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Obesita-Emergenza Mondiale

Fig. 7.2 Age-standardized prevalence of obesity in women aged 18 years and over (BMI 230 kg/m?), 2014
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Obesita-Emergenza Nazionale

Eccesso ponderale per regione di residenza
Passi 2011-2014

[ peggiore rispetto al valore nazionale
simile rispetto dal valore nazionale
migliore rispetto al valore nazionale

In Italia, piu di un terzo della popolazione adulta (35,3%) e in sovrappeso, mentre una
persona su dieci e obesa (9,8%); complessivamente, il 45,1% dei soggetti di eta 218 anni e
in eccesso ponderale
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Le differenze sul territorio confermano un gap Nord-Sud in cui le Regioni meridionali
presentano la prevalenza piu alta di persone maggiorenni obese
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Body-mass index and incidence of cancer: a systematic .Y

review and meta-analysis of prospective observational
studies
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MORE THAN ONE SYSTEM MIGHT AFF ECT THE RISK OF ENDOMETRIAL CANCER: increased

oestradiol not only increases endometrial cell proliferation and inhibits apoptosis, but
might also stimulate the local synthesis of IGF-I in endometrial tissue. Furthermore,
chronic

hyperinsulinaemia might promote tumorigenesis in oestrogen-sensitive tissues, since it

reduces blood concentrations of sex-hormone-binding globulin, and in turn, increases
bioavailable oestrogen
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Regulate appetite.

LEPTIN IS A MAIN PRODUCT Control of metabolism
and energy homeostasis
OF BODY FAT AND Regulate
bone mass
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Menarca
precoce

changes in body weight
and composition are
crucial in regulating
pubertal development in
women

the age of

menarche generally occurs
at a younger age in obese
girls than in normal-weight
girls

Menopausa

The relationship between
obesity and reproductive
disturbances, and most likely
menstruation, appears to be
stronger for early-onset
Obesity

the onset of ovarian failure
and increased production of
follicle-stimulating hormone
(FSH) at menopause occurs
several years earlier in obese
than in normal-weight
Women




ESTROGEN

Obesity is associated with ELEVATED LEVELS OF
ESTROGEN THROUGH PERIPHERAL CONVERSION OF

Cancer Epidemidugs , Blommarkers & Prevention

ANDROGENS TO ESTROGEN, in particular,
androstenedione, in adipose tissue by aromatase
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A Synthetic Review!

Rudolf Kaaks,” Annebairin Lukanova, and

Mindy 5. Korzer
5 fx Betessch o Cacs, 69572 Lycn, Frosce LK.,
AL Depament o Public Heslh s Cliical MoScioe Nustinal

Introduction
Incidence rates of endomesrial eancer are up to 10 times hisher

cbesity €4, 5, 8, ). In different studics, obesity has been
s ~5-fold increase in endometrial cancer misk
in both pre- and womea (10) and has been
p for

il imaing Soly M Inex

s w8 B18 o ngfm
wmg}n(lﬂ) T s povsble hat s (aeshold ciiect Taght

ly especially 1o eddometrial cancer risk amang young, pre-
‘menopansal womea (12, 13). and hat the more hnear increase
applics o cancers cccuming at a more advanced. postimeno-
pansal aze; however, data are inufficient to draw 2 definie
conclusion Bndﬁ ocss boc weight, sl i
i proective et of segult plyscal

of the 'nmmmagu"nmm “which proposes
that endometrial cancer may develop as a result of the
mmguxmdmegmmﬁaem

activiry (16), bmmm;nxh!sm
estimat mare: vﬁxmgmmnmm

Althongh the mechaismis umdersiood compictely.
mwmﬂ;wmyay n imporut ole o e

Inm

verall synthecs, we conclade dhat
mmmwmhamﬂm
relating nuiritional lifestyle factors to endomedrial

cer zisk has been assocuated with

cancer risk In m:mmmemgmsnmmm
o kel with1
chronic anavulation and deficiency. of exopenoms eqnngens foe acal conma
enopanse. when progesisrone syathest has ceased pamsal plcemens erpy (5. 14-17)
altogether, excess weight may continne inereacing rick :ﬂmhﬂpiﬂsmsw (1!
i : of androgen precursars mungh(ﬂm(m:sswmg'.h( waces o

Hoived 100501 erind T2, st
The comen mmumm_w\.,_,.,ma

g ke Ths s it et . ey, i Aot
etoxcance wih 15 115.C. Setion 1754 scely i indcte this fat.

The sty s sgpesns iy Puic et ervice s RO CAS11BE.1 s
D1 CABIS00D1 Trem the Nathonl G ot e Geast DAMDI?-02-

3T whoss requests s regrins shold be ol Cuer
e AR 2 sme et T, 2073 Ly, . P 3473
T T il K

Downloaded from cebp aacrioumale org on May 18, 2017. © 2002 American Association for Gar

=

HHS Public Access
Aunthor marmscript

Fiorr Lol Bl Cin fovestly. Aoehod B scTipt. availabhls in FMC 2006 Apl 21.

Pulshislied tn firll exliten] i aic

at least two majcr types ool
gushed. Type I tumors are mostly endc
Iepreseat up to ~80% of endometnal cany
associated with endometrial hyperplasia
mors aze more often seous papillary, cl

Ao Ml ol e Sovetly. 2015 Aggal | 22 ) 47-57. doi: 10, 151 S enbo-20 150022

A weighty problam: metabolic parturbations and the obesity-

cancer link
- by s
:ﬂn:.zfmm_. o H...H.;... ,...m:,; Ciorn K. OrPh
e ,,,..m""“’""“ m— Dapartmant of Murion, Univarsity of Morth Carolina at Chagal HII, Chagal HII, NG, USA

L] Laisra W, Bowars, and
Crapartmsnt of NuTsion, Univarsity of North Canoling at Chapsl HII Ghapal I, NG, USA

Stapham 0. Hurssing'

Abstract
ety o an extablished ik fackor fur scveral s, inclabng breast, clon, cnlomerl,
cvariam, puatsic pocraic and B, mnd b incecaingly o public bealth oo, Cfca csoes
palicds olien bave poon prpeeses, roibicnl repne Lo sknded braimebs, sl ar moe ey
s develp raclaslati: s lhan norms-weight ibividels Yany of the patc igis foatees o
olhaly promcls ke gros, sach o oo petabetion, hrmomal sl growth Sacter
mhhm.nl:hmrﬁl“mﬂlhq\dtﬂj-nmhnmﬁ:dqnﬂ.lk

Tesween .

fur new eeatmers

Mmdﬁqh“wﬂwhmh,-rmhq
W in wisich enres sliproiny com impeet canoer developmest sl progression anl sides
prtcmtial pros ok s eraprubs shaloges il e bunke of sbety ool conee.

Kaywomns
sabifume lismas; e, infben i, shily, sk fadors

Introduction

I b e are deadion, the prevabenss of sbeaty b drmmmlly merassd with nearly
A% ol sty and 20 of childen in the LS A comenily clawified o obese, Scfined 5 &
el wmams e, (M) of 330 hygim™ [1]. To i etimmmard hhat e (hues 500 mmillicm sdudin
s b a2 1 Billiom sme overweight worldside [2]. Aside fmm hophysical probloms
sy am ivereartion of cardsrvascular, sholcial, musculbsr, wal ropindony sysloma, cheodly
o 4 mafr sk G fra letburs of e sd comncata e 1], iclusing 67 0
ikibetes, r— E— sl b fineem of b

review, cancer

Cogsititeg sahar Tr Soaplis T Hamting, D parmant 5T Marricics, 1sivansty of Woad Cuslin @ Chapeld HIL MoOavns-
orwanibany Hall, 175 Donsmar Dvive, Chapel HIL RO 17506, 15 A, borming Sl nc sde
Cont B of intesat. statoamam Tha asthons daclind 5o coafh of isssmas.




Vil 1, F531-1H43, Dacmber 3007

Canser Bpidemnitogy, Blomarkrs & Prevenon 1551

Review

Obesity, Endogenous Hormones, and Endometrial Cancer Risk:
A Synthetic Review'

Rudolf Kaaks? Annekatrin Lukanova, and
Mindy 5. Kurzer

e Ay xR o G, 5572 Lo Froce [ K
A L, Eepartment o Publc Heslh s Ol Machcioe Nutritcn

e, Fose e, Esvisaneri
Suiemes, Colloge of Hise Fesiogy, 5. Pau, Missacts 55108 [M. 5. K]

cancer is a disease of the affinent, developed
epidemiological

of the “unopposed estrogen” hypothesis, proposes
that endometrial cancer may develop as a resul of the
mitogeic efecs of exrogess, when thece are

s our

Introduction
Incidence rates of endomerial cancer are up to 10 times hisher
thn i

e o v s BME o :mym
umglnumuupmmmmmu might
apply especially to endometrial cancer risk ameng pong., pre-

womea (12, 13). and that the more linear increase
applics 1o cancers occumng at a more advanced. postmeno-
pansal aze; however, dara are insufficient to draw a defimite
mm”ammmdm

muils;-ﬂznw!ud*:{d

Hoiivat 102801, vt TISTE wsgted S,
of publicaton of this srtice were efrayed s part by the gayment of
,.,. ey Th e tfipaderly Dby miod iterticsaeat in
s [
sl i suppeessd y Pubie Heslth Sesvice Gt 01 CAB EBS-01 el
DI CABIO00D! Trom e Maionsl Caneer T, s Gt DAMDIT2.

I
3T whiss requests T segrints sl be ahdvessd, it Flomocacs o Chsst

Geung, 1ARC, 130 conms Allet Theasas, 63372 Lyun, Feame. Pl 5472
TS, FaX T T2-T061, i, Kk i I

e TP i ke o i kg e o b B,
g, M-A, Mstiostcn e t—_

Downloaded from cebp.ascrjoumaie.org on May 18, 2017. © 2002 American Association for Gancer Ressarch.

v

Aumento Estrogeni
Diminuzione SHBG
Diminuzione LH
Diminuzione Estradiolo

Diminuzione Inibina B

——-_______-_‘

Bioavailable E2, T

Adipocytes
Aromatase

>

17B-HSD 17B-HSD

Aromatase

AdA > E1

Insulin
resistance




Effetti ormonali

Table 2 | Associations of obesity with selected hormones and proteins

Hormone or binding globulin

Insulin
IGF1

Free IGF1

IGFBP1

IGFBP3

SHBG

Total testosterone

Free testosterone

Total oestradiol

Free oestradiol

Progesterone

Obesity versus normal weight
Increased levels with obesity

Non-linear relation, with peak levels in people with
BMls of 24-27 kg/m?

Increased levels with obesity

Decreased levels with obesity

Increased levels with obesity or no observed effect
Decreased levels with obesity

Decreased levels with obesity (men);

no observed effect (women); increased levels with
obesity (premenopausal wormen with polycystic
ovary syndrome)

No observed effect or decreased levels with
obesity (men); increased levels with obesity (women)

Increased levels with obesity (men and
postmenopausal women); no observed
effect (oremenopausal women)

Increased levels with obesity (men and
postmenopausal women); no observed
effect (premenopausal women)

No observed effect or decreased levels with
obesity in women with a susceptibility to develop
ovarian hyperandrogenism (premenopausal
women only)

BMI, body mass index; IGF1, insulin-like growth factor 1; IGFBP, IGF-binding protein; SHBP, sex-

hormone-binding globulin.
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Horm Mol Biol Clin Invest 200%; Hil): 75-87

Valentina Vicennati*, Silvia Garelli, Eleonora Rinaldi, Sara Rosetti, Guido Zavatta,

Uberto Pagotto and Renato Pasquali

Obesity-related proliferative diseases: the
interaction between adipose tissue and estrogens
in post-menopausal women

Abstract: Epidemiclogical studies have shown that over-
weight and cancer are closely related, even though obe-
sity alone does not apparently heighten cancer risk by the
same amount. Given the low overall risk of all cancers with
obesity, it is unlikely that obesity alone causes cancer, but
should instead be considered as a tumor promoter. There
are three main hypotheses that coonld explain how obesity
might contribute to cancer development and growth: the
inflammatory cytokines from adipose tissue hypothesis,
the insulin resistance and hyperinsulinemia hypothesis,
and the unopposed estrogen cancer hypothesis. The link
between obesity and cancer is that adiporytes constitute
a major component of the twmor microenvironment for
breast and abdominally metastasizing cancers, promoting
tumor growth. This review will mainly focus attention on
the melationship between adipose tissue, estrogens, and
cancer risk.

Keywords: adipose tissue; estrogens; cancer.
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Introduction

It has been estimated that about 20% of all cancers are
caused by excess weight [1]. and the Million Women
Study has shown that approximately half can be arib-
uted to obesity in postmencpausal women [2). There is
a direct association between excess weight and cancer,
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even though obesity alone, apparently, does not heighten
cancer risk in all tissues by the same amount [1-7].

A systematic review and mets-analysis of prospec-
tive observational studies [5] has demonstrated that the
obesity and cancer association is sex specific and this
remains mostly true for different geographic populations.
However, cancer risk in obesity is different between ethnic
groups [5]. Common cancers in obese people are predomi-
nantly endometrial, esophagesl adenocarcinoma, colo-
rectal, | 1 breast, and renal [6, 7].
Less common malignancies associated with obesity are
malignant melanoma, thyroid cancers [8]. leukemia, non-
Hodgkin's lymphoma, and multiple myeloma [9).

There are many examples showing the relationship
between obesity and carcinogenesis: weight accumula-
tion with age is linked to an increase in postmenopausal
breast cancer risk in women who do not follow 8 meno-
pausal hormone therapy regimen [10]. In addition, cohort
studies have shown that breast cancer risk was lowered by
50% in women who intentionally underwent weight loss
higher than 10 kg after menopause [11].

In addition, the Swedish Obese Subjects (505) swudy,
a large prospective study, which established that bariatric
surgery achieves an average of 20 kg weight reduction in
obese patients with a body mass index (BMI) higher than
40 kg/m®. That matched the surgery group with untreated
morbidly obese women, which reported a significant
reduction in cancer incidence in association with substan-
tial weight loss on a follow-up longer than 10 years [12].

Apart from BMI [13-18), different body fat distribution
seems to be linked to cancer risk. The Framingham Heart
Study has shown that visceral adiposity is associated with
cancer after adjustment for clinical risk factors and gener-
alized adiposity [19). As for montality, a longitudinal study
in US women has shown that waist circumference and
waist-to-hip ratio are strongly and positively associated
with cancer mortality, independently of BMI [20].

Apart from these epideminlogical studies, the other
link berween obesity and cancer is that adipocytes consti-
tute a major component of the tumor microenvironment

IR and hyperinsulinemia hypothesis

FFAT, TNFo.T
ResistinT, Adiponectind

IGF1R
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The unopposed estrogen cancer hypothesis
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Valentina Vicennati*, Silvia Garelli, Eleonora Rinaldi, Sara Rosetti, Guido Zavatta,

Uberto Pagotto and Renato Pasquali

Obesity-related proliferative diseases: the
interaction between adipose tissue and estrogens
in post-menopausal women

Abstract: Epidemiological studies have shown that over-
weight and cancer are closely related, even though obe-
sity alone does not apparently heighten cancer risk by the

even though obesity alone, apparently, does not heighten
cancer risk in all tissues by the same amount [1-7].
A systematic review and meta-analysis of prospec-

same amount. Given the low overall risk of all with
obesity, it is unlikely that obesity alone causes cancer, but
should instead be considered as a tumor promoter. There
are three main hypotheses that could explain how obesity
might contribute to cancer development and growth: ule
inflammatory cytokines from aﬂlpuse I:lssue

tive i studies [5] has demonstrated that the
obesity and cancer association is sex specific and this
remains mostly true for different geographic populations.
However, cancer risk in obesity is different between ethnic
groups [5). Common cancers in obese people are predomi-
nantly er i adenoc i colo-

the insulin resistance and

rectal, breast, prostate, and renal [§, 7).

and the unopposed estrogen cancer hypothesis. Thellnk
between obesity and cancer is that adips

LES common malignancies associated with obesity are

a major cumpunem of the tumor microenvironment for
breast and izing cancers,

tumor growth. This review will mainly focus attention on
the relationship between adipose tissue, estrogens, and
cancer risk.

Keywords: adipose tissue; estrogens; cancer.
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Introduction

It has been estimated that about 20% of all cancers are
caused by excess weight [1], and the Million Women
Study has shown that appraximately half can be attrib-
uted to obesity in postmenopausal women [2). There is
a direct association between excess weight and cancer,
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thyroid cancers [8], leukemia, non-
Hodgkin's lymphoma, and multiple myeloma [9].

There are many examples showing the relationship
between obesity and carcinogenesis: weight accumula-
tion with age is linked to an increase in postmenopausal
breast cancer risk in women who do not follow 2 meno-
pausal hormone therapy regimen [10]. In addition, cohort
studies have shown that breast cancer risk was lowered by
50% in women who intentionally underwent weight loss
‘higher than 10 kg after menopause [11].

In addition, the Swedish Obese Subjects (S0S) study,
a large prospective study, which i that bariatric
surgery achieves an average of 20 kg weight reduction in
obese patients with a body mass index (BMI) higher than
40 kg/m?. That matched the surgery group with untreated
morbidly cbese women, which reported a significant
reduction in cancer incidence in association with substan-
tial weight loss on a follow-up longer than 10 years [12].

Apart from BMI [13-18), different body fat distribution
seems to be linked to cancer risk. The Framingham Heart
Study has shown that visceral adiposity is associated with
cancer after adjustment for clinical risk factors and gener-
alized adiposity [19). As for ity.a itudinal study
in US women has shown that waist circumference and
waist-to-hip ratio are strongly and positively associated
with cancer mortality, independently of BMI [20].

Apart from these epidemiclogical studies, the other
link between obesity and cancer is that adipocytes consti-
tute a major ¢ of the tumor micre i

Bioactive
IGF1T

<—— (InsulinT ) <

Yy

Biocavailable

oestrogens T

/ Endometrium

\ /|

\ Bioactive IGF1T

ERDDECH AR GINLCOLOGICS SvaNAATA £ CHIHURGIA RDE0TICA

aDrCiﬁoPERONE




Inflammatory cytokines from adipose tissue
hypothesis

Adipose tissue in obesity is in a state of
LOW-GRADE CHRONIC INFLAMMATION, as
shown by the presence of inflammatory
cells (lymphocytes, macrophages), which

generate REACTIVE OXYGEN SPECIES (ROS) TLeptin
LAdiponectin T TLactate

TTNFo \ /

THESE ROS HAVE MITOGENIC LiNOS -
PROPERTIES at low
concentrations and they could be

TPAI-1

\___» TResistin

ADIPOCYTE —.

) TAngiotensinogen TAdipsin
considered tumor promoter
TCRP — * - \ TLipoprotein lipase
tIL-6 TFFA  1Triglyceride
_ . . This chronically increased systemic
The inflammatory cells, together with 1LDL secretion of pro-inflammatory
adipocytes, secrete significant amounts CYTOKINES AND ROS IN OBESITY

of ADIPOKINES AND CYTOKINES,
IMPLICATED IN TUMOR PROGRES-
SION

s LIKELY PROMOTES TUMORIGENESIS

S ———— -




Best Practice & Research Clinical Obstetrics and Gynaecology 29 (2015) 516—527

Contents lists available at ScienceDirect

Best Practice & Research Clinical
Obstetrics and Gynaecology

ELSEVIER journal homepage: www.elsevier.com/locate/bpobgyn

Gynaecology

7
Obesity and menstrual disorders

@ CrossMark

Mourad W. Seif, PhD FRCOG * ®*, Kathryn Diamond, MRCOG ?,
Mahshid Nickkho-Amiry, MBChB PhD *°

2 St. Mary's Hospital, Manchester, CMFT, Manchester, UK
b University of Manchester, Manchester, UK

Olinomenorrea

11 ® andocrinniselen

e



Best Practice & Research Clinical Obstetrics and Gynaecology 29 (2015) 516—527

Contents lists available at ScienceDirect

Best Practice & Research Clinical
Obstetrics and Gynaecology

Liog R Ly
ELSEVIER journal homepage: www.elsevier.com/locate/bpobgyn

Obstetrics &

Gynaecology

7
Obesity and menstrual disorders

Mourad W. Seif, PhD FRCOG * ®*, Kathryn Diamond, MRCOG ?,
Mahshid Nickkho-Amiry, MBChB PhD *"

2 St. Mary's Hospital, Manchester, CMFT, Manchester, UK
b University of Manchester, Manchester, UK

® CrossMark

CONSIDERED.

DYSFUNCTION




Contents lists available at ScienceDirect

Best Practice & Research Clinical
Obstetrics and Gynaecology

FISEVIER [ IVI a n a ge m e n t Of H IVI B i n O b e S e
:)besity and menstrual disorders WO m e n

CrossMark
Mourad W. Seif, PhD FRCOG * " *, Kathryn Diamond, MRCOG ?,
Mahshid Nickkho-Amiry, MBChB PhD °
b Chivrty of tancheston Nmehessr Tt ¢ M.MW. Seif et al. { Best Practice & Research Clinical Obstetrics and Gynaecology 29 (2015} 516—527 519

b University of Manchester, Manchester, UK

Table 1
Summary of the efficacy of different treatment modalities for heavy menstrual bleeding {(HMB) in obese women.

Treatment Effectiveness in obese women Side effects/challenges
Combined oral Effective regardless of weight with regard Additional increased risk of
contraceptive to cycle control and endometrial protection venous thrombosis.
pill (COCP) Avoid in those with BMI >35
and multiple cardiovascular
Progestogen-releasing Longer time to achieve amenorrhoea in ica]]'y difficult
intrauterine device obese women. Associated with less patient to insert

Same efficacy as in non-obese women for Associated risk of endometrial

first-generation techniques. No studies to hyperplasia must be excluded

date on second-generation techniques, prior to ablation. Unsuitable fo
women planning for pregnan

Same efficacy as in non-obese women. Increased risk of surgical and

Laparoscopic apprnach should be the anaesthetic complications
preferred 3 particularly if associated with




Clinical practice guidelines

on the management of abnormal uterine bleeding

In premenopausal women recommend endometrial
biopsy to exclude EH and EC.
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Endometrial Cancer Progression and Prevention

Hormone
Traditional . i
prevention methods: I l
Healthy Endometrial Endometri_ll Endnmetri_ll
endometrium hyperplasia hyperplasia — " adenocarcinoma
mUE o
o7
:ﬁ_- 2 i
! 3? P
Alternative prevention
/ methods:
High weight (BMI >28)
Unopposed estrogen
Low exercise
Low isoflavones
Fig. 2 - Endometrial cancer progression and prevention.

Endometrial hyperplasia, an overgrowth or thickening of the
uterine lining, can be the first warning sign of the pathological
process eventually leading to endometrial carcinoma
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Risk factor Author (reference) Number of studies Number of cases Study type Contrast Relative risk (RR) Findings
evaluated, countries or Odds Ratio (OR) (95%
confidence interval
(cn) £ .y
{/{ Physical \ . Voskuil®® Ten cohort studies, 24 15,236 Review of cohort ~ Most active OR (OR) 0.73 Inverse associatimh
activity case control studies and case case versus least active (0.62-0.86) endometrial cancer/
from 11 countries control studies high level of
physical
activi
Consumption Bandera®? Three cohort studies 12,901 Meta analysis of  Intake frequency: Meat OR 1.26 creased I
of animal food and 16 case control cohort and case high versus low intake (1.03-1.54) endometrial cancer
studies from 11 control studies Red meat OR 1.51 with meat
countries (1.19-1.93) consumption
Consumption 3andera’ One cohort and 16 10,158 Meta analysis of  Intake frequency: Vegetables OR S:
of fruits and case control studies cohort and case high versus low intake 0.71 (0.55-0.91) of endometrial
vegetables from 10 countries control studies Cruciferous cancer with
vegetables OR consumption of
0.85 (0.74-0.97) fruits and
Fruits OR 0.97 vegetables
(0.92-1.02)
Body mass Renehan®® Nineteen cohort 17,084 Meta analysis Effects across RR 1.59, p <0.0001
index (BMI) and case control BMI ranges endometrial canc
studies from North with every 5 kg/m?
America, Europe, increase
Australia and Asia-Pacific
Obesity Kaaks® Over 200 articles N/A Review article Several types of N/A
endogenous reviewed hormones; Excess unopposed
hormones weight versus oestrogen
normal weight hypothesis,
increased
Exogenous and hmedhanov®® One hundred and fifty Three hundred Review article High hormone level OR up to 3.8 (1.7-8.4) Increased risk
endogenous articles; three cohort and thirty-two versus low hormone level  for high oestrone of endometrial
hormones studies on oestrone cases (in 3 cohort level cancer with
levels examined in detail  studies) increased
circulating
levels of cestrogeni

hormones
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 The inclusion of BMI as a risk factor in the updating
of clinical guidelines related to the diagnosis and

management of abnormal uterine bleeding in
premenopausal women
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Table 2 - Overview of conventional therapies for endometrial hyperplasia and endometrial cancer

Condition Commonly recommended therapies

Endometrial hyperplasia Progesterone, medroxyprogesterone acetate, megestrol acetate, levonorgestrel,
progestin-containing intrauterine device (IUD)

Endometrial hyperplasia with atypia Hysterectomy
High-dose continuous progestin therapy daily (medroxyprogesterone acetate,
megestrol acetate) and repeat biopsies for women who want to retain fertility

Endometrial cancer Total abdominal hysterectomy, bilateral salpingo-oophorectomy and evaluation
for metastatic disease
Radiation therapy (for patients whose cancers have progressed beyond stage
IB (International Baccalaureate) grade 2)
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/ Critéres d’inclusion \ / Bilan initial \

-femmes en age de procréer désireuse -IRM pelvienne
d’une grossesse -ceelioscopie exploratrice avec clampage tubaire
-hyperplasie atypique ou adénocarcinome -hystéroscopie diagnostique + prélévement
endométrioide de grade 1 limité a histologique
'endométre -avis spécialisé avec relecture des lames
k -compliance au traitement / K -bilan d’infertilité si besoin /
/ Protocole thérapeutique )
TO . 3 mais 6 mois 9 mois...
Progestatifs T
Acétate de chlormadinone \

hystéroscopie diagnostique

\ + prélévement histologique /
r ™

3 situations

[ 1. Persistance des ]

3. Récidive ou
lésions?

[ 2. Rémission? ] progression?

Possibilité tentative Tentative Grossesse

traitement de 2éme ligne +/- AMP

\ \ HYSTERECTOMIE /

Fig. 1. Principes du traitement conservateur des hyperplasies atypiques et cancer de 'endomeétre.
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Reproductive and oncologic outcomes after progestin
therapy for endometrial complex atypical hyperplasia

or carcinoma

Rashmi Kudesia, MD; Tomer Singer, MD; Thomas A, Caputo, MI¥; Kevin Michael Holcomb, MD; Isaac Kligman, MD;

Zev Rosenwaks, MD; Divya Gupta, MDY

OBJECTIVES: This study evaluated fertility and oncological outcomes
in women with complex atypical hyperplasia ([CAH) or nonmyodn vasie
grade 1 endometrioid endometrial carcinoma {EM) who desired
Tertility-sparing therapy.

STUDY DESIGN: The retrospectve cohort shdy ncluded women
younger than 45 years with CAH or EM who desired ferflily-spaning
freatment at our insftution. Only patients for whom both oncalogical
treatment and pr y o were avalsble wene induded.
Miﬂmdmwemmaﬁhﬂmmt Pearson
¥ test, and Spearman rank comelation test, as appropriate.

RESULTS: Seventy-five patients were identified, and 23 (13 CAH,
10 EM) met fhe inclusion criteria. All 23 patients had at least 1 prior
pregnancy. Trmmmsmmmpwmm
(35.5% CAH, 40% EM), | ice only (30.8%
CAH, 20% EM), and both (30.8% CAH, 40% EM). After a median

fallow-up of 13 months (range, 3—74 monihs), 9 paients #6.2%
CAH, 30% BEM, P = .39) had persistent/progressive disease. Eight
pafients (30.8% CAH, 40% EM, P = .69) ulimately had a hysterec-
tomy, and 3 of these (13.0%) were found to have persistentpro-
gressive disease. Median fime from diagnosis o hysterectomy was
13 manth s {range, 4—56 months). Fourteen of the 23 patients utilized
assisted reproductive techniques (B0.9%); 12 underwent NF and
2 chose a gestafion camier. Seven dinical intrauferine pragnancies
(30.4%) resulfing in & Ive births (26.1%) were found in the enfire
cohart.

CONCLUSION: Fertility-sparing treatment for CAH and grade 1 endo-
metrial cancer is feasible with progesiin therapy and leads 1 dinically
meaningful rakes of pregnancy in young women who desire ferfilily.
[Key wonds: endometrial cancer, endometia hyperplasia, fertility-
spaning reatment, progestin herapy

(Gita iz articla a=: Kudesia R, Singer T, Caputo TA, etal d
carcinoma. Am J Obstet Gynecal 201 321 (oo

n the United States, endometrial

«cancer is the Most common gyneco-
logical malignancy and accounts for 6%
of all cancers in women, with a 2.5%
bfetime risk,' In 2013, the Mational
Cancer Institute estimates 49,560 new
@ses in the United States and §190
deaths” The majority of patients are

postmenopansal, and the average age of
diagnosis is 61 years,

However, grade 1 endometrioid
endometrial cancer (EM) or its precur-
sor lesion, complex atypial hyperplasia
(CAH), can still affect prememopausal
women, particularly those with risk
factors of obesity, polycystic ovarian
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syndrome, and infertility. Some of these
women desire retention of fertility, in
which case, standard surgical treat-
mmhaun'lprrm.nghﬁmru:mry hilateral
dissection, m\mm:pmbl:.ﬁsﬂmnm—
tion becomes more commaon with -

aumngmltsufobcﬂtyamic’dxynd

Options for patients with EM or CAH
whodcsi:t'&rﬁ]ityputsﬂvnﬁmindude
to hysterectomy, progestin treatment
followed by use of assisted reproductive
technologies (ART), or hysterectomy
with lymph node dissection and preser-
vation of ovaries with the firre use of
a gestational carrier.

Progestin therapy is most commonly
used to allow a disease-free window
in which to attempt pregnancy. This
approach has been evaluated and found
viable in small studies™ " and literature
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TRATTAMENTO: STADIO |

la, G1, G2 (basso rischio) Nessu.na terapia
adiuvante
Stage | FIGO
Intervento chirurgico di Nessuna terapia
isterectomia, annessiectomia laG3, Ib G1-G2 i ?
adiuvante o

bilaterale e linfoadenectomia (rischio intermedio)

H .
pelvica *** +/- lomboaortica*** brachiterapla

Ib G3 (alto rischio Rt esterna o Rt esterna

e istotipi speciali) + Chemioterapia™

*in particolare la brachiterapia viene propostain presenza di eta>> 60 anni, infiltrazione miometriale >50% e G3 (rischio
intermedio-alto);

** Impiego adiuvante della chemioterapia con carboplatino e taxolo in aggiunta alla radioterapiacon livello di evidenza positivo
debole; forza della raccomandazione C; negli istotipi speciali anche in assenza di definitive evidenze |a chemioterapia & consigliata

dedeor

solo nell'alto rischio

e —————
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TRATTAMENTO: STADIO II-IV

Rt esterna + brachiterapia +
STAGE Il Chemioterapia "con
carboplatino taxolo x 4-6 cicli
Stage II-IVFIGO

Intervento chirurgico di Chemioterapia o Rt
isterectomia, annessiectomia STAGE IlI esterna +

bilaterale e linfoadenectomia Chemioterapia *
pelvica +/- lomboaortica

Chemioterapia con
STAGE IV carboplatino taxolo x 6 cicli;
Rt palliativa

*Impiego adiuvante della chemioterapia in aggiunta alla radioterapia; livello di evidenza positivo debole; forza della

raccomandazione B
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TRATTAMENTO: STADIO IlI-IV

Pazienti chemo-naive Carboplatinofaxolo

*  Adriamicina-Epirubicina

Tumore metastatico o Platino refrattarie o * Ormonoterapiacon
Recidiva* ** ¥ resistenti (< 6 mesi dal progestinici
precedente platino) « Clinical trial

Platino sensibili > 6 mesi » Carboplatino/taxolo
da precedente platino » Cisplatino-Epirubicina-Paclitaxel

* in caso di lesione asportabile e ripresa di malattia > 6 mesi dal trattamento primario considerare chirurgia della recidiva;

**in caso di ripresa di malattia in pazienti non precedentemente radiotrattate o in presenza di lesione fuori dal campo della

precedente radioterapia, considerare trattamento RT
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Table 2
30-day complications stratified by body mass index and surgical approach (N = 1112).
Complication type All patients Open abdominal surgery Minimally invasive surgery
BMI BMI BMI
<29 30-39 >40 p <29 30-39 >40 p <29 30-39 >40 p
n=38 n=406 n =321 n=156 n=15% n =129 n=229 n=250 n=192
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Wound infections 13 (3%) 12 (3%) 22 (7%) 002 8 (5%) 8 (5%) 18 (14%) 0.006 5 (2%) 4 (2%) 4 (2%) 0.89
Venous thrombo-embolism 1(0.3%) 1(0.2%) 8 (3%) 0.002 1(1%) 1(1%) 6 (5%) 002 0(0%) 0 (0%) 2 (1%) 0.08
Cardiac 6 (2%) 8 (2%) 6 (2%) 090 5(3%) 3 (2%) 2(2%) 060 1(04%)  5(2%) 4(2%) 0.27
Respiratory 12 (3%) 12 (3%) 16 (5%) 028 10(6%) 8 (5%) 10 (8%) 066 2(1%) 4 (2%) 6 (3%) 0.21
Stroke 1(0.3%) 2 (1%) 0 (0%) 045 1(1%) 1(1%) 0 (0%) 0.66 0(0%) 1(0.4%) 0 (0%) 0.43
Other infections 8 (2%) 5(1%) 6 (2%) 063 6(4%) 1(1%) 5 (4%) 014 2(1%) 4 (2%) 1(1%) 0.52
Hematoma/hemorrhage 10(3%)  8(2%) 8 (3%) 082 5(3%) 4 (3%) 7(5%) 041 5(2%) 4(2%) 1(1%) 0.37
Acute renal failure 4(1%) 7 (2%) 5 (2%) 070 4(3%) 4 (3%) 3 (2%) 099 0(0%) 3(1%) 2 (1%) 0.27
Shock 4(1%) 3(1%) 2 (1%) 081 3(2%) 2 (1%) 2 (2%) 090 1(04%) 1(0.4%) 0 (0%) 0.67
Fluid/electrolyte imbalances 14 (4%)  18(4%)  11(3%) 075 7(5%) 11(7%) 9(7%) 057 7(3%) 7 (3%) 2 (1%) 0.35
Other surgical complications 33 (9%) 32 (8%) 31 (10%) 069 21(14%) 21(14%) 19(15%) 094 12(5%) 11 (4%) 12 (6%) 0.69
Overall complication rate 73(19%) 76(19%) 75 (23%) 023 45(29%) 48(31%) 50(39%) 0.18 28(12%) 28(11%) 25(13%) 0.84
Number of complications per patient
0 312 (81%) 330 (81%) (246) (77%) 0.048 111(71%) 108 (69%) 79 (61%) 0.03 201 (88%) 222(89%) 167 (87%) 0.74
1 55(14%) 55(14%) 46 (14%) 31(20%) 34 (22%) 28 (22%) 24 (11%) 21 (8%) 18 (9%)
2 6 (2%) 15 (4%) 19 (6%) 4 (3%) 12 (8%) 14 (11%) 2 (1%) 3(1%) 5(3%)
>3 12(3%)  6(2%) 10 (3%) 10(6%)  2(1%) 8 (6%) 2 (1%) 4(2%) 2 (1%)
BMI, body mass index (Kg/m?).
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Limited Public Knowledge of Obesity and
Endometrial Cancer Risk

What Women Know

Pamela T. Soliman, mp, mru, Roland L. Bassett Jr, Erik B. Wilson, up, Stephanie Boyd-Rogers, mx,
Kathleen M. Schmeler, sn, Michael R. Milam, mp, srH, David M. Gershenson, MD,

and Karen H. Lu, MD

OBJECTIVE: To estimate i women in the general popu-
lation are aware of the relationship between obesity and
cancer risk, and to identify groups who may benefit from
educational programs.

METHODS: A self-administered survey was distributed
to women in the Houston community. The questions
were taken from a bank of validated questions published
by the Center for Disease Control, Behavioral Risk Factor
Surveillance System, and the Harvard Forums on Health
Survey. Demographic information and participant knowd-
edge of obesity-related cancer risk was collected. Logistic
regression and Cochran-Armitage tests for trend were
use to assess the association between predictor variables
and knowledge.

RESULTS: One thousand five hundred forty-five women
completed the survey; 28% were normal weight (body
mass index [BMI] less than 25 kg/m?), 24% were over-
weight (BMI 25-30 kg/m®), and 45% were obese (BMI at
least 30 kg/m?). Fifty-eight percent (95% confidence
interval 56—61%) were not aware that obesity increased
risk for endometrial cancer. There was no difference in
knowledge of endometrial cancer risk assocated with
any of the demographic characteristics studied. Black
waomen were the most likely to respond that they did not
know about the relationship between obesity and cancer.
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There was no associafion between personal weight and
knowledge of obesity-assodated risk.

CONCLUSION: There is limited knowledge of the rela-
tionship between obesity and cancer risk, particularhy
among black women. Patient education regarding these
risks may increase awareness of the relationship between
obesity and endometrial cancer among women.

(Obstet Gynecol H0E112835-42)

LEVEL OF EVIDEMNCE: 1l

e prevalence of overweight and ohese Americans

has continued to rise over the last 3 decades. In 2003
toy 2004, 66% of adulis in the United States were either
overweight or obese (body mass index [BMI) 25 kg/'m®
or higher), an increase from only 47% in 1960." This
increase in the prevalence of obesity has been shown to
be particularty important in women and in minority
groups. Black and Hispanic women have been shown to
have the highest weight accumulation when compared
with either white women or men® In addition, hlack
women are projected to have the highest increase in
ohesity based on comrent growth rates?

It is well known that obesity increases risk for
multiple medical problems, including type 2 diabetes
mellitus, hypertension, coronary heart disease, hyper-
cholesterolemia, and respiratory complications, includ-
ing obstructive sleep apnea, and osteoarthritis® Re-
cently, several stodies have shown that obesity also
increases risk for certain types of cancer. Women who
are obese have been shown to have significantly higher
rates of endometrial, breast, and colon cancer when
compared with nonobese women.*® Endometrial cancer
has the highest assodation with obesity, with a relative
risk (RR} of 40 in women with a BMI 32 kg/m® or
higher and 6.0 in women with a BMI 35 kg/m® or higher
when compared with women with a BMI less than 23
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THIS STUDY PROVIDES CONTINUED EVIDENCE OF THE
GAP IN KNOWLEDGE WITHIN THE GENERAL POPULATION
REGARDING
THE HEALTH RISKS, AND IN PARTICULAR THE CANCER
RISKS, ASSOCIATED WITH OBESITY.

In 2001 the U.S. Department
of Health and Human Services and the
Surgeon General made a call to action to prevent and
decrease overweight and obesity, in an effort to fight
the growing issue of obesity in the United States.

The
prevention of childhood obesity was made a priority,
and efforts were made to target lower socioeconomic
and minority population groups who were thought to
be at highest risk






