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ALCOL socialmente piu dannoso
delle droghe

B Harm to users (CW 46)
Bl Harm to others (CW 54)
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Figure 2: Drugs ordered by their overall harm scores, showing the separate coptihi#inne ¥a tha auarll ecarac afharme tanicare and harm ta athare

The weights after normalisation (0-100) are shown in the key (cumulativeintt  Drug harms in the UK: a multicriteria decision analysis
all the criteria to others, 54). CW=cumulative weight. GHB=y hydroxybutyric ac

David ] Nutt, Leslie A King, Lawrence D Phillips, on behalf of the Independent Scientific Committee on Drugs

Osservatorio Nazionale Alcol - ISS-CNESPS - World Health Organization Collaborating Centre
for RESEARCH and HEALTH PROMOTION on ALCOHOL and ALCOHOL - RELATED HEALTH PROBLEMS
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Danni da Consumo Cronico Bevande Alcoliche
EUROPA

125 miliardi di euro per danni diretti (1.3% del PIL) (anno 2003)
270 miliardi di euro per danni indiretti (anno 2003)

25 miliardi di euro incassati con la tassazione (Europa a 14) (anno 2001)
Per ogni euro guadagnato dai produttori ne spendiamo 2 can2eOA S I Q

266 milioni di adulti bevono a «basso rischio« ( sino a 20 g/die le donne, sino a 40g/die
gli uomini)

58 milioni di adulti bevono con un consumo rischioso o dannoso

23 milioni sono alcol dipendenti (5% degli uomini, 1 % delle donne )

100 milioni ( > 11 anni ) pratica almeno una volta al medainigedrinking>




Danni da Consumo di Bevande Alcoliche
ITALIA

21.000 morti /anno

9.4 milioni di bevitori a rischio
1.5 milioni di alcetipendenti

1 milione di bevitori problematici

30-40 % incidenti stradali {tausa di morte al di sotto dei 24 anni)
20-30 % incidenti sul lavoro




Numero tossicodipendent In ltalia

(stima) persone
Numero alcoldipendent In Italia
(stima)
(+ bevitori - problematici
+ bevitori - a rischio)

Numero- - persone - In carico:- al Servizi
(@anno - 2005-):



NON E SOLO UN PROBLEMA DI QUANT!]

0 Negli ultimi 40 anni, le cosiddette & lj dzI |/
O 2 y a S soiokant®gamentediminuite.

U Oggif Q hlaRaabbandonate

NON PARLA PIU DI USO E ABUSO,

MA SEMPLICEMENTE DI CONSUMO

U9 Q comunque  facile Infatt aumentar}2
Y

progressivamentda quantita senzaaccorgersened S
Impossibilesapereconsicurezzachitraia O2 y a d
aNA a GWlupgeteaun problemaalcolcorrelato

V. Patussi, 2010 .



Tutte le descrizioni che tipicamente cercano di
definire il bere T moderato, sociale, controllato,
accettabile, appropriato ecc. 1 servono di fatto
alla sua difesa. Il consiglio di bere
moderatamente non ha alcun significato poiché
|l | cosi ddetto ©womer e moder a
scientificamente definito e non puo essere

descritto né in base alla frequenza, né in base {:
alla guantita. Ovvio che ognuno considera il
proprio bere come moderato.

Vladimir Hudolin, Vi. Hudolin, P. P. Vescovi, C. Di Gennaro




COSEOLAJINITACALCOLICA?

Unita alcolica (U.A) corrisponde a circa
dodici grammi etanolo; tale quantita e
contenuta in un bicchiere piccolo (125ml)
di vino, o una lattina di birra (330 ml) o
In una dose da bar (40 ml) di

superalcolico.
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ALCOHOL (toxic andcarcerogenic

Alcohol RelatedPhysicalComplications

- Alcohol Dependent

- SocialDrinker

|G. Testino and O. Ancarani, Alcologia ZCJ



CONSUMO DI BEVANDE ALCOLICHE
IN SOGGETTI SANI

3 -5 gr/die Rischio minimo

Donna < 20 gr/die Basso rischio
Uomo < 40 gr/die

Donna 2G40 gr/die Consumo Rischioso
Uomo 40660 gr/die
> 65 anni e fra 1 1618 anni >12/die

Donna > 40 gr/die Consumo Dannoso
Uomo > 60 gr/die
Binge Drinking

E.Scafato et al, | sti tut o Supe



o2 Alcohol withdraw al dedinum
Nl a Acohcl withdraw al sewures
to mmethand - Wemide Korsakofl syndrome

Marchisfava Bignams disease

Heart:

Cardomwyopathy

Atnal ibrllation
Lungs:
Preumonia
Acuste resparatory
distress syndiome

Liver:

Ak cholc hepatitis A ‘

Acute hepatic falure

from paracetamcl = : Pancreas:
Alcohdic

Renal and electroly tes:
Rerd faslure from dabdonmpolyas Rhabdormyolyses
Rerad failure from ethydene ghycol
Hypomagnesaemia
Hypocakacrmin
Hypokalacrmia
Hypophosphatacrma
Lacte andosis
Alcoholic ketoaadosis

:Disorders that canoccur In critically il patients as a result of alcohol abuse or dependence

Moss anrnham The Lancet 200§




ALCOHOL

Fatty Liver  Chronic Pancreatitis Parotid Hypertrophy  Carcinogenesis*

l Glossitis

Alcohol Hepatitis/Fibrosis Stomatitis

Gastro-Esophageal Reflux

8 Mallory-Weiss Syndrome
Cirrhosis Chronic Gastritis
i Erosive Hemorrhagic Gastritis

Delayed Gastric Emptyimg
Hepatocellular Carcinoma _
Malabsorption

Reduce Transit Time

*Upper Aero-Digestive Tract, Colon, Rectum, Breast, Liver, Pancreas

Testino G.
Hepatogasroenterology 2008




Social Drinlv<er

. \_ADH :/Qltcml/deicrogenasi A

R =

CW7ZE1 = Citocromo P-4502E1
ALDH = Aldeide deidrogenasi
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:
Alcoldipendenza

ADH:}I(: Ideid'ogenas_i —
CIPPE1 = Citocromo R4502E1

ALDH = Aldeide deidrogenasi
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ACETALDEIDE
NADH H*
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“ADH = Alcoo eidra genasi _
. GIR2E1=TCitocromo P4502E1

SATDH = Aldeide deidrogenasi

-~



Organ Weights (liver) in the Elderly

Q29 ! 100—q009

Sawabe et al, Pathology International 2006



Gastric Alcohol Dehydrogenase Activity and Age
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= B0 Yeaars = 50 Yeaars Alcoholics

igure £ E ffect of chronic ethanol consumpition on the
rreey of human gastric alcohol dehvdrogenase measured at
580 mM ethanol in biopsy {;Pfﬂlﬂi'ﬂ_ﬁ Jfrom the corpus of male
arrerts above and beloww S50 vears of age. The dara for norn-
lcoholics are those wsed n the table. *Sigmificantly lowver
<N T ) compared zoith patrernies belowo 50 vears of age.
* S egnyficantily lowver (=000 )} compared south patrenis
orpe S0 ywears of age.




Insulin sensitivity declines with aging, which could explain
high prevalence of T2DM in the elderly
Phielix E et al, Gerontology 2008

Mytochondrial dysfunction in elderly :
<40% tricarboxylic acid cycle

<40% ATP synthetic rate

Petersen et al,Science 2003

<43% CytOChrome OXIdase aCtIVIty Short et al, Proc Natl Acad Sci USA 2005

Lanza et al, Diabetes 2008

<33% citrate synthase activity _ .
Crane et al, J Gerontol A Biol Med Sci 2009

<mitochondrial content (n/micron m2)

< mitochondrial density (%)

<ADP 1 stimulated respiratory rates

In the elderly consumption of small amounts of ethanol can lead to poorer outcomes
from viral hepatitis, diabete mellitus, metabolic syndrome
Meier and Seitz, 2008



B-OSSIDAZIONE

STEATOSI

FIBROSI




GHRONIGIRIGOHONDRINKER
’ LIVER STEATOSIS

RISK FACTORS ‘s l

l 60-100 %

20-40 %

CO-MORBIDITIES STEATOHEPATITIS 8-20 %

HOST GENETIC I l A0

SUSCETIBILITY
CIRRHOSIS

P

Testino G, Sumberaz A




EFFETTI

160
140
120
100
80
60
40
20

HCV-RNA(meq.x 10°)

o

DELLOALRNAOL

Pessione, hepatology 1998



Segni fisici-1-

A Mani

Eritema Palmare

T
i Leuconichia
.
|
|

Asterixis

' Atrofia Muscolare
' Ippocratismo digitale

A Testa e corpo

Ittero franco o sclerale
Atrofia muscolare
Spider nevi

Fetor hepaticus
Xantelasmi
Ginecomastia



Segni fisici-2-

A Addome A Genitali
I Caput medusae I Perdita dei peli al pube
i Epatosplenomegalia [caratteristiche sessuali
© Aefie femmi ni | | nel | C
¢ Ernia Paraombelicale I Atrofia testicolare
I Borborigmi

A Estremita
I Edema Periferico
I Ippocratismo digitale
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Spider naevi




ginecomastia




h}hageal veins

Short
gastric veins

Left, right

portal veins
Left, right

gastric veins

i Splenic vein
Portal vein P

Gastro-
Veins from epiploic vein
- Lf

pancreas & -
duadenum X

Inferiar
mesenteric
vein

Veins from |
ascending Superior
colon - mesentenc

*Portal vein - 5-9 cm
*Hepatic blood flow - 1500 ml/min
30% from HA and 70% PV

*Low outflow resistance in hepatic sinusoids

*Close relationship between portal and HA flow
¥ PV flow cause 4 HA flow (even Tx liver)

Converse not true c




Signs & Symptoms of PHTN

Edema
Ascites
Caput medusae
Prominent veins on the abdominal wall
Confusion
Asterixis
Splenomegaly

1 .

b Gynecomastia

/

|

\

A | Caput

| medusae_

\ Ascites

-~ a|
Umbdical hemia




h}hageal veins

Short
gastric veins

Left, right

portal veins
Left, right

gastric veins

i Splenic vein
Portal vein P

Gastro-
Veins from epiploic vein
- Lf

pancreas & -
duadenum X

Inferiar
mesenteric
vein

Veins from |
ascending Superior
colon - mesentenc

*Portal vein - 5-9 cm
*Hepatic blood flow - 1500 ml/min
30% from HA and 70% PV

*Low outflow resistance in hepatic sinusoids

*Close relationship between portal and HA flow
¥ PV flow cause 4 HA flow (even Tx liver)

Converse not true c




A Cross section
of esophagus

Esophageal
varices [EV)

Gastric
varices (GV) § &
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F2 F3

FO - none

F1 - small %
F2 —medium

F3 - large

Grading of varices by size — FO to F3



E 3
Fundal varix:

large




Variceal bleeding 1s the cause of death in
one-third of patients with cirrhosis

6-week mortality with bleeding 1s around
20-40% (Child A 10-20%, Child C ~70%)
Varices do not bleed unless HVWPG
exceeds 12 mm Hg

30% of patients with large varices will
bleed, usually within 2 years






A Rubber Band
Ligation_
System™

* Banded

varces M
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TRAPIANTO ORTOTOPICO DI FEGATO

-FEGATO INTERO IN SITU
-SPLIT LIVER

-- Adulto/ Pediatrico

--- Segmenti 2 e 3 (circa il 25% del fegato intero)
--- Segmenti 1, 4, 5, 6, 7, 8 (circa il 75% del fegato intero)

-- Adulto/ Adulto

--- Segmenti 1, 2, 3, 4 (circa il 40%)
--- Segmenti 5, 6, 7, 8 (circa il 60%)

- DONAZIONI DA VIVENTE
-- Adulto/ Pediatrico

-- Adulto/ Adulto



Diseased liver removed

Hepatic artery . w DoNor liver

transplanted

Inf.——"'§ Portal

vena vein

Gane Common

bile duct
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Alcohol

Pancreas
Liver

other cells

Epigenetic | Microenvironmental
and genetic factors | factors

S S

Pancreatic Liver Pancreatic and No
disease disease liver diseases disease










Colposo o premeditato?

Repubblica, 3 novembre 2006

22.4 mg/kg = 1680 mg = 264 L




