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Distribuzione percentuale del campione
in base all’abitudine al fumo (Analisi secondo il sesso)

-

67,1%

Non Fumatori:
35,1 milioni

Uomini:

58,7 %

Donne:
14,7 milioni 20,4 milioni

74,8%

Ex Fumatori:
6,3 milioni
12,1%

Uomini: Donne:
4,0 milioni 2,3 milioni
16,2% 8,3%

Fumatori:
10,92 milioni
20,8%

Uomini: Donne:
6,3 milioni 4,6 milioni
25.1% 16,9%

OSSFAD - Indagine DOXA-ISS 2015
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Prevalenza del fumo di sigarette fra gli uomini
e le donne delle varie eta

Totale
Donne

15,8 22,4 20,6 -

15 - 24 anni 25 - 44 anni 45 - 64 anni 65 + anni

Uomini

Totale
Uomini

30,7 28,5
207 ,

25 - 44 anni 45 - 64 anni 65 + anni

15 - 24 anni

OSSFAD — Indagine DOXA-ISS 2015

Rapporto ISS 2015




DISTRIBUZIONE PERCENTUALE DEI FUMATORI IN BASE
-» ‘&LL"ABITUDINE AL FUMO (N.SIGARETTE/DIE) ED ALL’ETA’

Numero di sigarette fumate/die Totale 15-24 25-44 45-64
Fumatori anni anni anni

Meno di 15 sigarette al giorno 53.7% 58,0% 43.1%
15-24 sigarette al giorno 41.8% 38,3% 51,7%

25 o piu sigarette al giorno 3,3% g 3,6% 3,5%
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15-24 sigarette al giorno 28,0%

25 o piu sigarette al 1.3
giorno ’
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A che eta si inizia a fumare?
(Analisi secondo il sesso)

M prima dei 15 anni

15-17 anni

M 18-20 anni

W 21-24 anni

Dopo i 24 anni (25+)

o -
6.6 Non ricordano

totale uomini

% trail5 ed
i 20 anni

OSSFAD - Indagine DOXA-ISS 2015

Rapporto ISS 2015




Figura 11. Prevalenza (%) di consumatori a rischio (criterio ISS)per genere e classi di

eta (2014)
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Fonte: Elaborazioni ONA-CNESPS e WHO CC Research on Alcohel su dati dell Indagine ISTAT Multiscopo

suile famiglie

Relazione al Parlamento, Ministero della Salute, 2015




Figura 9. Prevalenza (%) di consumatori binge drinking per genere e classe di eta (2014)
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11-15 16-17 18-24 45 - 64 65-74 5+ Anno 2014
Eta=11
anni

Fonte: Elaborazion1 ONA-CNESPS e WHO CC Research on Alcohol su dati dell’'Indagine ISTAT
Multiscopo sulle famiglie

Relazione al Parlamento, Ministero della Salute, 2015




Rehm et al. BMC Medicine 2014, 12:189
http://www.biomedcentral.com/1741-7015/12/189
o BMC Medicine
% XK ﬁ Medicine for Global Health
T

OPINION Open Access

Why does society accept a higher risk for alcohol
than for other voluntary or involuntary risks?

189

Jiirgen Rehm"****", Dirk W Lachenmeier’® and Robin Room




Alcol, fumo e altre sostanze
Decessi - 2012

Fumo: 80000
Alcol: 20000
Eroina: 610
Morfina: 8
Cocalna: 2

Baleani e Scapellato, 2014



RISKS

Involuntary risks are associated with activities, conditions or events to which
individuals might be exposed without their consent.

Natural disaster (earthquakes, floods...), technology-related risks (bad air quality,
contaminated water ...)

Voluntary risk is associated with activities in which individuals participate by
choice, and where they use their own value system and experience to
determine if the risk of a voluntary activity is acceptable to them

... societies tend to accept much higher risks for voluntary behaviours
than for involuntary exposure.

Rehm et al, BMC Medicine 2014; 12: 189



MARGIN OF EXPOSURE (MOE)

Sefrce [
Ochratoxin A e —
N-Nitrosodimethylamine E

Lachenmeier and Rehm, Sci Rep 2015



Rate of alcohol attributable

Alcohol liver cirrhosis mortality
Consumption for every 100000 population
(pure alcohol g/dav)
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ClI, confidernce interval; M, male; F, female.

Lachenmeier et al, Int J Epidemiol 2011




ACCEPTABLE DAILY INTAKE (ADI) FOR LIVER
CIRRHOSIS MORBIDITY AND MORTALITY

ADI= BMDL/UF

2.6 g/day

IPCS: international Programme on Chemical Safety
BMD: brenchmark dose

BMDL: lower one-sided confidence limit of BMD

UF: uncertainly factor

Lachenmeier et al, Int J Epidemiol, 2011

US Environmental Protection Agenct, 1995
EFSA. EFSA J 2005
Bi J, J Food Sci 2010



Donna < 10 gr/die Basso rischio
Uomo < 20 gr/die

one in 1000 deaths *

Donna 11-40 gr/die Consumo Rischioso
Uomo 21-60 gr/die one in 100 deaths *
> 65 anni e frai 16-18 anni >12/die

Donna > 40 gr/die Consumo Dannoso
Uomo > 60 gr/die
Binge Drinking
Scafato E et al, Istituto Superiore Sanita’2010

Testino et al, Alcohol Alcohol 2013
*Rehm et al, BMC 2014

higher than the usually accepted involuntary risk of one in one million !t *
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Alcol, Ipertensione, Aritmie

Femmine
0gr 1-19 gr/die 20-39 gr/die
IPETENSIONE (RR) 1 1.4 2

ARITMIE (RR)* 1 1.5 2.2




TOBACCO, ALCOHOL AND CANCER

Tobacco Tobacco/ Alcohol Alcohol
Nasopharynx Head Breast
Lung Oral Cavity Galbladder
Stomach Pharynx Prostate
Kidney Larynx Melanoma
Bladder Esophagus
Cervix Colorectum
Leukemia Liver

Pancreas

Chin et al, Ann Global Health 2014
Praud et al, Int J Cancer 2016



|IARC; Lancet Oncology, November 2009

coo smoking

Parental smcking (cancerin the

affspring)

Secand-hand smoke

Smokeless tobacco

Areca nut
Betel quidwith added tabacco
Betel quidwithout added tobacco
o surnption

A cetaldehyde associated with
alcohiel consumption

Chirese-style salted fish

Indeor emissions from howsehaold
combustion of coal

“Mew sites.

Tumour sites forwhich there is sufficient evidence

Oral cavity, oropharyre;, nasopharyre, and hypopharyre, oesophagus
(adenocarcinoma and squamous-cell carcinoema), stomach, coloredum,*
liver, pancreas, nasal cavity and paranasal sinuses, laryns lung, uterine
cervix, ovary (mucinous)®, urinary bladder, kidney (body and pebvis),
ureter, bone marrow (myeloid leukaemia)

Hepatoblastoma®

Lurig

Oral cavity, cesophagus,” pancreas

Oral cavity, pharyroe, cesophagus
Oral cavity, cesophagus®
ecturmn, fermale breast

ral cavity, ¢, laryre

Oesophagus,* head and neck™

Nasopharyr
Lung

Table: Evidence for carcinogenicity in humans of Group 1 agents assessed

Tumour sites forwhich there is
limited evidence

Female breast*

Liver*

Parcreas®

Stomach®

Tumour sites forwhich there is evidence
suggesting lack of carcinogenicity

Endometrium (postmenopausal ™),

thyroid*

Hedlgkin kyrp




|IARC; Lancet Oncology, November 2009

Tumour sites forwhich there is sufficient evidence Tumour sites forwhichthere s Tumour sites forwhich there is evidence
limited evidence suggesting lack of carcinogenicity

Tohacoo smaoking Oral cawity, oropharyre:, nasopharyr, and hypopharyre, cesophagus Female breast* Endometrium (postmenapausal*),
(adenccarcinoma and squamaous-cell carcinoma), stomach, colorectum,* thyroid*
liver, pancreas, nasal cavity and paranasal sinuses, larynx, lung, uterine
cervix, ovary (mucinous), urinary bladder, kidnay (bodly and pebis),

ureter, bone marrow (myeloid leukaemia)

Parental smoking (cancerinthe  Hepatoblastoma® Childhood leukaemia (in particular
offspring) acute ymphooytic leukaemia*
Second-hand smoke Lung Laryree,* pharyrec*
Smokeless tobacco Oral cawity, oesophagus,” pancreas
Areca nut

Betel quidwith addedtobacco  Oral cawity, pharyres, cesaphagus

Betel quidwithout added tobacco  Oral cavity, cesophagus® Liver*
Alcohal consurnption Oral cawvity, pharyres, laryre, cesophagus, liver, colorectum, female breast  Pancreas® Kidney, non-Hadgkin lymphama

Acetaldehyde associated with Desophagus,” head and neck”
alcohal consumption

Chinese-style salted fish Nasopharyr Stomach”

Indoor emissions from househald  Lung
combustion of coal

*Mew sites,

Table: Evidence for carcinogenicity in humans of Group 1 agents assessed
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Box chart of the acetald ehyde content of akccholic beverages (in pgf portion )

D.W. Lachenmeier, Food and Chemical Toxicology 2008
D.W Lachenmeier et al, Addiction 2009



WORLD HEALTH ORGANEZATION
INTERNATIONAL AGENCY FOR RESEARCH ON CANCER

IARC Monographs on the Evaluation of
Carcinogenic Risks to Humans

VOLUME 96

Alcohol Consumption and
Ethyl Carbamate

LYON. FRANCE
2010




WORLD HEALTH ORGANIZATION
INTERNATIONAL AGENCY FOR RESEARCH ON CANCER

ITARC Monographs on the Evaluation of
Carcinogenic Risks to Humans

VOLUME 100

A Review of Human Carcinogens

Part E: Personal Habits and Indoor
Combustions

LYON, FRANCE




Agents Classified by the JARC Monographs, Volumes 1-104

CAS No

Agent

Group

Volume

Year

000075-07-0

Acetaldehyde associated with consumption of alcoholic
beverages

100E

2012

Acid mists, strong inorganic

54, 100F

2012

Lflatoxing

a6 82 1

001402682

12

Alcoholic beverages

44 96, 100E

2012

Aluminium production

d4; Sup 7,
100F

2012

000092-67-1

4-Aminobiphenyl

1, Sup 7, 99,

100F

2012

Areca nut

85, 100E

2012

000313-67-7

Aristolochic acid
(NB: Overall evaluation upgraded to Group 1 based on
mechanistic and other relevant data)

82, 100A

2012

000313-67-7

Aristolochic acid, plants containing

82, 100A

2012

007440-38-2

Arsenic and inorganic arsenic compounds

23, Sup 7,
100C

2012

<000064-17-5

Ethanol in alcoholic beverages

96, 100E

Ethylene oxide

000075-21-8

(NB: Overall evaluation upgraded to Group 1 based on

mechanistic and other relevant data)

97, 100F

Etoposide

033419-42-0

(NB: Overall evaluation upgraded to Group 1 based on

mechanistic and other relevant data)

76, 100A

033419-42-0
015663-27-1
011056-06-7

Etoposide in combination with cisplatin and bleomycin

76, 100A

Fission products, including strontium-90

100D

000050-00-0

Formaldehyde

88, 100F

OMS, IARC 2012




Table 1. Summary of WHO International Agency for Research on Cancer (IARC) evaluation of carcinogenicity of substances that may be
present in alcoholic beverages (updated from IARCY)

IARC Monographs evaluation of Carcinogenicity

Agent In animals In humans IARC group’ IARC Monographs (Volume Number)

Acetaldehyde associated with Sufficient Sufficient 1 36, Sup 7, 71, 100E
consumption of alcoholic beverages

Acrylamide Sufficient Inadequate 60

Aflatoxins Sufficient Sufficient 56, 82, 100F
Arsenic Sufficient Sufficient 23, Sup 7, 100C
Benzene Sufficient Sufficient 29, Sup 7, 100F
Cadmium Sufficient Sufficient 58, 100C
Ethanol in alcoholic beverages Sufficient Sufficient 44, 96, 100E
Ethyl carbamate (urethane) Sufficient Inadequate 2A 7, Sup 7, 96
Formaldehyde Sufficient Sufficient 1 88, 100F

Furan Sufficient Inadequate 2B 63

Lead compounds, inorganic Sufficient Limited 2A 87
4-Methylimidazole Sufficient Inadequate 2B 101
N-Nitrosodimethylamine Sufficient Inadequate 2A 17, Sup 7
Ochratoxin A Sufficient Inadequate 2B 56

Safrole Sufficient Inadequate 2B 10, Sup 7

‘Group 1: Carcinogenic to humans; Group 2A: Probably carcinogenic to humans; Group 2B: Passibly carcinogenic to humans (for definitions of
groups, see monographs.iarc.fr).

Lachenmeier et al, Int J Cancer 2012; 131: E995-E1003




2.19 Synthesis

2.19.10ral cavity and pharnyx

Datapublished sincethe previous A RCmono-
graph (IARC, 2010) support the conclusion that
consumption of alcoholic beverages is causally
related to cancer of the oral cavity and pharynx.
Increasing alcohol consumption increases risk in
a dose-dependent manner, does not vary materi-
ally by beverage type or sex and the association is
not due to chance, bias or confounding.

2.19.2 Larnynx

Data published since the previous TARC
Monograph (IARC 2010) supports the conclusion
that consumption of alcoholic beverages is caus-
ally related to cancer of the larynx. Increasing
alcohol consumption increases risk in a dose-
dependent manner, does not vary materially
by beverage type or sex, and chance, bias and
confounding can be ruled out.

2.19.3 Oesophagus

Data published since the previous IARC
Monograph (1ARC, 2010) supports the conclu-
sion that consumption of alcoholic beverages is
causally related to squamous cell carcinoma of
the oesophagus. Increasing alcohol consumption
increases risk in a dose-dependent manner, does
not vary materially by beverage type or sex, and
chance, bias and confounding can be ruled out.
There is now a substantial body of evidence that
alcoholic beverage consumption is not associated
with adenocarcinoma of the oesophagus.

2.19.4 Upper aerodigestive tract

There is evidence that consumption of alco-
holic beverages is causally related to cancer of the
upper aerodigestive tract, as it is for cancer of the
oral cavity and pharynx, larynx and oesophagus
separately. Increasing alcohol consumption
increases risk in a dose-dependent manner, does
not vary materially by bewverage type or sex and
chance, bias and confounding can be ruled out.

2.19.5 Colon and rectum

Owerall, the data published since the previous
TARC Monograph (IARC, 2010) supports the
conclusion that consumption of alcoholic
beverages is causally related to cancer of the
colorectum. Most of the evidence suggests that
consumption of alcoholic beverages is posi-
tively associated with both cancer of the colon
and cancer of the rectum, and is similar in men
and women, although the data are not entirely
consistent. Similarly, there is some evidence that
risk may only be increased at relatively high
levels of intake (i.e. > 30 g/d). There is consistent
evidence that risk does not differ by beverage
type; whether the risk associated with consump-
tion of alcoholic beverages differs by smoking
status or intake of dietary folate is inconsistent.

2.19.6 Liver

The new studies support the previous conclu-
sion that the risk for hepatocellular carcinoma is
causally related to the consumption of alcoholic
beverages. It is not possible to draw any conclu-
sion concerning consumption of alcoholic bever-
ages and risk of cholangiocarcinoma.

OMS, IARC Volume 100 E, pag 450, 2012




2.19.8 Pancreas

There is accumulating evidence that high
alcohol intake (i.e. = 30 g/d) is associated
with a small increased risk of cancer for the
pancreas. However, the possibility that residual
confounding by smoking may partly explain this
association cannot be excluded. Whether the
1‘1‘5@ associated with heavy alcc:‘nlml consumption 2.19.10 Breast
differs by beverage type, smoking status or body
mass index requires further investigation. Occurrence of cancer of the female breast
is causally associated with the consumption
of alcoholic beverages. Cancer risk increases
proportionately according to the amount of
alcohol consumed, with an increase in risk of
up to 12% for each additional drink consumed
regularly each day (equivalent to about 10 g/d).
The risk does not appear to vary significantly
by beverage type or smoking status. It remains

World Health Organization, IARC, Volume 100 E, pag. 451 2012



There is sufficient evidence in humans for the
carcinogenicity of alcohol consumption. Alcohol
consumption causes cancers of the oral cavity,
pharynx, larynx, oesophagus, colorectum, liver
(hepatocellular carcinoma) and female breast.
Also, an association has been observed between
alcohol consumption and cancer of the pancreas.

For cancer of the kidney and non-Hodgkin
lymphoma, there is evidence suggesting lack of
carcinogenicity.

There is sufficient evidence in humans for
the carcinogenicity of acetaldehyde associated
with the consumption of alcoholic beverag
Acetaldehyde associated with the consump-
tion of alcoholic beverages causes cancer of the
oesophagus and of the upper aerodigestive tract
combined.

There is sufficient evidence in experimental
animals for the carcinogenicity of ethanol.

There is sufficient evidence in experimental

consumption

- .
AUTHANS FTOL

.
I_I||

_ ciated with the consump-
tion of alcoholic beverages i ' j

T
I|,IIII1II}I 1||...

World Health Organization, International Agency for Cancer Research,
Volume 100 E, pag. 476 — Lyon, France 2012




Alcohol-Attributable Cancer Deaths and Years of
Potential Life Lost in the United States

| Davnd £ Menan, 8D, MPH, Deerme W, man, 0DV, MPH, Jrgen Risfim, PhiD), Thomas K. Gessnieid, PhD, Gesgoirs Hey, Phill,
Weiam O, kKerr, FhD, Pags Moler, Bhl, 8P, Feon D, Sheeid, S50, Yo Ve, ME, and TmoSy 5. Marm, 80, AP

Almhal mme & estimated i0 aoommi for ahos
4% of dl denths woridwide ' Research over
several demdes has mmeastently shown that
adonhal inoresses; the rsk for ancers of the ol
myvity and phayny, lanmx, ssophagus, and
Ever*™ The hiologial mechanisms by which
almhal indoces cancer ane not fully mder
sinnd, b may incode genotomoc effeds of
wraldeyde, prodocion. of recive oxygm or
mETngen species, changes in folaée mestahobon,
increased esirogen conceniraiion, or Serving
a5 & solvent for iohamo metshalites”

The Intemasional Agenoy for Ressardh
om Cancer (JARD) and dhe Waorld Caneer
Teesarch Fond / American s Sie for Canoer
Research (WU RF/AICE) hoh published
mmprehersve reviews of the soensfic Bier

. Cy . —
afnre on alochaol end ancer risk @ 2007
In addstion to mnfirming s ier ressarch for

the previonsly mentionesd cancers, they oo

Dbjectives. Our goal was to provide ourrent sstimates of aloohaol-attrib tabile
cancer mortality and years of potential ife lost (YFLL in tee United States,

Methods. We used 2 methods o caloulate popol ation-atribotable ractions.
Wae based relathe risks on meta-analvsss published sineos 2000, and adoh
#lo ohol consumplion on data from the 2009 Aloohal E pidemi ologic Data System,
28 Behavioral Rizk Factor Sorveillance System, and 2008-2010 Matomnal
Aloohol Suremy,

e pits, Adoo hiol consumption resulbed in an estimated 18 200 t0 21 300 camcer
deaths, or 3.2% 0 376 of all US cancer deaths. The majorily of akohol
altribitable FEmale cancer deaths wweare from breast cancer (58% to B8%),
wheress upper sirway and ssophageal cancer deaths were more common
amang men |53% to 71%). Alooho l-altributable cancers resultedin 17.0 1o 189
YFLL for sach desth. Daily consumplion of up to 20 grams of aleohal (1.5
drinks) socounted for 28% 1o 35% of aloohaol-atnibutable cancer doaaths

Conclusions. Aloohol remains a major contribwbor o cancer maortality and
YFLL Higher consumption increases risk bul thers is no safe threshold for
sloohol amd cancer risk. Reducing alcohol consumpiion is an imporiant amd
underamphasived canter presvention strategys LAm J Pubiic Heslth. Published
online ghead of print Feb reary 14, 2013: & —a8, doi: 102 1050680 FHL201 22301139

Daily consumption of up to 20 grams of alcohol accounted for 26% to 35%

of alcohol-attributable cancer death !!!




ALCOHOL AND CANCER

Cancer

Never drinker

Spirit drinker B 169(1:26-226)

Wine drinker 1:38 (1:05-1-81)

Beer drinker b 20(091-157)

Alcohol history
Mever drinker

Current drinker 346 1-51 (1-22-1-89)

Former drinker 45 193 (1-32-2-80)

Heawvy episodic drinking

in current drimnkers

Mo 287 1-54 (1-21-1-96)
Yes 2 1.06 (0-68-1-66)
Level of intake

in current drimkers

Low intake 254 1.8 (1-25-2-00)

Moderate intake 3] 1-61 (1-10-2-34) Smyth et al; l—an Cet 2015
High intake 78 1-38 (0-88-2-16) Rehm’ BMJ 2015
0-5 1-0 3.0 Cao et aI, BMJ 2015

Hazard ratio (95% CI)
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Figure 5. Projections of tobacco- and alcohol-related cancer cases for 2030
for more developed versus less-developed regions.:

Lee and Hashibe, Annals of Global Health 2014




ALCOL, STILI DI VITA, CULTURA

DISINFORMAZIONE INEFORMAZIONI
IGNORANZA
tradizioni/costumi CULTURA SSlEhiIA CULTURA
natura umana NATURA UMANA natura umana
Tradizioni/ abitudini tramandate Liberazione dai costumi Protezione che permette
per inerzia. Opinioni accolte dannosi. un miglioramento globale/
acriticamente. Si accede ad un corretto psico-fisico a 360°

funzionamento del ragionamento.
Comportamenti maturi

Comportamenti affidabili non
sopraffatti dalle emozioni e
da abitudini magari piacevoli
ma dannose

_ possnbltle ‘(’ijert‘ti essere umano modellato
Lien ol et DAL I, come un capolavoro.

Da estetica dell’arte a
estetica della salute

Modificato da Remotti F., Fare Umanita’, Ed. Laterza, Roma 2013

L’estetica della salute: Gianni Testino, Silvia Testino, 2016




ETANOLO: tossico, cancerogeno, teratogeno, droga

CULTURA o TRADIZIONE?

- Alimento
- Normalizzazione
- Successo

- Benessere (sovrastima del consumo moderato-sociale)

- Lobbies
- Influenza politica

- Mancanza di un linguaggio comune fra i

professionisti della salute (non attivazione universitaria
insegnamento di alcologia)

L’estetica della salute, Gianni Testino, Silvia Testino, 2016



... the data on alcohol and cardiovascular disease are still correlative,

whereas the toxic effects of alcohol are well establisched.

Perhaps that is why some studies show a reduction in cardiovascular disease,

but not overall mortality, in patients who drink alcoholic beverages.

Substitution of one disease for another is not a medical advance.

...... with respect to the prevention of cardiovascular disease, since a number of

preventive therapies, such as exercise, smoking cessation, and lowering of cholesterol

levels and blood pressure, do not have undesirable effects of alcohol*.

Goldberg 1J, The New England Journal of Medicine, 2006

* 10 gr/die: increased risk of several common cancers
Lauer and Sorlier, J Natl Cancer Inst 2009

Testino G et al, Alcohol Alcohol 2013



...... moderate drinking (12.5 g ethanol per day for women and 25 g ethanol
per day for men) is associated with lower rates of cardiovascular disease
but is not uniformly protective for other cardio-vascular conditions

and cancer

Ronksley et al; BMJ 2011

Alcohol: less Is better

Fernandez-Sola, Nature Cardiol 2015



Alcohol — Diabetes Mellitus

Diabetic control is significantly reduced by high alcohol consumption

Social drinker ?

Moderate amounts of ethanol may lead to hypoglycemia in type | diabetics

Alcohol increase the risk of hypoglycemia in type Il diabetes patients treated with sulfonylurea

hypoglycemic agents
Chronic alcohol intake is associated with higher hemoglobin Alc values
Alcohol should be suspected in diabetics showing poor metabolic control

Odd Ratio for death of 4.38 in diabetic and alcohol consumption.............

G Testino, SIA Regionale, Torino 2014



PRUDENCE !!!

THE IMPACT OF MODERATE ALCOHOL CONSUMFPTION ON HEALTH: PRUDENCE

GIANNI TESTINO, SILVIA LONE, ALESSANDRO SUMBERAZ, PAOLO BORRO
Centro Aleologico Regionale - Regione Liguria, Dept. of Internal Medicine, IRCCS AOU 5an Martino-IST, Genova, Italy

The prudent physteian o cardiologist should update the patient with these scientific data. Moderate

Testino et al, Acta Mediterranea Medica 2015



COLORECTAL CANCER
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Circadian Rhythm
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Chronic alcohol consumption
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Decreased vitamin A levels result in decreased expression of the AP-1 gene, which is

involved in cell cycle regulation and inflammation (TNF, NFkB......

) (Gianni Testino, Maedica 2011)



PI3K
Cell Cycle/Apaptosis

Pathways

Normal colonic epithelium Small adenoma Large adenoma Garcinoma

Patient age (years) 30-50 40-60 50-70

Volgelstein et al, Science 2013

Social Consumption (20-30 gr/die)
Testino, 2011



HEPATOCELLULAR CARCINOMA

Odds ratio

= ik fUnction for never drinkers

= = 55% confidence interval upper bound

= = 53% confidence interval lower bound

== Risk function for just quitters after alcohol

cessation
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Heckley GA et al, BMC Cancer 2011




DELAYED DIAGNOSIS OF HCC WITH ALCOHOLIC LIVER DISEASE

Table 3. Tumor stage at diagnosis of HCC with respect to chronic liver disease
etiology (p= 0.188)

Alcoholic liver disease Viral hepatitis

BCLC class

Schutte et al, Liver Cancer 2012



Application of hepatocellular carcinoma surveillance in a European

setting. What can we learn from clinical practice ?

In a European setting, only 22% of HCCs were diagnosed by surveillance, and
in more than one-third of cases, surveillance was indicated but missed.
NAFLD and alcoholic liver disease were associated with deficient surveillance.
Survival was significantly better in patients who underwent surveillance compared

with those in whom surveillance was missed although indicated.

Edenvik P et al, Liver Int 2015
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ETANOLO: tossico, cancerogeno, teratogeno, droga

CULTURA o TRADIZIONE?

- Alimento

- Normalizzazione

- Successo

- Sport

- Benessere (sovrastima del consumo moderato-sociale)
- Lobbies

- Influenza politica

- Mancanzadi un linguaggio comune frai

professionisti della salute (non attivazione universitaria
insegnamento di alcologia)

L’estetica della salute: Gianni Testino, Silvia Testino 2016



BRAIN MATURATION (1)

Adolescent brain undergoes extensive morphometric and
functional maturation involving decreases in gray matter and
increases in white matter volume

Pfefferbaum et al, Arch Neurol 1994: Giedd, Ann New York Ac Sci 2004

Cross-sectional studies have shown that cortical gray matter volume reduction
begins during preadolescence.

Related to pruning of excess neurons, changes in the extracellular matrix and
white matter encroachment (posterior brain region = anterior regions)

Paus, Trends in Cognitive Science; Gogtay et al, Proc Nat Ac Sci 2004

Cortical gray matter decreases in dorsal prefrontal cortical volume continuing
into early adulthood (mid-20s)

Sowell et al, J Neurosci 2001

White matter volume increases over adolescent, due to in part to myelinization of white matter
tracts and axonal extension for connectivy

Giedd et al, Nature Neuroscience 1999



BRAIN MATURATION (11)

....neural processes are integral components of functional development,
creating localized and enhanced efficient information processing
required for mature complex cognitive and motor abilities

Squeglia et al, J Intern Neuropsychol Society 2013

-Deleterious effects of exogenous agents, including alcohol
Jacobus and Tapert, Ann Rev Clin Psychol 2013

Controlled longitudinal study (dynamic neural events, 17 = 19 years):
accelerated cortical thinning of right middle frontal gyrus and decreased

white matter volume subjacent to precentral gyral and middle temporal

gyral cortices (Luciana et al, Am J Drug Alcohol Abuse 2013)

-15 - 18: greater volume reduction in the left ventral diencephalon, left inferior
and middle temporal gyrus, and left caudate
Squeglia et al, Developmental and Cognitive Neuroscience 2014

alcohol drinking alters the traiectories ?
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| volumi neocorticali si riducono fisiologicamente nei non bevitori e nei bevitori.
Nei bevitori questo decremento e’ significativamente accentuato.
[’accrescimento del corpo calloso e CWM e’ ridotto significativamente rispetto

ai non bevitori.
Squeglia et al, Am J Psychiatry 2015



AMIGDALA/ NUCLEO ACCUMBENS

dispensano piacere > ricordo
proteina resistente Cpeb

(ippocampo) *

NUCLEO STRIATO VENTRALE

attivazione apparato muscolo-
scheletrico - ci si procura sostanza

CORTECCIA PREFRONTALE
consentire/ negare aurorizzazione
*riattivato da stimoli ambientali: questa memoria vive dentro di noi,

ma e’ indipendente da noi. Ubbidisce unicamente a se stessa (Marcel Proust)

- | ricordi da sostanze non naturali sono straordinariamente intensi / traduzione chimica
molto resistente =2 irrazionalita’ comportamentale (impossibile opporsi) (L. Gallimberti, 2013)

L. Gallimberti, Morire di Piacere, BUR Rizzoli, Milano 2012



IN RAPPORTO ALLO SVILUPPO NEUROLOGICO

STRATEGIA: POSTICIPARE IL PIU’ POSSIBILE IL PRIMO
CONTATTO CON IL CERVELLO DEI GIOVANI CON ETANOLO
E NICOTINA

SE IL CONSUMO AVVENISSE DOPO I 20 ANNI (meglio dopo
| 25 anni):

- Dipendenza «rara»
- Minori danni organici
- Anni di vita vissuti liberi da malattia aumentati in modo significativo

P. Shaw et al, 2008; L. Gallimberti, 2013

Se primo consumo sotto i 15 anni 38% di rischio di evolvere in dipendenza 2>

rischio cala al 10% all’eta’ di 21 anni ed e’ sotto il 10% dopo i 25 anni

Silveri MM, Pharmacol Ther 2014; 143: 197-216



LA VIT A MEDIA
- DALL’HOMO SAPIENS AL 2020
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La promozione della salute e la Scienza che,
attraverso il coinvolgimento consapevole e
responsabile del cittadino, favorisce scelte utili al

massimo potenziamento della salute del singolo e

della collettivita.

GC Icardi, Corso IRCCS AOU San Martino-IST, 5 Aprile 2016



Consiste In un processo educativo
permanente nei confronti della salute, che

da un lato richiede la conoscenza dei rischi,
dall'altro necessita della consapevolezza
delle responsabilita nella difesa del proprio
equilibrio psicofisico considerato come un
diritto-dovere dell'individuo e di tutta la

CO I |ett|V|ta. GC Icardi, Corso IRCCS AOU San Martino-IST, 5 Aprile 2016



Drug and Alcohol Revery (July 2009, 28, 426435
DOL: 10.1111/.1465-3362. 200000053 .

REVIEW

Warnings on alcohol containers and advertisements: International
experience and evidence on effects

CLAIRE WILKINSON' & ROBIN ROOM'*

'AER Centre for Alcohol Policy Research, Turning Point Alcohol and Drug Centre, Melbourne, Australia, and *School of
Popudation Health, University of Melbourne, Melbourne, Australia

3 Unlike current cigarette warnings, alcohol warning
Jabels have been extremely limited in scope. To use

are limited to the US experience with labels imple-
mented in 1989, Although there is some limited
evidence of effects on knowledge and attitudes,
there is only slight evidence of any effects on drink-
ing behaviour. In contrast to this, the tobacco
labelling experience offers strong evidence that
warning labels can be effective not only in increas-
ing information and changing attitudes, but also in
affecting behaviour.

the terms of Ferrence et al. [29], warnings are often
[ 1 " ]?‘ l] I I i " 1

unambiguous’. Alcohol warnings have not been

presented ‘in a vivid manner that evokes an emo-
tional reaction’. The Swedish warning labels on
advertisements seem to be the single example in the
alcohol field of rotating warnings: otherwise a single
warning has been used, which will not continue to
catch attention. It is not surprising in these circums-
stances that no effectiveness in changing behaviour
has been showed for alcohol warning labels.
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Like tobacco and asbestos ...... alcohol could cause cancer.
The more you drink and the more often you drink..... The more you increase your risk (UK TV).

There was general consensus in the scientific and medical communities that the consumption

of alcohol could increase an individual’s risk of developing particular cancer, such as
cancer of the breast, larynx and oesophagus.

Crowe et al, BMJ 2011; Gornall, BMJ 2015
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Message on a bottle: are alcohol warning
labels about cancer appropriate?

Ermma R Miller, Imogen ). Ramsey ', Genevieve Y. Barating” and lan M. Oheer”

.... the wider literature and our own findings suggest they might produce only
limited effects on drinking behaviour on their own.

To maximise impact, warning labels should be considered for use in conjunction

with other avenues for prevention, and incorporated into multi-faceted health

campaigns.

BMC Public Health 2016



The effect of cancer warning statements on alcohol
consumption intentions

Simone F'rcttlﬂlrcu . Michelle . Jnnﬂeneln ngd Glance?. Tanya (.hlk[ltzhk .
lain S. Pratt" Trcln Slevin® \‘» enbin Lmnu and Melanie W akefield”

.. warning statements in isolation cannot be expected to result in substantial changes
in behaviour and instead require reinforcement via other forms of information, such as

via general practitioners and education .....

.. cancer warning statements have the potential to play an important role in public

education programs designed to inform drinkers of the long-terms harms associated with

alcohol consumption and encourage behavioral change.

Health Education Research 2016; 31: 60-9



POLITICHE SOCIALI

Programmi prima infanzia

Heckman, J. “Investing in Disadvantaged
Young Children Is Good Economics and
Good Public Policy”

Testimony before the Joint Economic Committee
Washington D.C., June 27, 2007

Programmi prescolari

I OSSY.L

Scolari

Inserimento lavorativo

ONVAN 3TVL IdVD
ILNZN ILS3AN |

OLN3N IAN3Y

Scolari
0 Eta 6
s ZAPEL www.apel-pediatriit TINTP® www.ferrandoalberto.eu




Pravalence

@
o
| =
Ao
o
&
=
o

Prevalence

Germany

3 {erude): .44 (0,38 1o 0.50)"
8 (i) 0,11 (0,08 16 0,17

3 {erude): 0.08 (0.05 w 0.12)"
S (adj): 0,03 [—0.07 10 0.01) ma,

Iceland Italy

3 (zruche): 0,34 (0,28 1o 0,38)
13 (et ): 0,14 40,70 10 0,790

__..--/

T
Lowesl Madum Highest L

Maowvie Alcobal Use Exposure

The Netherlands

B {esude): 0,50 (0,47 bo O.70)
@ {004 (0,05 1o 0,04)°

Movie Aleohol Use Exposure

% orucde): 0,35 (0,30 w 0,200
B (ach): 0,04 (0,700 0,78)™

T T T T T
Fesdivrm Highest Lowest Medium Highest

Movie Aleohel Use Exposure

Poland Scotland

B {crude): 0,48 (D42 to 0.58)"
@ jad. )k 018 {010 o 0.22)"

T T T
Lawesl Medum

Movie Alcohol Use Exposure

Total

3 ferude): 0.30 (0,27 to 0,325
% fadj,b: 0,12 (0,10 to 0, 14)

T T T
Leowesd Madium Hignest

Movie Alcohol Use Exposure

Highast Lowast

Movie Alcobo| Use Exposure

T T T T T
Mediurm Highes! Lowest Medgium Highest

Movie Alcohol Use Exposure

—_— | jfetime binge drinking

[} = Regression Coafficient
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n.s, = not significant; * = p<=0.01; ** = p=0.001

Hanewinkel et al, Pediatrics 2012




Table 1. Whole School, Whole Community, and Whole Child
(WS CC) Components by Category

WS5CC Components Categories

o Physical education and physica
CEnTY
e Nutritoon ervironment and senaces

o Health education

o Health services Supporting school health servces
e Counsealing, pesychological, and social

_":.'-.r..il s

o EFrmployvee wellness
e Sodal and emncticnal school dirmate Supporting safe and positie school
o Physical ervaronment ErMAronmeErts

e Farmily engagement Supporting the engagerment of
o Community imsohvernent farmily and commmunity

ASCD, Centers for Disease Control and Prevention
Available at: http://www.ascd.org/ASCD/pdf/siteASCD/
publications/wholechild/wscc-a-collaborative-approach.pdf
Accessed on July 7, 2015
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WHOLE SCHOOL, WHOLE COMMUNITY, WHOLE CHILD MODEL
ACADEMIC ACHIEVEMENT

- eta’ 3-18 anni

Physical education/ physical activity
(4 meta-analyses, 15 systematic review, 9 unstructured literature reviews)

Nutrition
(2 meta-analyses, 9 systematic review, 3 unstructured literature reviews)

Health education
(6 systematic reviews, 2 unstructured literature reviews)

Pro-social behaviour (Rasberry et al, Prev Med 2011)

ACADEMIC ACHIEVEMENT: academic performance, educational behaviour,
cognitive ability and attitude (attention, memory, mood ...)

Hawkins et al, Arch Pediatr Adolesc Med 2008




PHYSICAL EDUCATION AND PHYSICAL ACTIVITY

(improved academic achievement, better concentration and attention,
higher achievement tests score ...)

PRO-SOCIAL BEHAVIORS

(improved cognitive performance, positive classroom behaviors)

NUTRITION ENVIRONMENT AND SERVICES (National School
Lunch Program and School Breakfast Program)

(improved cognitive performance and attendance, increased academic grades,
increased standardized tests score ...)

HEALTH EDUCATION

(nutrition, physical activity, tobacco, alcohol, drugs, sexual health, sleep,
violence prevention, mental and emotional health)
(increased academic grades and test scores ....)

Low et al, Can Med Assoc J 2013; Busch et al, Rev Educ Res 2014;
Esteban-Cornejo et al, J Sci Med Sport 2014; Shochat et al, Sleep Med Rev 2014,
Michael et al, J School Health 2015



LIFESTYLE RISK FACTORS AND RESIDUAL LIFE EXPECTANCY
AT AGE 40: A GERMAN COHORT STUDY

RESIDUAL LIFE EXPECTANCY (RLE)

The combined loss of RLE for smoking, obesity, alcohol drinking,
red meat consumption versus never smoking, optimal BMI, no/light alcohol drinking

and low processed/ read meat consumption was 17 years for men and 13.9 for women

Li K et al, BMC Medicine 2014



......... cancer deaths can be reduced by more than 75% in

the coming decades, but than this reduction will only come

about if greater efforts are made towards early detection

and prevention

Vogelstein et al, Cancer Genomics 2014

Colditz GA, American Society of Clinical Oncology 2014



Prospective Study of Adolescent Alcohol Consumption

and Risk of Benign Breast Disease in Young Women

Drinking Frequency OR

Never to less than weekly 1.00 (referent)
1-2 U/ wk 1.72
3-5 U/ wk 3.34
6-7 U/ wk 5.94




AMERICAN SOCIETY OF CLINICAL ONCOLOGY
CLINICAL PRACTICE GUIDELINES
JULY 2013

- Chemoprevention
- Surgery
- Lifestyle Changes

- Tamoxifen (35 years older)

- Raloxifene (post-menopausal women)

- Aromatase inhibitors

- -- MAP.3 and IBIS-Il studies: incidence of ER-positive Invasive Breast Cancer
- was decreased by the Ais exemestane and anastrozole

- Salpingo-oophorectomy
- Bilateraly risk reduction mastectomy



Bevande: Solo in piccole
Acqua - 6 bicchieri al giorno quantita
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Figura 11.1 “Piramide alimentare”.

EXPO, 2015




Cultural Change in not easy

best way to market a drug is the marketing of a disease

A) Cardio-vascular disease (CVD)

1) Today, itis becoming more obvious that it is not LDL-cholesterol that is
directly implicated in CVD but small, dense, type B particles generated after
a high intake of sugar and processed carbohydrates
(Malhotra, BMJ 2013; Sinatra et al, J Am Coll Nutr 2014; Singh et al, PLoS One 2013)

2) A stronger focus on nutrition instead of the global oversimplification to

massive statin use would have been the most sensible approach
(loannidis et al, JAMA 2014; Pencina et al, N Engl J Med 2014; Anonimous, Lancet 2014, 383: 669)

3) 80% of CVD events can be prevented with simple dietary and non-dietary

lyfestyle measures
(Reiner et al; J Epidemiol Community Health 2013; Perlemutter et al, Altern Ther Health Med 2013;
WHO, CVD, updated March 2013; Mascitelli and Goldstein, Lancet 2013)

4) Virgin olive oil obtained a 30% relative reduction in major CV events (stroke, myocardial,
infarction, CV death) (Martinez-Gonzales, Int J Epidemiol 2012; Estruch et al, N Engl J Med 2013)

5) Alcohol and CVD prevention: «a nonsense» ! (Testino et al, Nutr Metab Cardiovasc Dis 2014)



B) Medication versus lifestyle in diabetes prevention

T2D will affect more than 10% of the adult population in many countries
during the next two decades, with a projected increase of 55% by 2035.

T2D is also increasing in youth (Shaw et al, Diabetes Res Clin Pract 2010; Beagley et al, Res Clin
Pract 2014; Zimmet et al, Lancet Diabetes Endocrinol 2014)

1) T2D largely preventable. Up to 91% of T2D cases could be prevented by relatively
modest lifestyle changes: global growing rates of T2D represent a profound
humiliation for public health (carlos et al, J Epidemiol Community Health 2014; Ley et al, Lancet 2014)

2) Metformin efficacy was only limited to subjects with a body mass index > 35 kg/m2
(Knowler et al, N Engl J Med 2002)

3) Randomized controlled trials and longitudinal observational studies have confirmed
that dietary changes combined with non-dietary lifestyle modification can have a

long-term effect on T2D prevention (Danaei et al, Epidemiology 2013; Salas-Salvado
et al, Annintern Med 2014)

C) The Mirage of Antiobesity drugs !!! «eat less»
Anonimous. The catastrophic failures of public health, Lancet 2004; 363: 745)



1) In the USA, Europe and Canada less than 4% of the public

budget is spent on prevention (< 0.5% in Italy)
(Sullivan et al, Eur J Cancer 2012; OCSE, 2014)

2) A culture based on alcohol consumption, ultra-processed food,
low physical activity, and long periods spent in front of a computer

IS now widespread, albeit with strong socioeconomics differentials
(Moodie et al, Lancet 2013)

3) Global styles of consumption fostered by changes in the economy are
not counteracted by global preventive initiatives.

The benefit of prevention take time to manifest, and prevention needs
LEADERSHIP and vision from policy makers (vineis and Wild, Lancet 2014)




LEADERSHIP OSPEDALIERA

- | professionisti della salute ospedalieri possono esercitare una profonda
influenza sull’atteggiamento dei pazienti e dei loro familiari, in quanto

maggiormente sensibili alle indicazioni sanitarie

- Influenza le scelte e le decisioni politiche dei livelli superiori dell’
organizzazione della societa’

V. Patussi, CAR Toscana 2007



AREE DI AZIONE (1)

- PROMUOVERE LA SALUTE DEL PAZIENTE (identificazione precoce,
informazioni, distribuzione materiale informativo ....)

- PROMUOVERE LA SALUTE DEL PERSONALE OSPEDALIERO

- AZIONI DI COMUNITA’ (Medici di famiglia, Scuola, Municipi ...... )

V Patussi, CAR Toscana, 2007



AREE DI AZIONE (II)

PROMUOVERE LA SALUTE DEL PAZIENTE (identificazione precoce,
informazioni, distribuzione materiale informativo ....)

PROMUOVERE LA SALUTE DEL PERSONALE OSPEDALIERO
- AZIONI DI COMUNITA’ (Medici di famiglia, Scuola, Municipi ...... )

-- implementare i nodi della rete collaborando con i servizi territoriali
(integrazione ospedale-territorio/ dipartimenti inter aziendali): PREVENZIONE
SECONDARIA

-- promozione del paziente esperto/ integrazione con le associazioni di
autotutela e promozione della salute

V Patussi, CAR Toscana 2007



« SCHOOL HEALTH PROGRAMS ARE ESSENTIAL IF WE ARE

TO ATTAIN BOTH NATIONAL EDUCATION GOALS AND NATIONAL HEALTH

OBJECTIVES BY THE YEAR 2020»

Michael et al. Journal of School Health 2015




SCELTE CHE AIUTANO IN PREVENZIONE ONCOLOGICA

Previeni sovrappeso e obesita ... Senza improvvisare!

Limita carne rossa ed evita la processata (insaccati, worstel, hamburger...)

Mangia almeno 2-3 porzioni tra frutta/verdura al giorno di vari tipi e colori

Scegli metodiche di cottura semplici

Preferisci cereali integrali, anziché raffinati

Limita alimenti ad alto contenuto calorico ed evita le bevande zuccherate
Non esagerare con il sale (NaCl)

Scopri e valorizza I'uso delle spezie e delle erbe aromatiche

Segui una dieta varia, bilanciata, preferendo le fonti naturali dei nutrienti

Evita 'uso di bevande alcoliche (anche in gravidanza)
Non fumare

Svolgi regolarmente attivita fisica, evita la sedentarieta

GS Sukkar, Corso Aziendale IRCCS AOU San Martino-IST, 5 Aprile 2016



Ufficio Scolastico Regionale (MIUR) Ligure — CAR, IRCCS AOU San Martino-IST, Genova
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