenter, open-label, randomized designed
clinical trial protocol

Qian Liu', Huimei Zhou'", Mei Yu', Dongyan Cao'" and Jiaxin Yang'
gy g

Le groupe traité par protocole GnRH associé a letrozole ou a un stérilet SIU LNG a atteint
un taux de RC de 71.4% VS 37% pour le groupe sous progestatifs

L'écart s’accentue avec un taux de RC de 97% a 98.5% contre 68.7% a 77.8%

Une prise de poids plus faible
Un taux de grossesse de 53.1 % chez les patientes ayant exprimé le désir de concevoir



Immunothérapie (anti-PD-1/PD-L1)

Article https://doi.org/10.1038/s41467-024-52098-8

Neoadjuvant immune checkpoint blockade
in women with mismatch repair deficient
endometrial cancer: a phase I study

* intégration en néoadjuvant/conservateur
pour patientes dMMR

° ré p onses p at h (o) I Og i q ues ma rq u é es Received: 23 February 2024 A list of authors and their affiliations appears at the end of the paper

Accepted: 26 August 2024

* Eerkens AL et al., Nature Commun. 2024



Ihmun@thérapie (anti-PD-1)

Taux de RC clinique de 80 %
les patientes atteintes d'un cancer de
I'endomeétre résécable dMMR/MSI-H

Home > Conference > SGO Annual Meeting

Aucune récidive n'a été observée lors du suivi
I'essai est actuellement en phase Il News  Articles  March 15, 2025

Nivolumab Yields High Clinical CR Rates Allowing for Surgery Omission
Cet essa.l explore Ig blo\cage dg PD.-l cor\nme in AMMR/MSI-H Endometrial Cancer
alternative potentielle a la chirurgie et a |la
chimiothérapie, notamment chez les patientes
présentant des comorbidités ou souhaitant
préserver leur fertilité.

Author(s) Megan Hollasch



hyperplasia or endometrial carcinoma should be encouraged

Pregnancy
La G IT@SS@SS@ ® Women undergoing fertility-sparing treatment for endometrial
AN

to actively aim to conceive as soon as the complete response
is achieved (Level of evidence V, Grade B).

Quand 2. ® ART should be considered in order to improve success rate
and reduce the interval to conception without a higher risk of
recurrence (Level of evidence lll, Grade B). However, natural

conception may be considered in women with good

le plutﬁt pOSSible risq ue de récidive reproductive potential within a defined time (69 months)
++++ (Level of evidence V, Grade C).

® Close surveillance by a multidisciplinary team should be continued
Délai de 6 a 9 mois afin de concevoir and maintenance therapy with a levonorgestrel-intra-uterine

device should be recommended to women who decline surgery

sans recours a AMP after delivery and who do not plan their second pregnancy

immediately after the first one (Level of evidence lll, Grade B).

AMP si pas de grossesse ou d’'emblée




Grossesse... Comment ?

PPOS (Progestin-Primed Ovarian Stimulation) IVF

Progestérone orale pour supprimer l'activité hypophysaire

Réduit le nombre d'injections quotidiennes

Minimise |'exposition a des taux hormonaux supra-physiologiques

Tous les embryons doivent étre congelés en raison des effets potentiels de la progestérone sur I'endometre

follicles reached 11 mm or
on cycle day 7 if there were follicles that were <11 mm

Progestin
(Flexible PPOS)

Progestin
(Fixed PPOS)

D1 D2|D3 pDalpbs | pe D7 | D8] Do D10 D11ID12|Dl3|D14

Gonadotropins : Chen J et al, 2021
150-3751U/day NEEcr WPk Vaugon M et o, 2021




Diagnostic

Pour les porteurs de mutations, un test génétique préimplantatoire
pour les maladies monogéniques ( ) peut étre considéré afin de
prévenir la transmission des variants pathogenes associés

au



* La survie sans maladie semble améliorée chez les femmes
ayant concu par rapport a celles n'ayant pas concu

v'Ceci suggeére qu'une grossesse pourrait étre associée a
une meilleure survie sans maladie

* La mortalité liée au traitement conservateur du cancer de
I'endometre est faible et reste comparable a celle de
I'hystérectomie primaire

Obermair A et al, 2020



Traitement Radical

Si Absence de Réponse
Si échec de grossesse
Récidive

Apres accouchement

Definitive and completion surgeries

2eme approche du traitement
conservateur est envisageable au cas par
cas pour les femmes désireuses de
préserver la fertilité

® Definitive surgery is recommended in cases of non-
responders, inability to conceive, recurrence or disease
progression (Level of evidence Il, Grade A).

® For patients with a strong desire to preserve fertility, a
second conservative approach can be considered on a case-
by-case basis (Level of evidence IV, Grade B).

® Completion surgery is recommended after completing
childbearing (Level of evidence Il, Grade A).

® Removal of ovaries should be considered on a case-by-case
basis (Level of evidence lll, Grade B).
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-/ Messages clés

« La prise en charge conservatrice du cancer de 'endometre devient de
plus en plus personnalisée : non seulement sur la fertilité, mais aussi sur
le profil moléculaire, le métabolisme, et 'immuno-profil de la tumeur.

Les essais 2024-25 ouvrent la voie a des combinaisons hormonothérapie
+ immunothérapie et a une adaptation fine du choix thérapeutique. »
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