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HBsAg 10 %

Alcohol 9,4 %

Alcohol +HCV 
11,7 % 

Other 12,7 %

HCV 56,3 %

CHRONIC LIVER DISEASE

Sagnelli E. et al. J Med Virol 2005

(> 20 % )(NASH )



Epatopatia Alcol Correlata

44% di tutti i decessi per cirrosi e’ alcol correlata

O’Shea et al,Hepatology 2010; 51:308-328

Associazione Alcol/HCV nel 30% dei casi (Testino G et al, 2008)

RAPPORTO 2012 ISS – Osservatorio Nazionale Alcol-CNESPS
RELAZIONE  MINISTRO DELLA SALUTE AL PARLAMENTO – Dicembre 2011

129.1 ricoveri ogni 100000 ab. (50% epatopatia, 36.4% cirrosi)

Mortalita’ per cirrosi epatica importante indicatore di danno alcol correlato

Attribuibili all’uso dannoso di alcol il 59.3% dei decessi per cirrosi tra i maschi  e il 48.7% tra le donne
Valore massimo fra i 45-64 anni di entrambi i sessi



APPROPRIATEZZA DELLA DIAGNOSI DI 
DIPENDENZA ALCOLICA

Epatopatia 
alcol-correlata

75% diagnosi di 
dipendenza alcolica

Lucey, Merion, Beresford 1994

P. Burra, 2007



Rehm et al, Drug and Alcohol Review 2010



Alcohol intake g/day                    RR                   (95% CI)
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gr/die
12-20 women, 25-80 men

O’Shea, 2010

Odds of developing  cirrhosis or lesser degrees of liver disease 
Daily Alcohol Intake > 30 g/day

cirrhosis: 13.7;      lesser degrees: 23.6

Bellentani et al, 1997



HOST GENETIC
SUSCETIBILITY

NORMAL LIVER

LIVER STEATOSIS

STEATOHEPATITIS

CIRRHOSIS

HCC

60-100 %

20-40 %

8-20 %

20-40 %

4-5%

CO-MORBIDITIES

RISK FACTORS

Testino G, Sumberaz A 
Hepatogastroenterol, 2008



PREDISPOSITION TO ALCOHOLIC LIVER DISEASE

- Ethanol metabolism (ADHs, ALDHs, CYP2E1, Mitochondrial

Superoxide Dismutase, Myeloperoxidase)

- Cytokines of the inflammatory response (TNF alpha, TNF alpha
promoter polymorphisms, IL1, IL10,TNF-alpha-type-1 receptor,….)

- Polymorphisms in DNA repair genes (DNA ligase III, DNA
polymerase b, poly-ADB-ribose-polymerase….)

- Genes involved in estrogen synthesis and metabolism (CYP17,
CYP19, CYP1B1, catechol-0-methyltransferase)

- Polymorphisms in methylenetetrahydrofolate reductase

- GABA-ergic, dopaminergic, serotoninergic systems

- Components of immune systems (innate, adaptive)

Mutations and Polymorphism of genes

IARC, 2010



EFFETTI  DELL’ALCOOL SU HCV-RNA
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Farazi et al, Nature 2006



Westin et al, J Viral Hep 2002



Carbone and Neuberger, Journal of Transplantation 2010



THE SEARCH FOR GENETIC RISK FACTORS FOR ALCOHOLIC LIVER DISEASE

Genetic variation modulating addiction to alcohol 

Genetic variation of alcohol-metabolising enzymes

Genetic variations involved in oxidative stress

Genetic variations controlling hepatic lipid storage

Genetic polymorphisms modulating endotoxin 
inflammation

Polymorphic variants of fibrosis-associated genes

Stickel and Hampe, Gut 2011



Ethanol

Acetaldehyde

Inibition of Protein 
Tyrosine Phosphatase 1B

MLCK activation

Disruption 
of TJ

Dissociation of TJ and AJ 
proteines compiexes

Tyrosine phosphorytation 
of TJ and AJ proteins

Elevated 
intestinal 

permeability

Endotoxemia



Tilg H., 2007



NORMAL LIVER

FATTY LIVER

ALCOHOLIC 
HEPATITIS CIRRHOSIS*

60 – 100 %

20-40 % 8 - 20 %

 40 %
HCC

Compensated: Abstainer  90%, 
Continue to drink < 70%

* 5 years survival 

Scompensated: Abstainer  50%, 
Continue to drink < 30%



Verrill et al, Addiction 2009Alcohol Intake 7 - 60 gr/day



R. Bataller, 2005



R. Bataller, 2005



Evolution of Indications for Cirrhosis
in Europe



Liver Transplantation in Europe
Indications of Cirrhosis

01/1988 - 12/2010



Burra P et al, Am J Transpl 2010



TRAPIANTO DI FEGATO PER 
EPATOPATIA ALCOL-CORRELATA

Fattori di rischio rispetto ad epatopatie ad altra 
eziologia

• Comorbidità (neoplasie, cardiopatia, neuropatia, 
nefropatia, pancreatite, …) 

• Astinenza (regola dei 6 mesi) 



• Patologia “auto-inflitta” 
• Opinione pubblica 
• Difficoltà nel definire criteri predittivi di recidiva

» Rischio di scarsa “compliance” 

CARENZA DI DONATORI D’ORGANO

PROBLEMI ETICI 
TRAPIANTO DI FEGATO e ALCOL



STUDIO HONG KONG

281 intervistati sulla utilità del Trapianto di Fegato

75%

per chi affetto da                             malattia naturale
ma non per chi presenta                  malattia epatica autoinflitta

Chang, Hong Kong Medical Journal 2006



Assessing priorities for allocation of donor liver grafts: survey of public and clinicians
, 

Opinione:

• Il 17% di 1.000 persone intervistate tra la popolazione generale

• Il 40% di 200 medici di Medicina Generale  

• Il 33% di 100 medici Specialisti in Gastroenterologia 

riteneva che

“Il paziente con malattia epatica alcol correlata 
e’ il candidato meno meritevole per il trapianto di fegato”

Neuberger J Br Med J 1998



L Forman Gastroentererology 2002

Liver Transplant : HCV + vs  HCV -



HCV induced allograft hepatitis and fibrosis/cirrhosis

75-80 % a 5 years tx

10-21 % a 5 years dal tx

L Forman Gastroentererology 2002



COMPLICATIONS OF CIRRHOSIS

ASCITES 

DILUTIONAL HYPONATREMIA

HEPATORENAL SYNDROME

BACTERIAL INFECTION

SPONTANEOUS BACTERIAL PERITONITIS

HEPATIC ENCEPHALOPATY

VARICEAL BLEEDING

PORTOPULMONARY HYPERTENSION

HEPATOPULMONARY SYNDROME

HEPATOCELLULAR CARCINOMA



B. J. Veldt. Journal of Hepatology 2002

Improving liver function



MODEL FOR  END-STAGE LIVER DISEASE (MELD)

Al Sibae and Cappell, Dig Dis Sci 2011



67% (23)

21% (7)

12%  (4)

Astinenti Occasionali Forti bevitori

RECIDIVA DI CONSUMO ALCOLICO 
DOPO TRAPIANTO DI FEGATO

Burra Transpl Int 2000; 13(1): 174-178



AD ABSTINENT PD

Tandon P. Am J Gastroent 2009

76 AB %

13 PD %

11 AD %

RECIDIVA CONSUMO ALCOLICO



Tandon et al, Am J Gastroenterol 2009



Analisi fattori predittivi di recidiva di consumo alcolico dopo trapianto di 
fegato per patologia epatica alcol-correlata

Miguet, Gastroenterol Clin Biol 2004



EPATITE ALCOLICA ACUTA

La manifestazione clinica copre un largo spettro di segni e sintomi che vanno dall’ittero

asintomatico a forme piu’ severe caratterizzate dalla combinazione di encefalopatia, febbre,

astenia, coagulopatia, leucocitosi

Wells JT, Liver Transplantation 2007

Mortalita’ a 30 giorni: 35-40% dei casi; a 6 mesi: 70% dei casi

Day CP, Liver Transplantation 2007; Burroughs AK, Int Hepatol 2012



SEVERE ALCOHOLIC HEPATITIS

ABSTINENCE

TNF
Cytokines

PTX Anti -
TNF

NFkB 
Cytokines

Cortico-
Steroids

Apoptosis   Necrosis

Cholestasis   Fibrosis

SAMe 
Betaine

SAH PEMT 
GSH

Anti-Oxidants

ROS/Cyp2E1

LIVER TRANSPLANTATION (?)

MELD > 15

MADDREY DF > 32

GLASGOW  > 9



COMPLICATIONS OF CIRRHOSIS

ASCITES 

DILUTIONAL HYPONATREMIA

HEPATORENAL SYNDROME

BACTERIAL INFECTION

SPONTANEOUS BACTERIAL PERITONITIS

HEPATIC ENCEPHALOPATY

VARICEAL BLEEDING

PORTOPULMONARY HYPERTENSION

HEPATOPULMONARY SYNDROME

HEPATOCELLULAR CARCINOMA



C. Alessandria et al., 2005



COMPONENTS OF SCORING SYSTEMS USED TO ASSES PROGNOSIS IN 

ALCOHOLIC HEPATITIS

Poor Prognosis

Maddrey ’ s Discriminant Function                                  > 32

MELD SCORE                                                                  > 18

(Model for End Stage Liver Disease)

GLASGOW SCORE                                                          > 8

LILLE SCORE                                                                 > 0.45

MR Lucey et al,N Engl J Med 2009

AASLD , Hepatology 2010







SEVERE ALCOHOLIC HEPATITIS
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EARLY TRANSPLANTATION OF NON RESPONDERS 
TO STEROIDS IN SEVERE ALCOHOLIC HEPATITIS

6 – month survival was higher in the transplanted – non responders
than in non transplanted –non responders controls :

83.3 +/‐ 8.7%      vs   44.4 + /‐11.7%         p= 0.009

alcohol relapse: none was observed at 1 year, and only 1 relapsed at 917 days
(3 units/week)

Shawcross and O’ Grady , Lancet 2010



Mathurin et al, NEJM 2011



ASTENSIONE COME UNICO PARAMETRO ?

End Stage Liver Disease con  MELD > 20 senza recupero clinico-

laboratoristico dopo circa 3 mesi di astensione

Epatite Alcolica  Acuta Severa   (DF > 32) non responder alla terapia

medica o con complicanze (HRS) che ne peggiorano ulteriormente

la prognosi 



Consensus Conference – American Association for the Study of Liver Disease

A duration of 6 months of abstinence before liver transplantation should no longer be the definite rule

and should not be considered the determining factor for graft access;

The term (pre-transplant) recurrence seems incorrect: it would be better to consider it as a relapse in 

alcohol dependence in order to differentiate it from isolated alcohol consumption;

An episode of alcohol intoxication does not necessarily translate into relapse;

Societal attitudes towards the patient must change. The alcoholic patient should be considered as 

suffering from a double pathology, both hepatic and alcoholic

Liver Transplantation, 2005



THE SEARCH FOR GENETIC RISK FACTORS FOR ALCOHOLIC LIVER DISEASE

Genetic variationmodulating addiction to alcohol 

Genetic variation of alcohol-metabolising enzymes

Genetic variations involved in oxidative stress

Genetic variations controlling hepatic lipid storage

Genetic polymorphisms modulating endotoxin inflammation

Polymorphic variants of fibrosis-associated genes

Stickel and Hampe, Gut 2011

Recidivism  (risk use) not necessarily reflects alcoholic liver disease. The dissociation 

may be because the transplanted liver changes the genetic susceptibility ……..

Burroughs, International Hepatology 2012



… reported rates of alcohol relapse range from 11.5% to 49%, although this fact 

was rarely considered a reason for graft failure in recipients with ALD.

Graft dysfunction related to relapse ranged from 0% to 17% although death 

related to relapse ranged from 0% to 5%

Cuadrado et al, Liver Transplantation 2005; DiMartini et al, Liver Transplantation 2006; 

De Gottardi et al, Arch Intern Med 2007; Burra P et al, Am J Transpl 2010;

Lucey,  Liver Transplantation 2011; 



Pageaux et al, Gut 1999

The focus on recidivism due to alcohol, rather than survival  as the primary outcome 

after transplantation for alcoholic cirrhosis has been challenged

Burroughs, Int Hepatol 2012

Shawcross and O’Grady, Lancet 2010



Cause di morte dopo trapianto di fegato 
per cirrosi alcol-correlata

Cuadrado Liver Transplantation 2005;4:420-426



Aderenza alle prescrizioni mediche 
in pazienti con cirrosi alcol e non alcol-correlata 

D. Canova & G. Germani, AISF 2007 

Alcol 

(n=67)

Non Alcol

(n=67)

p

Mancata assunzione della terapia 

Si (qualche volta, spesso)

No
31 (47%)

36 (53)

40 (58.8%)

27 (41.1)

n.s.

Assenza visite mediche

Si (qualche volta, spesso)

No

8 (11.7%)

59 (88.2)

8 (11.7%)

59 (88.2)

n.s.

Mancata esecuzione esami richiesti

Si (qualche volta, spesso)

No
6 (8.8%)

61 (91.1)

14 (20.5%)

53 (79.4)

n.s.



Referral for Consideration Liver Transplantation

Refer patients with decompensated liver disease for assessment
for liver transplantation if they still have decompensated liver disease
after best management and three months’ abstinence from alcohol…

Swain et al., British Medical Journal 2010



ABSTINENCE BEFORE TRANSPLANTATION

Many transplant  program (85%) in the United States and Europe require 6 mo 

of abstinence before transplantation

«… absence of enough evidence to support the 6 mo sobriety.

It is uncleare wheter this is an effective predictor

for post transplant abstinence or simply

a method of consistent selection – popular with insurance companies»

Varma et al, World Journal of Gastroenterology 2010



CIRROSI EPATICA ALCOL CORRELATA

Molto frequente nei contesti ospedalieri (circa il 50% dei decessi  dei paz. cirrotici e’ alcol correlato)

(il 95% non viene valutato per trapianto e nel 40% dei casi di HCV/HBV consumo dannoso di alcol sottovalutato) 

Eccellente condizione clinica da trapianto con sopravvivenza superiore alle altre condizioni

Rivalutazione del timing trapiantologico

Attivita’ interdisciplinare personalizzata

Nuovo modo di lavorare per raggiungimento astensione – follow-up dell’astensione (sobrieta’)

con  coinvolgimento attivo delle Associazioni di auto-mutuo-aiuto

E’ NECESSARIO UN CAMBIAMENTO



Dureja and Lucey, J Hepatol 2010



RISK SCORE

Severita’ alcoldipendenza

Presenza di altre dipendenze 

Accettazione del problema da parte del candidato e dei familiari

Aderenza al percorso assistenziale

Assenza di disordini psichiatrici concomitanti

Stabilita’ e supporto sociale (famiglia, amici, lavoro)

Presenza di figli

Frequenza ai gruppi di auto-mutuo-aiuto

HBAR test (high risk alcoholism relapse); SCL 90 Score

Periodo di astensione (da ricoverato?  a casa ?  farmaci anticraving?)

Pfitzmann et al, Liver Transplant 2007; Kotlyar et al, Am J Gastroenterol 2008; 

Pilling et al, BMJ 2010;  Burra P et al, Am J Transpl 2010; Brown, NEJM 2011; 

Testino et al, DLD 2012, in press;  Burroughs, Int Hepatol 2012 







PAZIENTE

ASSOCIAZIONI

FAMIGLIA

OPERATORI 
SOCIO- SANITARI

PROFESSIONISTI TERRITORIALI

OBIETTIVO

G. Schiappacasse, 2004


