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Cancers Associated with Overweight & Obesity
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Number of obese men (millions)

Number of severely obese men (millions)

Trends in adult body-mass index in 200 countries from *®

1975 to 2014: a pooled analysis of 1698 population-based
measurement studies with 19-2 million participants
NCD Risk Factor Collaboration (NCD-RisC)* Ooa
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Summary
Background Underweight and severe and morbid obesity are associated with highly elevated risks of adverse health Lancet 2016; 387:1377-96
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Mendelian randomization tell us
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Figure 2. WCRF (circles) and MR (squares) relative risks for the association between a 5-unit EMI increase and cancer risk by cancer site.
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Colorectal Cancer Screening for Average-Risk Adults:
2018 Guideline Update From the American Cancer Society

Andrew M.D. Wolf, MD"; Elizabeth T.H. Fontham, MPH, DrPH?; Timothy R. Church, PhD? Christopher R. Flowers, MD, MS*;
Carmen E. Guerra, MD’: Samuel ). LaMonte, MD®: Ruth Etzioni, PhD”: Matthew T. McKenna, MD2: Kevin C. Qeffinger, MD?:
Ya-Chen Tina Shih, Pth; Louise C. Walter, MD”; Kimberlsy S. Andrews, BAQ; Otis W. Brawley, MD13;

Durado Brooks, MD, MPHM; Stacey A. Fedewa, PhD, MPH' ; Deana Manassaram-Baptiste, PhD, MPH”’;

Rebecca L. Siegel, MPH'’; Richard C. Wender, MD'®; Robert A. Smith, PhD "

Riduzione dell’eta di screening per CRC negl
USA dai 50 ai 45 anni

“more than 1 in 10 colon cancers and nearly 1 in 4 rectal cancers will be
diagnosed in people below the traditional screening age”




Original Article Obesity

CLINICGAL TRIALS AND INVESTIGATIONS

Intensive Weight Loss Intervention and Cancer Risk in
Adults with Type 2 Diabetes: Analysis of the Look AHEAD
Randomized Clinical Trial
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Meccanismi biologici obesita-cancro

* 1) iperinsulinemia /IR e alterazioni insulin-like growth factor-I (IGF-I)
 2) sintesi e metabolismo ormoni sessuali steroidei

 3) inflammazione cronica subclinica e stress ossidativo

* 4) alterazioni microambiente/matrice

 5) alterazioni del microbioma



Alterata/ridotta produzione adiponectina ~

" J

Jzt

J adiponectina

Inflammazione cronica subclinica

™ citochine pro-
inflammatorie, stress
ossidativo, IR

Alterato metabolismo steroidi
—

Insulinoresistenza-diabete .4

\

N estrogeni—> endometrio,
Mammela post-menopausa

M IGF, insulina, IGFR, mTOR

Promozione

progressione

Alterazione microbioma

N permeabilita
intestinale/traslocazione,
inflammazione cronica

‘s M IR, inflammazione cronica,

substrati steroidei

Dieta ricca grassi insaturi

lela

.."  Alterazioni microambiente/matrice
extracellulare

R ¢
sl

N angiogenesi,

inflammazione cronica, stress

ossidativo




The ASAMET Trial EudraCT Number: 2015-004824-77
Version 0 — December 18", 2015

A randomized, phase II, double-blind, placebo-controlled,
multicenter, 2x2 factorial design biomarker tertiary
prevention trial of low-dose aspirin and metformin in stage I-
III colorectal cancer patients. The ASAMET Trial

EudraCT Number: 2015-004824-77

Sponsor's Protocol Code Number:27UCS2015

Date and Version No: December 18“1, 2015, Version 0
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Modulating the Distant Spreading of Patient-Derived Colorectal Cancer Cells n
via Aspirin and Metformin s
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Adipocyte-Induced FABP4 Expression in Ovarian Cancer )]
Cells Promotes Metastasis and Mediates Carboplatin | o
Resistance
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Cancer-associated adipocytes: emerging ")
supporters in breast cancer
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Review
Signaling Pathways Induced by Leptin during
Epithelial-Mesenchymal Transition in Breast Cancer

Monserrat Olea-Flores !, Juan Carlos Juarez-Cruz 1, Miguel A. Mendoza-Catalan 20,
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Tall height and obesity are associated with ®
an increased risk of aggressive prostate
cancer: results from the EPIC cohort study
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© GASTROINTESTINAL CANCER AND OBESITY

Gut microbiota-mediated
Inflammation in obesity: a link
with gastrointestinal cancer

Altered o

metabolite =

rnﬁle R *
N O =S

Gut microbiota —y ‘ X

I
s # IgA MWA“ g
lo ered
J gut barrier
N NS

7
(1 Bile acids :e g.DCA) ) ( tws )

GPR43
Tumour - 3 GPR109A

Intestinal origin Oral origin

gf 1 [
\5, . !

| %

Colon \I jf

Pancreatic
cancer carcinoma cancer

Hepatocellular

TInflammation
TCell proliferation
1 Apoptosis
Tlnvasion




Grazie per I'attenzione!






