Endometrium
from
Physiology to Pathologies
Highlights

Bologna (ltaly), February 23-25, 2017
Highlights

Introduction

Prof. Seracchioli, chairman of the symposium,
opened the congress, by highlighting the high
scientific level of this congress focused on
endometrium and its main mechanisms of control
BooGNA(TAY) , leading to new pharmaceutical compounds as a
. / very important challenge for gynaecologists. Many
top researchers in endometrium physiology and
pathology, coming from all the world attended
this symposium together with young physicians
and gynaecologists. This congress represented a very unique occasion for a full update on
Endometrium from physiology to pathology and the related pharmacological and surgical

treatment.
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Stromal-eplthehal interactions, mechanisms of migration and invasion
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Stromal-epithelial interactions and the related mechanisms of
migration and invasion, was the topic discussed by Prof. Vigano
in her lecture. The speaker, coming from Milan (IT), presented
very interesting data on two main topics: the interaction
between stroma and epithelium in the physiologic
endometrium and the transition from the epithelial to the
mesenchymal tissue leading to potential diseases. Starting from
the map of the endometrial N\ ===
pathway, the speaker talked

Possible regulators of SRC activity in endometrial cells

about the genomic and non-genomic estrogen-mediated
endometrial proliferation and presented very interesting data
on the role played by the stromal growth factors and more in
particular by Wnt/B-catenin as a mediator of the progesterone
activity on the epithelium. Prof. Vigand spoke also about the

Endometriosis Pathogenesis

main mechanisms of the
epithelial transition toward the
mesenchymal tissue and more in particular on the lack of B-
catenin, responsible for the aberrant gene expression of
progesterone dependent genes acting on epithelium. In
conclusion, Prof. Vigand pointed out that the interaction
between the stroma and the epithelium is critical for some
endometrial functions and that the GWA studies may allow to
identify genetic variants associated with endometriosis and the
epithelial mesenchymal transition.

e What is the role played by B-catenin on the mechanisms leading to the epithelial

mesenchymal transition?

e What are the main topics of the pathogenesis of endometriosis presented by

the speaker?

e What are the two models presented by the speaker about the relationship
between epithelium and endometrium leading to endometriosis?
e What are the main mechanisms leading to the estrogen-mediated endometrial

proliferation?
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Endocrine and intracrine regulation of estrogens in the human
endometrium

2. INTRACRINOLOGY -~ Prof. Romano from Maastricht (The Netherlands), spoke about
- . the endocrine and the intracrine regulations of estrogens in the
g A human endometrium. The speaker went deeper in his talk, by
organ yrterus . . . . . :
S S presenting very interesting data on intracrinology, the medical
- science studying the interactions between estrogens and
’ endometrium. More in particular
S Prof. Romano hlghllghted that 3. INTRACRINOLOGY - ENDOMETRIUM "=
endometrium is not a Simple ] rr‘ % ENDOMETRIAL CELL (EPITHELIUM)
container of estrogens but one of the main actors of their wgpad® ‘”""72 — ’“"‘“"’;;;
soplif — <o

metabolism. In the main part of his presentation, Prof. Romano
spoke about the endometrial disorders estrogen dependent, like
endometriosis and endometrial cancer, by highlighting that the
reaction modulating the local estrogen synthesis in the ‘s —
endometrial cells is controlled by the type 1 and type 2 17 B-
HSDs. Prof. Romano spoke also about the androgen synthesis in endometrium controlled by
R PR TS ... CYP19A1 aromatase. Talking about treatment, the speaker
N presented very interesting and innovative data on novel drugs
; acting at two levels: the 17 B-HSDs and the aromatase enzyme.
In conclusion, the speaker pointed out that it is of high
importance  to  integrate = neuroendocrinology  with
intracrinology for a better comprehension of all the
mechanisms leading to the endocrine balance and regulation
of the endometrium.
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e What is the role of intracrinology in the local synthesis of steroids?

e What is the relationship between intracrinology and endometriosis?

e What is the reducing/oxidizing 17 B-HSD activity in endometrial cancer from
the intracrinology view?

e What is the main function of the CYP19A1 Aromase enzyme in the endometrial
cells?

e What’s about the Aromatase and STS inhibitors based on the data presented by
the speaker?
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The endometrium from the neonate to the adolescent

developing deep infiltrating endometriosis during adolescence.
From the pathogenetic point of view the speaker pointed out
that in these patients, during thelarche, the endometrial stem
progenitor cells wake up, proliferate and establish ectopic
endometriotic lesions, under the
influence of rising estrogen levels. In the last part of his talk, Prof.

endo

Role of early menstruations in
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Neonatal menstruation

Incidence

Huberet al(1974) 350 3.3%
Lévy et al. (1984) 1207 4.7%

Beric et al. (1985) 2477 3.9%

metrial peritoneal

from hyperinflammation
oss associated with deop

The endometrium from the neonate to the adolescent was
the topic Prof. Brosens spoke about in his lecture. The
speaker coming from Leuven (Belgium), started his talk, by
presenting a selection of the european publications on the
neonatal menstruation and on its incidence. Prof. Brosens
spoke also about the adolescent endometriosis, by
highlighting that babies with a birth weight below 2500 gm
have an increased risk of

Brosens spoke about preeclampsia in adolescents, by
presenting very interesting and recent data on the main
obstetrical disorders. In conclusion, Prof. Brosens pointed
out that the neonatal uterine bleeding, the dysmenorrhea
and the first period of regular menstruations are the
common events with a potentially great impact on the
reproductive outcome in adolescents.

e What’s about the delay of diagnosis of the premenarchal endometriosis based
on the data presented by the speaker?
e What is the pathology-based surgery of the adolescent endometrioma

presented by the speaker?

¢ Are early menstruations beneficial?
¢ Why does neonatal menstruation cause pelvic endometriosis in the adolescents?
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Menstrual physiology: implications for endometrial pathology
and beyond

The implications of the menstrual
physiology in case of endometrial
pathology and byond was the topic at the
core of the lecture discussed by Prof.
Critchley. At the beginning of her lecture
BOLOGNA (TALY) ‘ the speaker, coming from Edinburgh (UK)
FEBRUARY 25 25%, 2017 presented very interesting data on
menstrual physiology and its complexity,
on progesterone and menstruation, on
the role of the endometrial hypoxia, on
the mechanisms of endometrial bleeding
and finally on targeting the PR for therapy. Speaking about the menstrual bleeding, Prof.
Critchley pointed out that HMB is a chronic complaint that has an important impact on the
quality of life of a large proportion of reproductive-age women and also presents a heavy
burden in direct and indirect costs. Going deeper in her lecture, the speaker talked about the
endometrial homeostasis and its complexity, by highlighting the role played by progesterone
and its critical period of withdrawal. In the last part of her presentation, the speaker talked
about the chronic abnormal uterine bleeding and its therapy, by presenting very interesting
data on the PR ligands, their mechanisms of action and on their activity on the sex receptor
expression. In conclusion, Prof. Critchley pointed out that the endometrium is a very
interesting model for the study of the main physiological and pathological processes involving
the human body.
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e What are the processes at the endometrial levels that impact on bleeding?

e What are the main mechanisms of menstrual bleeding control and endometrial
repair presented by the speaker?

e What’s about the role played by hypoxia in the tissue remodelling during
menstruation?

e What are the repair factors expressed in the endometrium during menstruation?
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Mechanisms of menstruation and endometrial haemostasis

The Mechanisms of menstruation and endometrial
haemostasis was the topic of the lecture discussed
by Prof. Bulletti. The speaker, coming from
Cattolica (IT), introduced his talk by presenting very

: interesting data on the mechanisms of menstruation
PRUGIORE ENZD : : : :
FEBRUARY 23 25%, 2017 from a physiopathological point of view, by
highlighting that the knowledge of these processes
is critical for understanding also the diseases
affecting the endometrium during the menstrual
cycle. In the main part of his presentation, Prof. Bulletti talked about two scenarios linked with
the menstrual cycle: the endometrium aspects with and without any embryonal implantation.
Prof. Bulletti presented very interesting data on the endometrial growth regulation in
physiological state and in presence of adenocarcinoma. In the second part of his lecture the
speaker talked about the vascular processes leading to the alterations of the vascular integrity
and the loss of tissue and its disruption due to the metalloproteins activity. Finally, Prof. Bulletti
spoke about the mechanisms of haemostasis.

e What are the main endometrium tissue transformations during the proliferative
and the secretive phases?

e What’s about the appearance of pinepodes during the implantation phase?

e What is the role played by the endometrium growth factors in the proliferation
of the stromal cells?

e What’s about Angiogenesis in the menstrual cycle based on the data presented
by the speaker?

e What is the main activity of the metalloproteins in the matrix?

To follow the presentations of this congress, click on the link below:
http://www.fondazione-menarini.it/Archivio-Eventi/2017/ENDOMETRIUM-FROM-PHYSIOLOGY-TO-
PATHOLOGIES/Materiale-Multimediale ... and, after having logged in, enter in the multimedia area



http://www.fondazione-menarini.it/Archivio-Eventi/2017/ENDOMETRIUM-FROM-PHYSIOLOGY-TO-PATHOLOGIES/Materiale-Multimediale
http://www.fondazione-menarini.it/Archivio-Eventi/2017/ENDOMETRIUM-FROM-PHYSIOLOGY-TO-PATHOLOGIES/Materiale-Multimediale

Adolescent endometrial bleeding

The adolescent endometrial bleeding was the topic of Prof.
Bruni presentation. The speaker, coming from Pistoia (IT),
started her lecture, by presenting data on menstrual bleeding

Differential diagnosis for abnormal bleeding in adolescents

Pregnancy Pathology

Implantation

e k. e ot symptoms in patients affected by different diseases like the
Von Willebrand syndrome and the Polycystic Ovary
o, emesee®h - syndrome, that is the first one pathology responsible for

Gockeley et A. , Gynecol Oncol 2016

endometrial bleeding. Prof. Bruni spoke also about many
infectious diseases leading to bleeding in adolescents like
Celiac disease or Elhers DanloOs oirensissgnoss for sbromsi icesing inscotescenss

syndrome. In the second part of her lecture, Prof Bruni, talked  Erdocrine

Thyroid disorders

about diagnosis, by presenting very interesting data on the
assessment of the bleeding pattern, on anemia and other
associated symptoms and finally on chronic illnesses due to
medications. The speaker presented also data on Imaging for the
adolescent endometrial bleeding
diagnosis. In the last part of her
... lecture, Prof. Bruni spoke about treatment, by presenting very
~interesting data on the heavy menstrual bleeding at
menarche, other hormonal treatments like combined

sub
at

cts reported
1821) and after 5 years ( n=736) LNG IUS 20 in women

L . contraceptives, progestins and ovulation inductors. Finally,
A Prof. Bruni spoke about the surgical treatment of the acute
1. Andersson K, et al. Contraception 1994;49:56-72. meno rrh agi a.

What are the main non-surgical managements of heavy menstrual bleeding?
What’s about the LNG-IUS effectiveness from the speaker point of view?
What are the main mechanisms of action of the LNG IUS intrauterine systems?
What’s about the efficacy of the oral progestins from the speaker point of view?
What’s about the combined contraceptives therapies in adolescent endometrial
bleeding?
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Bleeding and uterine myoma: mechanisms and therapeutic
possibilities

The mechanisms of bleeding related to the uterine myoma and
their therapeutic possibilities was the topic of Prof. Donnez

presentation. The speaker, coming from Brussels (Belgium), talked
about the risk factors for uterine fibroma, by presenting data on

e the genetic factors leading to the onset of the uterine myomas.
pantro ok Infortilty . ) !
= B Going deeper in his lecture, Prof.

Donnez SPOke about the diagnosis Management strategies for uterine fibroids

and the management of the uterine
myomas, by highlighting that from a therapeutic point of view
both surgical therapy and non-surgical alternatives are non-
optimal and we need for new options especially when fertility
maintenance is the goal. In the main part of his lecture, the
speaker talked about the main characteristics of the GnRH
activators and of the SPR modulators, by highlighting that the SPRMs present a faster bleeding
control, a sustained effect after EOT and finally correct the
anemia. Prof. Donnez presented a huge amount of data on
SPRMs long-term efficacy and safety and on the possibility to
avoid or to postpone surgery or to prevent recurrence after
surgery and also on the possibility to prevent occurrence in
women genetically predisposed to develop myomas. In
conclusion, the speaker pointed out that SPRMs are the new
options for the uterine myoma treatment especially when
fertility maintenance is the goal.

e What are the main factors controlling the fibroid growth?

e What are the main characteristics of the selective progesterone receptor
modulators based on the data presented by the speaker?

e What are the main effect of UPA on fibroid volume reduction?

o What’s about UPA safety, based on the data presented by the speaker?

e What’s about the long-term nonsurgical control with UPA?
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Bleeding during contraception therapy

\ 1 Prof. Zannoni, coming from Bologna (IT) spoke about bleeding
2\ Brilelkt!rough \w during contraception therapy, by presenting very interesting
___Deeding data on the breakthrough bleeding due to several causes like

= First months of e/p use

- Small amount of blood (spotting) type, dosage and lasting of contraceptive therapy, endogenous
« lts features depend on ) . . . o .
 type, dosage, lasting of the progestagen hormones’ level, defects in pills assumption, other medications
_ f b lan . . .
- ::dc)ag:n;Es haormones level assumptlon and SmOklng' GOlng [Tfi.;’,;

Bleeding during oral \J
contraception therapy v fq.’

- Individual answer deeper in her lecture, Prof. Zannoni

— Forgotten pills/smoke/medications

: e spoke about the management of
« Higher EE d in COC i
these patlents by hlghllghtmg the importance to collect @ Very e to provids arestor sndametia

useful and complete clinical history. Talking about instrumental 2}:‘;?;";““” and less breakthrough
diagnosis, the speaker pointed out that it is not always required | D Rgmoseanis
. . . . + The flexible-extended regimen is useful to
with the exception of women over 45 years old, with a persistent ~ reduce unscheduled bleeding
7>, Etonogestrel Implant bleeding or with no effect of the
ENREREEIINEEEEE medication trial. In the main part of her lecture, Prof. Zannoni
e spoke about therapy by discussing on the main therapeutic
Rt options like combined hormonal contraception (CHC),
e S Progesteron-only pill (POP) and LARC like 1US, etenogestrel
bleeding g y p
IR implant and copper IUD. In conclusion, Prof. Zannoni pointed
i out that there is little evidence of the effectiveness of the

Discontinuation 59% 5% 23%

treatments, but still they can work on an individual basis.

e What are the main CHC regimens presented by the speaker?

e What are the main practical rules for women with bleeding during CHC
presented by the speaker?

e What’s about bleeding during progesterone-only contraception?

e What are the main characteristics of the treatment for bleeding associated with
LNG 1US?

e What’s about the treatment for bleeding associated with ENG implant?
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Recurrent implantation failure: the role of the endometrium

i) Precictor Clasifes e olecuar kecepiivity. — The role of endometrium in the recurrent implantation
failure was the topic at the core of Prof. Pellicer presentation.
o — —. The speaker, coming from Rome (IT), at the beginning of his
L L T “ ol talk, addressed the audience by highlighting that
approximately only the 66% of the blastocysts implants have
i success and talked about the so called “puzzle of the

s wuwe Endometrial Factor™. In the

main part of hlS leCture PrOf Personalized embryo transfer (_pET)

as a treatment fgr, lometrial origen

Pellicer spoke about the role
of the endometrial receptivity array (ERA) and analysis
(ERA-NGS), by presenting very interesting and innovative
data on the ER Map as a major predictor of the molecular
receptivity status of the endometrium. In the second part of
his lecture, Prof. Pellicer presented data given by a clinical
trial running in his clinical center, on PET, that is the B g
personalized embryo transfer, as a treatment for the recurrent lmplantatlon fallure of
endometrial origin. More in particular the speaker presented the main characteristics of this
study, like the inclusion/exclusion criteria, the study design
and the results of the interim analysis, by highlighting that
with this technique the adequate endometrial receptivity can
growth more than 14%. In the last part of his talk Prof.
Pellicer presented new data on another clinical study
performed by his team of research, on the endometrial
microbiome, by highlighting that the low presence of
lactobacillus in the endometrial microbiota is associated with

LOW ABUNDANCE OF LactobacillusIN ENDOMETRIAL MICROBIOTA IS ASSOCIATED WITH
POOR REPRODUCTIVE OUTCOMES IN IVF PATIENTS

Morro . Am Ot O 01 poor reproductive outcomes in infertile patients.

e What’s about the adequate endometrial receptivity from the speaker point of

view?

What’s about the puzzle of the Endometrial Factor presented by the speaker?

What is the role of hysteroscopy for the uterine evaluation in failed ART?

What are the main key point of the Endometrial Receptivity Array?

What’s about ER Map?

What’s about the application of the Personalized embryo transfer based on

the speaker’s experience?

o What’s about the correlation between endometrial microbiome and recurrent
implantation failure?
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Endometrial support for assisted reproduction cycles
Savsss ol it i ilmiivd ercies The Endometrial support for assisted reproduction cycles was
osgroee the topic discussed by Prof. Borini. The speaker, coming from
Bologna (IT), presented very interesting data about the luteal
effects of progesterone and more in particular on the causes of
the luteal phase defects in natural
cycles. Going deeper in his T —
presentation, the speaker talked s
about the effects of the luteal
phase support protocols, by presenting very interesting data
given by many clinical studies running in patients with primary
or secondary infertility. Prof. Borini talked about the
Evidence of impaired endomelral recepivty afer effectiveness of LPS methods in
et o fresh ET after HCG trigger, by highlighting that Progesterone is
as effective as HCG and discussed very interesting data about
the Vaginal delivery options. Finally, the speaker talked about
the main treatment protocols based on the administration of 3
Progesterone versus HCG regimens. In conclusion, Prof. Borin
pointed out that LPS is mandatory to overcome LH deficiency
when a fresh transfer is planned.

e Does the type of progesterone matter in endometrial support for assisted
reproduction cycles?

e What are the main vaginal delivery options presented by the speaker?

e What’s about the luteal phase effect in patients undergoing NC-FET?

e What’s about the preparation of endometrium for frozen embryo replacement
cycles based on the data presented by the speaker?
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Blastocyst endometrium cross-talk

What else can we investigate? Prof. Ubaldi, talked about the cross-talk between blastocyst and
endometrium. The speaker coming from Rome (IT), started his
speech by highlighting that at least the 50% of euploid blastocysts
still fail to implant and addressed the audience with these question:
which parameters could further increase our predictive potential?
Going deeper in his presentation, Prof. Ubaldi talked about the
studies performed in the last ten years on blastocyst morphology
and on time-lapse parameters of |
embryo evaluation, by highlighting that no conclusive results have ' K
been obtained for finding novel biomarkers of oocyte competence
and embryio implantation. In the second part of his lecture Prof.
Ubaldi presented very interesting and innovative data on studies
performed on the endometrial receptivity and its gene expression AR LIRS
profile and on other studies designed for investigate the i
correlation between implantation and inflammation, by highlighting that the success of
implantation is secondary to the development of an injury-like inflammatory reaction. In the
last part of his lecture, Prof. Ubaldi presented very interesting data on the endometrium-
blastocyst dialogue and more in particular on the factors mediating this dialogue, by
—~—— highlighting that the phases of blastocyst implantation require a
mIRNAs in spent blastocyst culture media
(5BM) and implantafion bi-directional dialogue mediated through cytokines and other
messengers. Prof. Ubaldi presented a huge amount of data
demonstrating that these new messengers mediating the
blastocyst-endometrium dialogue aiming at implantation are the
mRNA:s. In conclusion, the speaker pointed out that these results
are very impressive, but for a definitive validation it is necessary
to perform a prospective multicenter study.

e What is the consequence of the rapid developmental evolution of omics
technology platforms from the speaker point of view?

e Could implantation be boosted by an inflammatory-like response?

e What are the messengers involved in the bi-directional dialogue between
blastocysts and endometrium?

¢ How many human gene translation and biological pathways are regulated by
mRNA?
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Adenomyosis and subfertility: prevalence, diagnosis,
treatment and fertility outcomes

Prevalence, diagnosis, treatment and fertility outcomes
for Adenomyosis and subfertility, was the topic
discussed by Prof. Velasco. The speaker coming from
Madrid (Spain) highlighted that it is very difficult to
know the exact prevalence of Adenomyosis due to
different information coming from literature, as well as
guidelines. Going deeper in his talk Prof. Velasco spoke
about il
diagnosis, by focusing on the invasive and on the
non-invasive procedures and on the so called

wi) 4. Diagnosis

+ menarrhagia/metro

4. Diagnostic Criteria

Table 2 Epider

Adenomyosis triad constituted by pain, infertility Age
and AUB. Speaking about the non-invasive i oo
procedures, Prof. Velasco presented data on MRI s b3 e
and discussed about the 7 ultrasound features linked s 7 o0

with the Adenomyosis diagnosis. In the second part —
of his lecture, the speaker talked about treatment, its

long-term safety and its main related issues. Finally,
Prof. Velasco presented very interesting data on the
impact of Adenomyosis on the fertility outcome. In

‘Adenomyosis
_$$ conclusion, the speaker pointed out that nowadays

Blastomeres D3

vi) 6. Impact on fertility outcome

And clinically?

e i R e b there is an increased awareness of Adenomyosis and
O e - e also the sonographic criteria for a precise diagnosis are
clear, but there is the need for research-medical

e

What do guidelines say on Adenomyosis?

What’s about the MRI accuracy in the Adenomyosis diagnosis?

What are the 7 ultrasound features of the Adenomyosis diagnosis?

What are the main issues linked to the Adenomyosis treatment?

What is the impact of Adenomyosis treatment on fertility from a clinical point
of view?
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Terms, definitions and measurements to define endometrial
and intrauterine lesions: suggestions from the International
Endometrial Tumor analysis (IETA Group)

\£7A: Ultrasound parameters Prof. Moro from Rome (IT), spoke about the term:s,

L. Endometrial hickness definitions and measurements of the endometrial and
2 eyt o) €y intrauterine lesions, by presenting very interesting data given
R o by the International Endometrial Tumor analysis (IETA)

o group. At the beginning of her lecture, the speaker presented
5. coescre | the IETA terminology linked to any endometrial tumor, by
6 Veclrpan OO focusing on the ultrasound

7. Endometiatlsn (o) parameters. Going deeper in
her presentation the speaker
talked about many indexes like endometrial thickness,
echogenicity divided into uniform and non-uniform,
endometrial midline, endometrial-myometrial junction,
colour score, vascular pattern and finally about endometrial
lesions. Prof. Moro talked also about the applications of the
IETA studies: inclusions (sept 2016) IETA X termlno.logy, . by . . .
sl presenting very interesting data given by Imaging studies
performed in patients affected by endometrial and
intrauterine cancer or intracavitary lesions like polyps and
myomas. In conclusion, Prof. Moro, pointed out that the
IETA terminology is a standardized method for describing
the endometrium, the endometrial tumors and for
predicting stage, myometrial invasion and grading of the
endometrial cancer.

TOTAL

6152
1622 1808 1882
1031]
4
/Y]
=Com nTotal

e What are the main IETA terminology related to any endometrial pathology?

e What are the ultrasound parameters of the IETA terminology?

e What’s about the application of the IETA terminology presented by the
speaker?

e What’s about the correlation between IETA terminology and the intracavitary
lesions?

o What’s about the IETA studies discussed by the speaker?
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AUB, junctional zone and Transvaginal sonography

T2 weighted turbo spin echo MR without fat suppression,+ buscopan injection AUB, junctional Zzone (JZ) and Transvaginal Sonography was
et i o ) the topic discussed by Prof. Exacoustos in his lecture. The

all  these features, by
highlighting the tight correlation between the histologic
specimens and ultrasound imaging. The speaker presented
also the results of a multicenter study designed for the
assessment of the uterine JZ detectable alterations in patients
with endometriomas or

o oot deep endometriosis with
e s b the 2D and 3D TVS
* only endometriomas (OMAs) and - . . .
" p 2 & evaluation and highlighted
r 38 patients (OMA GROUP) {

only endometrioma at TVS and LPS \‘

» 42 patientsoie Grour)

speaker coming from Rome (IT), talked about the main
characteristics of JZ and its Imaging, the association between
JZ and AUB with a particular focus on fibroids, endometrial
malignancy and adenomyosis and finally about the association
between JZ and endometriosis. Speaking about JZ and AUB,
Prof. Exacoustos presented a huge amount of imaging data on

Evaluation of myometrial invasion

T the tight correlation between TVS and these pathologies. In
conclusion, Prof. Exacoustos pointed out that in the future

e s s the 3D TVS evaluation will be applied in the study of the

» 20 patientsico

no pelvic endometrosis at TVS and LPS

between fibroids and infertility.

effects of pregnancy on the structure and function of the JZ
together with other very interesting topics like the correlation

e What are the main characteristics of the uterine junctional zone presented by

the speaker?

aged 20 to 35 years old, presented by the speaker?

What’s about the association between JZ and AUB?

What’s about the association between JZ and endometriosis?

What is the impact of the intramural fibroids on the junctional zone?
What’s about the correlation between JZ and adenomyosis?

What are the main results of the multicenter study on 100 nulliparous patients
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AUB and Hysteroscopy

Prof. Di Spiezio Sardo from Naples (IT), presented very
ABNORMAL UTERINE BLEEDING interesting data on AUB and hysteroscopy, by highlighting
the confusion in the terminology of the AUB definition.
Going deeper in his lecture Prof. Di Spiezio Sardo presented
very interesting imaging data on the applicability of
hysteroscopy in patients affected by abnormal uterine
bleeding and highlighted
the superiority of this
technique compared to
ultrasonography. In the main part of his talk, the speaker
presented data on the direct viewing of endometrium
lesions like polyps, hyperplasia or myomas thanks to the
hysteroscopy application. Prof. Di Spiezio Sardo presented
also very interesting
imaging data on
adenomyosis, isthmocele .

“ ‘ & and other uncommon lesions. Finally, the speaker talked
: - about the target-eye biopsy, the office operative
hysteroscopy, the limits of the procedure of dilation and
curettage and about the application of hysteroscopy in
women with menorrhagia for the detection of submucous
myomas.

Polymenorrhea Metrorrhagia

ISTHMOCELE

Limitations of D&C

e What are the main lesions detectable with hysteroscopy?

e What are the main limits of the dilation and curettage procedure from the
speaker point of view?

e What are the main characteristics of the office operative hysteroscopy?

e What’s about the target-eye biopsy?

e What are the main definitions of the Abnormal Uterine Bleeding?
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Endometrial morphology after treatment with selective
progesterone receptor modulators

— The main topic at the core of Prof. Williams presentation, was

i the endometrial morphology after treatment with selective

4,\1433 o progesterone receptor modulators. The speaker, coming from
Edinburgh (UK), presented very interesting data on SPRMs, a
oy . family of compounds binding PR with specific agonist and
antagonist activities and a wide
snol) range of potential clinical
applications, the first one on the
endometrium. Going deeper in his lecture, Prof. Williams
spoke about the SPRMs’ mechanisms of action, starting from
the activities developed by the binding of Progesterone with
its receptor. In the main part of his lecture, the speaker talked
about the effect of SPRMs on endometrium, by highlighting
that it is not fully characterized and that it presents some
variations according to any specific agent. Prof. Williams spoke also about the
antiproliferative effects of SPRMs on endometrium and the
possible mechanism of action. Finally, the speaker presented
very interesting data given by clinical studies running in patients
treated with any single SPRM agent, like Mifrepistone,
Asoprisnil and Ulipristal acetate. In conclusion, Prof. Williams
- e pointed out that the SPRMs effects may vary somewhat
o T TS5 according to any agent and that the antiproliferative effect

appears consistent.

SPRMs — putative modes of action

Reversibility of UPA-induced PAEC

e What are the further potential uses for SPRMs in contraception and in the
treatment of endometriosis from the speaker point of view?

e What’s about the antiproliferative effect of these drugs based on the data
presented by the speaker?

e What’s about the PRM-associated endometrial changes presented by the
speaker?

e What are the main characteristics of Ulipristal acetate?

e What are the main mechanisms of action of SPRMs?
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Endometrial cell migration and endometriosis

The Endometriotic Disease Theory

Endometriosis

(epi) Genetic

Subtlelesions mutation
favorised by

== heredity

Cystic Ovarian|
Adhesions

Typical

Remodeling,

all the types of endometriosis, starting from the theories on K g D
the modulators like peritoneal fluid, immunology and
genetics, with the aim to highlight the need for a new

The main topics at the core of Prof. Koninckx
presentation, were the endometrial cell migration and
endometriosis. The speaker, coming from Kuleuven
(Belgium), presented very interesting data, starting from
the different presentations of endometriosis, its prevalence
and histology with the aim to suggest the need for the
revision of the endometriosis definition. Going deeper in
his lecture Prof.
Koninckx spoke about
the pathophysiology of

Dioxin Concentrations in women with endometriosis

Mayani A, Barel S, Soback S, Almagor M. Human Repr 1997, 12, 373-375

concentration (part per trillion)

endometriotic disease theory. In the main part of his
lecture, Prof. Koninckx spoke about epigenetics involving

endometrium cells, stem cells, bone marrow and pale cells

Stage of Endomeiosis Stage of Endometriosis

and raised this question to the audience: why does a cell
change behaviour? The speaker presented very interesting data on the correlation between
pollution and endometriosis and, more in particular, on the dioxin concentrations in women

Angiogenetic factors

* Bioassay
* VEGF
* TGF

Like most benign tumors

Koninckx P.R., Kennedy S., Barlow
D., Gyn Obstet Invest 1999,47,1-10

patients?

affected by endometriosis and on the relationship
between dioxin and radiation as mutagenic factors. Prof.
Koninckx spoke also about endometrium in
endometriosis patients and more in particular on all the
genetic factors released by this type of endometrium, like
ICAM-1, P450aromatase transcripts, IL-6, IL-11 transcripts
and heat shock protein 27 and presented very interesting
data on the genes involved in endometriosis. Finally,
Prof. Koninckx spoke about the risk of cancer driven by
surgery.

What is the link between endometriosis, cancer stem cells and progression?
What are the main angiogenic factors?

What’s about the Endometriotic Disease Theory?

What is the correlation between endometriosis and epigenetics?

What is the correlation between pollution and endometriosis?

What are the main characteristicc of the endometrium in endometriotic
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Endometrium, inflammation and endometriosis

Prof. Petraglia, coming from Siena (IT), spoke about

— Endometrium, inflammation and endometriosis, by presenting
B e e +8 a huge amount of data on the pathogenesis of endometriosis
sty P and the actors involved in this process. Going deeper in his
lecture, Prof. Petraglia spoke about immunology and its linkage
o - with the pathophysiology of Pr - Rooep ;

Pathogenesis of endometriosis

Progesterone
resistance

S qoased endometriosis. In the main part == - =T

inflammation X R weaive v R
of his talk, the speaker == 07 por ) e X_epors

presented very interesting data .

on the correlation between endometriosis and immunological = o peeand s sprmon

disorders like lupus, rheumatoid arthritis and multiple sclerosis
with a particular attention to the deep mechanisms linking all =
these diseases. Prof. Petraglia spoke also about chemotaxis, = .:, *iagonists
apoptosis and their clinical effects on endometriosis, about
cytokines and their correlation with endometriosis, about pain, neurogenesis and their
Endometriosis, mental health and comorbidities  peripheral and central mechanisms in patients affected by
Sdoneticsls endometriosis. Finally, the speaker presented very interested
Inflammation _ data on endometriosis and the stress related comorbidities. In
e conclusion, Prof. Petraglia pointed out that endometriosis is a
benign disease but with a systemic diffusion that involve
patients with a lot of direct and indirect very important
symptoms, deeply affecting their quality of life.

v, Morg th,
an 15 gq
prus,ag‘anwnve!

Mental ¥ i J Systemic
suffering i

e What’s about immunology and its involvement in the pathogenesis of

endometriosis based on the data presented by the speaker?

What are the main immunological disorders linked with endometriosis?
What’s about the correlation between apoptosis and endometriosis?
What are the main prostaglandins linked with the onset of endometriosis?
What’s about the prostaglandin receptor antagonists presented by the speaker?
What is the correlation between cytokines and endometriosis?

What is the correlation between pain, its neurogenesis and endometriosis?
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The endometrium and the junctional zone myometrium in
endometriosis and adenomyosis

The endometrium and the junctional zone myometrium in
endometriosis and adenomyosis, was the topic at the core of

Adenomyosis is a cause of persistent pain after DIE surgery

; = wﬁ Prof. Borghese presentation. The speaker coming from Paris

1 = - ]?5 = (France), at the beginning of his presentation talked about the

structure of endometrium, myometrium and the uterine

“1;% = I = junctional zone. Going deeper in his lecture, the speaker

i: 1%__—1" = talked about adenomyosis, e oo bt et et
its histological definition, its andsdenomyosis? ‘

)

Lazzeri L | Reprod 561 2014

symptomatology

characterized by pelvic pain, uterine bleeding and infertility.
Prof. Borghese spoke also about the MRI and the TVUS
criteria for the diagnosis of adenomyosis. In the main part of
his presentation, Prof. Borghese spoke about the

heterogenetic nature of adenomyosis and its tight ’ s
relationship with endometriosis from the symptomatology ) R
and the phenotypic point of view. In the second part of his talk, the speaker presented very
interesting data on the close relationship between focal
n adenomyosis and bladder endometriosis, with a very different
pationts - outcome between the anterior focal and the posterior focal
Global N adenomyosis. More in particular Prof. Borghese pointed out
approach " the importance of the global approach to endometriosis, by
endomerioss ‘sur [N I taking also care of the comorbidities like adenomyosis and
Adenomyosis. fibroids. Finally, the speaker presented very interesting data on

[Fioroice the different pathogenesis of diffuse and focal adenomyosis.

Adenomyosis: MRI definition
Junctional Zone (JZ) 212 mm
and
Ratio JZ / Myometrium > 40%

o
i &
NW—-—0WO0O<=TO0ZmO >

W-nwO0O—-—AV-mMETOOZm

TAKE HOME MESSAGES

e What are the MRI criteria for the diagnosis of adenomyosis?

o What’s about adenomyosis and the TVUS criteria?

e What are the main characteristics of the relationship between endometriosis
and adenomyosis?

o What is the correlation between focal adenomyosis and endometriosis?
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Endometrial dysfunction and pregnancy failure in women
with endometriosis

i o The Endometrial dysfunction and the pregnancy failure in
ow Does Endometriosis Cause an

Infertility Gap? women with endometriosis, was the topic at the core of
Marcoux ot al. NEJM 1687 Prof. Taylor presentation. The speaker coming from New
York (USA), presented very interesting data on
I endometriosis and infertility. More in particular the speaker
R talked about the three anatomic compartments involved

o
S

40

? il
"“’_l___,f’—"r)\aqnus(m 1aparoscopy

Cumulative Probability of a
Pregnancy of >20 Weeks (%)

el o like Ovaries, Uterus and Pelvic cavity, by highlighting that
R even in optimized setting of IVF, the implantation rates are
reduced. Speaking about implantation, Prof. Taylor

presented very interesting data on the sonographic and Cx43 Gap Junctions are Critical

hysteroscopic assessment of the endometrial thickness and ~ for Uterine Receptivity and Fertility
morphology. The speaker talked also about “ERA™ that is ; B, 3l
the personalized embryo transfer project leading to the 2 Q

identification of the implantation defects sustained by e -
cDNA microarrays and by the dysregulated implantation B
biomarker genes. Finally, the speaker talked about the
correlation between the Gap junction and the
endometrial function, by highlighting that Cx43 gap
junctions are critical for the uterine receptivity and fertility

Inhibition of Gap Junctions with AGA . .

Causes Endometrial Stromal Cells to  and presented very impressive data on the loss of Cx43
Undergo Apoptosis gap junctions in women affected by endometriosis and on
the effects of the pharmacological GAP junction inhibition
driven by AGA the 18a-glycyrrhetinic acid blocker. In

embryos fail to

— . implant in targeted
_t 450 uterine Cx43--

* transgenic mice

phase

contrast morphology

it -. roneL conclusion Prof. Borghese pointed out that the
_ AN o endometrial stromal cell differentiation in vivo and in
immunocyto- ' @, activate . . . . H 1c 1
cemiety (S ;“ﬁ;‘ spased vitro is associated with the Cx43 upregulation and this is

Control 50 M AGA

mostly reduced in presence of endometriosis.

o What are the detrimental effects of endometriosis on the eutopic endometrial
function?

e What is the effect of AGA on the GAP junctions?

e What is the significance of Cx43 based on the data presented by the speaker?

e What are the main dysregulated implantation biomarkers presented by the
speaker?

e Why are the endometrial biopsies important from the histological and
molecular information point of view?
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The impact of perimenopausal ovarian function upon the
endometrium: pathophysiology and treatment options

inaeretading HePsiasnasis The impact of perimenopausal ovarian function upon the

« Progressive interplay between ovaries

o e ey endometrium: pathophysiology and treatment options was
o G e cuy the topic Prof. Berga talked about. The speaker coming
ik ion from New York (USA), presented very interesting data on

two main topics: the evaluation of existing literature for
recommendations on the hormonal interventions in peri-

unit must function

* Both increased FSH levels and altered
hypothalamic feedback sensitivity drive
aberrant folliculogenesis and hormonal
aberrations

»Weiss G et al. JAMA 2004

~ LOOP cycle - luteal out-of-phase
follicular event

» Hlo GE ot . Menopause 2009 " postmenopausal women with endometriosis and
« Lag cycle — long follicular phase with . . .
sberan ilicuagenesis. hh esradil adenomyosis and the evaluation of the ovarian hormone
Secretion va riabi l ity Benefits and Risks in the Women’s Health Initiative
based on age and health risks in women treated with [ """ cvb stk DVT BC CoCa AliCa FX Mort DM

oophorectomy and hormone therapy. At the beginning of
her lecture, Prof. Berga presented the main critical
concepts about the care of these patients and spoke about
some concerns related to the postmenopausal hormone
use and the malignant transformation of residual lesions.
Going deeper in her lecture, Prof. Berga presented very
interesting data on the hormonal profiles in the peri-
postmenopausal period, by highlighting that when cycles become irregular, hormonal profile
become unpredictable. In the main part of her talk the speaker presented very interesting
T ——— data on the treatment’s options for peri-postmenopausal
o m women affected by endometriosis, speaking about the
benefits and risks of the menopause hormone therapy. More
in particular Prof. Berga pointed out that there are no
products specific for the peri-postmenopausal period and
L talked about the main characteristic that an ideal product
¢ Lumbar spine i should have. In conclusion, Prof. Berga pointed out that HRT
should be considered after any type of ovarian suppression or
menopause in a woman with endometriosis.

Manson JE, Kaunitz AM. N Engl ] Med 2016;374:803-806.

e What are the main critical concepts and concerns in the care of women with
endometriosis in the peri-postmenopausal time?

e What are the main concerns related to the presence of endometriosis in peri-
postmenopausal women?

e What is the effect of the transition stage on the cognitive profile in
postmenopausal women?

e What are the benefits of the hormonal therapies that suppress the ovarian
function in peri-postmenopausal women?
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Investigation of women with postmenopausal uterine
bleeding: clinical practice recommendations

The Investigation of women with postmenopausal uterine
%ﬁéﬁ %?%(HOEOESNTRA%'\,QEE\'SQ:LASL%Emé‘N bleeding and the related clinical practice recommendations,
was the topic at the core of Prof. Munro presentation. The
speaker coming from Los Angeles (USA), at the beginning
of his lecture talked about the definition of postmenopausal
bleeding and the frequency of endometrial carcinoma in
these patients, by highlighting that this risk increases from
1% to 7% in 60 to 64
years old women. In the
main part of his presentation, Prof. Munro spoke about
the clinical practice recommendations on women affected
by postmenopausal uterine bleeding developed by the Tao Brush®
Kajser Permanente, Southern California Evidence Based / &
Practice Guideline. The speaker presented the main points /
of these recommendations, focusing on the intended use,
the methodology, the hierarchy of evidence, the
background and the context. More in particular Prof. Munro discussed the specific
recommendations on three types of postmenopausal

_ bleeding: spontaneous, secondary to HRT and finally,
TVUS AND POSTMENOPAUSAL BLEEDING .

Are endometrial aspiration catheters the best sampling devices?

Pipelle® and others

Cytolog/ Specimen

related to the use of the selective estrogen receptor

modulators. In the last part of his lecture the speaker talked

about some issues like the long-term outcomes for women

with EEC above 4 and normal EB, the diagnostic techniques

e and some specific circumstances like the type Il endometrial

5 - ) carcinoma, the asymptomatic EEC thickness and the
o e e evaluation following endometrial ablation.

ELSEVIER

What’s about the use of TVUS in women with postmenopausal bleeding?
What are the main issues related to the ultrasound-determined EEC thickness in
women with endometrial carcinoma?

What about the role of routine hysteroscopy in women with endometrial
carcinoma?

Are endometrial aspiration catheters the best endometrial sampling devices?
What’s about the accuracy of the endometrial biopsy?

What’s about patients using SERM such as tamoxifen?

What’s about the Transvaginal ultrasound for EEC?

What EEC thickness should be considered abnormal?
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Factors predictive of endometrial carcinoma in patients with
atypical endometrial hyperplasia on preoperative histology

PRECURSOR LESION of the Endemetriod TYPE 1 Prof. Santini talked about the Factors predictive of

endometrial carcinoma in patients with atypical endometrial
hyperplasia on preoperative histology. The speaker coming
from Bologna (IT), presented very interesting data on the
WHO 2014 recommended terminology, the diagnostic
reproducibility, the natural history of this disease and finally
on the diagnostic decisions and the current practice. Going
deeper in her lecture, Prof. psiems in Defining the Natural History of Hyperplasia
Santini spoke about the precursor lesions of the T

The changes in path criteria means that

endometrioid type | endometrial carcinoma, by highlighting  some of the lesions diagnosed as simple
that the revised 2014 WHO classifications divided ::nc-:r::«::: ?Z":L"/'Eiﬁ without atypla
hyperplasia in two types: hyperplasia without atypia and apses Bevioned for ALVEIN Gt
atypical hyperplasia (AH) and considered the diagnostic term  , atypical Hyperplasia = 78% AH/EIN

of endometrial intraepithelial neoplasia (EIN) as a ) Gmrersveemesa s oo o
synonymous of AH. Speaking about the diagnostic

reproducibility, the speaker pointed out that the new WHO

classification systems are highly predictive of the risk of progression to adenocarcinoma. From
the natural history point of view, Prof. Santini highlighted that from the 30% to the 40% of

patients diagnosed with AH/EIN may have coexisting adenocarcinoma, and the remaining

(envomeTRIAL BIOPSY ]

Diognais of AH-ETN: Endometrial Sampling and Tmaging 60% to 70% have a very high risk of cancer development.
v egbgpdodlon ot by Finally, the speaker talked about the diagnostic decision
I a.DESCRIBE the lesion and the current practice, by highlighting that there are
el nd el o AL — some clinical features that may influence the course of the
B ‘ !, disease once the AH/EIN is diagnosed. In conclusion, Prof.
i) _L 4 santini pointed out that AH/EIN must be considered as a

o
g premalignant lesion with the presence of coexisting
L e Q@j &» invasive endometrial carcinoma in the 40% of cases.

What are the main types of endometrial cancer presented by the speaker?
What are the precursor lesions of the endometrioid type 1 endometrial cancer?
What is the diagnostic reproducibility of the WHO 2104 recommendations?
What are the main problems in defining the natural history of hyperplasia?
What are the reviewed diagnoses related to the AH/EIN criteria?

What is the risk of AH/EIN progression to carcinoma?

What are the main clinical factors that may influence the course of the disease
once AH/EIN is diagnosed?
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Evidence-based medicine and prognostic factors in
endometrial cancer

Dr. Di Donato talked about Evidence-based Medicine and the
v prognostic factors in endometrial cancer. The speaker coming
v 220 from Rome (IT), presented very interesting data on the

s - endometrial cancer epidemiology, by highlighting that this
» . disease represents the most common gynaecological
o 7 malignance. Going deeper in .

his lecture, Dr. Di Donato W in Endomeroid Corps Cancer
spoke about the prognostic Hemaerssrm

factors like estrogen receptors, progesterone receptors and

Ki-67 factor and also about other biological prognostic
factors mainly used in clinical research. In the main part of his
lecture, Dr. Di Donato, presented very interesting data on the
peritoneal cytology as a risk factor for recurrence for non-
endometroid endometrial cancer, by highlighting that
lymphadenectomy is only recommended in high risk endometrial cancer patients. The speaker
talked also about the role played by age as a key prognostic factor in EC patients, by

W Therapeutic Role o Lymph Node Resection highlighting that patients over 65 years old present a worse

in Endometrioid Corpus Cancer

A St o 12359 Pt outcome compared to the ones below 65. Speaking about
obesity, hypertension and diabetes Dr. Di Donato pointed
out that only diabetes and hypertension but not obesity have
a worse impact on survival in EC patients. In conclusion, the
speaker pointed out that from a prognostic point of view it
is very important to take care of the tumor and at the same
time of the patients’ characteristics.

What’s about the effect of BMI on survival?

What is the influence of age on the survival outcomes in EC patients?

Do all patients require lymphadenectomy?

What is the therapeutic role of lymph node resection in endometrioid corpus
cancer?

What is the role of the biological prognostic factors in endometrial cancer?

o What is the relationship between estrogen receptor, progesterone receptors, Ki
67 factor and EC prognosis?

To follow the presentations of this congress, click on the link below:
http://www.fondazione-menarini.it/Archivio-Eventi/2017/ENDOMETRIUM-FROM-PHYSIOLOGY-TO-

PATHOLOGIES/Materiale-Multimediale ... and, after having logged in, enter in the multimedia
area



http://www.fondazione-menarini.it/Archivio-Eventi/2017/ENDOMETRIUM-FROM-PHYSIOLOGY-TO-PATHOLOGIES/Materiale-Multimediale
http://www.fondazione-menarini.it/Archivio-Eventi/2017/ENDOMETRIUM-FROM-PHYSIOLOGY-TO-PATHOLOGIES/Materiale-Multimediale

Cancer genes and biomarker for endometrial carcinoma

Cancer genes and biomarker for endometrial carcinoma was
the topic Prof. Colombo talked about. The speaker coming
from Milan (IT), presented very interesting data on the most
common gynaecological cancers in developed countries, by
highlighting that the majority of ECs is diagnosed in early
stages, but the recurrences

Microsatellit abil

Copy-number low & microsatellite stable

Copy-number high serous like

have an incidence between Targeting the PI3K/mTOR Pathway
15% to 20%. Going deeper
in her lecture, Prof. Colombo presented very interesting data s 4"‘"1]‘__:&%@% -

on the type 1 and type 2 carcinomas biomarkers referred to
the main gene mutations in endometrioid endometrial and HE -
in serous endometrial cancer. In the main part of her talk s S
Prof. Colombo presented very interesting data on the
potential therapeutic impact of the TGCA classification and more in particular on the potentlal
drugs targeting the PI3SK/PTEN/AKT/mTOR pathway by highlighting that only in few cases
there is a sufficient response in term of efficacy and safety. The speaker presented other very
interesting data given by studies aimed to evaluate the effect of the combination therapy of
Ineisen besilsubivibni biewoT mTOR with metformin. In the second part of her lecture Prof.
Colombo spoke about mTORE+ chemotherapy studies and
FGFR1-3, VEGFR!-3 inhibitors studies and finally on PARP
inhibitors. In the last part of her talk Prof. Colombo spoke also
about immunotherapy, by presenting very interesting data on
the response rates of the anti-PD1 drugs.

e What’s about the effects of the mTOR + hormonal therapy based on the data
presented by the speaker?

e What’s about the integrated genomic characterization of endometrial cancer

from the speaker point of view?
e What is the potential therapeutic impact of the TGCA classification?
e What are the main mTOR inhibitors presented by the speaker?
e What’s about M-TOR in combination therapy based on the data presented by
the speaker?
o What the results of the association between M-TOR and the hormonal therapy?
e What’s about the Metformin study presented by the speaker?
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Molecular mechanisms of tamoxifen-associated endometrial
cancer

Tamoxifen use and uterine cancer risk The molecular mechanisms of tamoxifen-associated
| endometrial cancer were the topic of Prof. Zullo presentation.
The speaker coming from Naples (IT), presented very
interesting data on tamoxifen use and uterine cancer risk, by
highlighting that the risk ratio in postmenopausal women with
breast cancer taking How to screen tamoxifen users?
tamoxifen is 4.0 times higher e
than that of an age matched
population and it is dose and time dependent. Going deeper
in his lecture, Prof. Zullo pointed out that in order to develop
strategies for the minimization of the tamoxifen’ effects on
the endometrium it is mandatory to understand the Sl
molecular mechanisms of tamoxifen-induced endometrial
cancer and presented very interesting data on these molecular mechanisms. Finally, the
speaker talked about the investigations to be performed for
an effective screening of tamoxifen users at risk of
endometrial cancer and presented very interesting data on
the aromatase inhibitors as an alternative to tamoxifen use.
In conclusion Prof. Zullo pointed out that in postmenopausal
patients with breast cancer aromatase inhibitors can be
. _ ) preferred to tamoxifen but it is necessary to pay attention to
Lo whor Wik bone density and overall costs.

Formerly there i

the present, only women

e 5
COMMITTEE OPINION _©

omatase Inhibitors in Gynecologic Practice

Aromatase inhibitors
should not be used alone
in women with breast
cancer who have
preserved ovarian
function so they are not
indicated in
premenopausal patients.

e How to screen tamoxifen users?

e What is the burden of the endometrial risk cancer in breast cancer patients
independent by tamoxifen intake?

e What is the correlation between tamoxifen use and breast cancer recurrence
and survival?

e What’s about the correlation between tamoxifen and the uterine cancer
patients risk, based on the data presented by the speaker?
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Minimally Invasive Surgery in Endometrial Cancer

Prof. Mabrouk, coming from Modena (IT) spoke about

B e T minimally Invasive Surgery in Endometrial Cancer. The
speaker at the beginning of his talk, addressed the
Y ¥ Y W ¥ audience with this question: there is there a role of the

] (1] R minimally invasive surgery in the management of the
ma @/ endometrial cancer? Prof. Mabr.ouk went deeper in his

) /Q\ <’\‘ %1 v 5/"‘;-’%?”\\ talk and presented very interesting data on the state of

A L ThiR: the art about the role of MIS, on the actual situation
EE———SSEEE  about its use, on the MIS i =
potential limitations and finally on two approaches: the MIS
and the not-MIS one. Starting from the surgical-pathological
staging approach, the speaker pointed out that MIS has to be
recommended based on the surgical outcomes. Speaking
about the adequacy of staging for MIS Prof. Mabrouk
presented very interesting data on the use of laparoscopy in
Italy and in his center, by highlighting that the data are very
similar: laparoscopy is applied in more than 55% of cases. The speaker presented also data
on the potential limitations of MIS, like obesity, more in particular with a BMI over 40, old
age and other limitations related to anatomic or technique issues. Finally, the speaker talked
about lymphadenectomy, SLN mapping, ovarian and fertility

Ovarian preservation sparing, by highlighting that in women under 40 years old
ffi;;'g;ﬁlt?;ﬁ{lﬂ"vi{’h’?:,?ﬁéi'égé" = without any predictable risk factor, the ovarian preservation
erdometral cancer:a eospecive | L | could be the best option. In conclusion, Prof. Mabrouk

study and meta-analysis

pointed out that the true question is not the one raised at the
beginning of his presentation, but this one: is there still a place
for traditional surgery in the management of endometrial
cancer?

Ovarian preservation has not been shown to increase the risk of recurrence
and there are o signiicant difference of overal survival!

e What is the role of the minimally invasive surgery in the management of the
endometrial cancer?

What’s about the comparison between LPS and LPT in uterine cancer surgery?
What are the potential limitations of the MIS staging presented by the speaker?
Is obesity a limiting factor?

What’s about the relationship between elderly and LPS limiting factors?

What are the main technique-related limitations of the LPS staging?

What’s about lymphadenectomy and LPS from the speaker point of view?
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The roles and limitations of robotic surgery for obese
endometrial cancer patients: a common challenge in
gynecologic oncology

RS SR The roles and limitations of robotic surgery for obese
Tmemenee - endometrial  cancer patients: a common challenge in
gynaecologic oncology was the topic Prof. Scambia talked
about. The speaker coming from Rome (IT), presented very
interesting data on the correlation between endometrial cancer
and obesity, by highlighting that more than 40% of endometrial
cancer are present in obese
patients. It is not only a problem
of obesity, Prof. Scambia, pointed out, the main problem is
linked with the intra-abdominal adipose tissue distribution.
Going deeper in his lecture, Prof. Scambia presented very
interesting data on the role of MIS and more in particular on
robotic surgery in endometrial cancer patients, by highlighting
that the increase of BMI does not significantly change the post-
operative complication rate when the robotic surgery is performed nor the surgical and the
oncological outcome. In the second part of his presentation, the speaker talked about the
limits of the robotic surgery pointing to the assessment of clinical and economical outcomes,
but also and highlighted that the adoption of this new technology is able to reduce the costs,
by spreading and sharing the professional knowledge and skills among physicians. Finally,
R —— Prof. Scambia talked about the future applications of robotic
Ty e technology, by highlighting that at the Catholic University of
‘:\w/ Rome about 250 laparoscopic procedures have been performed

" for gynaecologic procedures most of them in obese patients. In

conclusion, Prof. Scambia pointed out that, thanks to the
wor robotic surgery, it is possible to further improve the ratio
e . between Ml/open surgery in obese endometrial cancer patients.

on body mas:
World Health Organization, Geneva

ROBOTIC SURGERY FOR OBESE ENDOMETRIAL CANCER PATIENTS

Open/Ml surgery

=3

o What’s about the perspective of robotic surgery presented by the speaker?

e Are there limits for robotic surgery from the speaker point of view?

e What’s about lymphadenectomy in obese cancer patients treated with robotic
surgery procedures?

e What is the role of MIS in endometrial cancer?

e What’s about the correlation between intraabdominal adipose tissue and the
risks of surgery?
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These are only some of the topics addressed in
the congress’s sections

For a deeper knowledge on these topics, please

BOLOGNA (ITALY)

PRUCIOREENZD : visit the International Menarini Foundation web
FEBRUARY 23-25", 2017

site where You can find all the speeches in their
full version.
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