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Cirrosi epatica

Prevalenzalincidenza: 21.000 decessi/anno per cirrosi 0 HCC in ltalia; la
mortalita incide in maniera preponderante tra 1 25 e 60 anni.
Sopravvivenza a tre anni nel cirroticl stratificati secondo la classe di Child-
Pugh: nei pazienti in Child A sopravvivenza a tre anni pari a 85%:; al 54% in

classe B; al 42% in classe C.

Lo sviluppo di HCC e la principale causa di morbilita e morte nei cirrotici
postvirali. Dal 20 al 40% dei cirrotici non trattati farmacologicamente sanguina
da varici entro i pnmi due anni di osservazione.

Livello di assistenza: Ricovero in emergenza/urgenza: encefalopatia;

sanguinamento da vanci. Ricovero ordinario per cirrosi scompensata, o per

complicanze del versamento ascitico. |l cirotico compensato o con ascite viene
seguito ambulatonalmente con penodiche ammissioni al day hospital

Follow-up penodico clinico-ecografico ambulatoriale per diagnosi precoce di
HCC

Buscarini et al, White paper of Italian Gastroenterology; Dig Liver Dis 2014
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Figura 1
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Mortalita per cirrosi epatica in Italia
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Table 1. Characteristics of the patients admitted for cirrhosis complications (mean Child-Pugh score 8.5 + 1.7), heart failure (HF), and
chronic obstructive pulmonary disease (COPD), randomly selected for costs analysis (n = 100 each)

Chronic disease

Cirrhosis (A)

HE (B)

COPD(C) pvalte

Age, years
Hospitalization days
Mean + 5D

69.510.5

[21110.]
5-15

388413230

828481

793497 001 Avs.Band C

87445 <001 Avs.B
6-11 <005 Avs. C
. 15 A V8. B a0

171341298

ns, not significant,

Di Pascoli M et al, Dig Dis 2016
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Fibrosi sinusoidale e pericellulare in steatoepatite tipo ASH.
Freccia indica i corpi di Mallory
F. Grillo, Anatomia Patologica, Universita di Genova



Shah et al, Clin Gastroenterol Hepatol, 2019 Lack of early detection of ALD
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Figure 2. Medical visits at specialized centers of patients with a single etiology. (4) Number of patients with medical visits at
advanced vs early liver stages. ‘P < .05. (B) Odds ratio of being seen at an advanced stage. AlH, autoimmune hepatitis; ALD,
alcohol-related liver disease; DILI, drug-induced liver injury; HBV, hepatitis B virus; HCV, hepatitis C virus; HFE, hemochro-
matosis; NAFLD, nonalcoholic fatty liver disease; PBC, primary biliary cholangitis; PSC, primary sclerosing cholangitis.
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Figure 3. Medical visits at specialized centers by patients with double etiologies. (A) Mumber of patients with medical visits at

advanced vs early liver stages. “P < .05. (B) Odds ratio of being seen at advanced stage vs early liver disease stages. ALD,
alcohol-related liver disease; HBV, hepatitis B virus; HCV, hepatitis C virus; NAFLD, nonalcoholic fatty liver disease.
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Lack of early detection of ALD

Double

. atiologhes
HBY MAFLD DLl : Cithar tALD Cryptogenic invelving ALD ALD
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QF's for being visited at |ate/eary stage compare to HCV
L
ﬁ
1 306
J Fi igure 4. Heatmap expression of the likelihood of having a medical visit at advanced vs early stages compared with HCV by ®
continent. Red color shows those etiologies with the highest likelhood of being seen at advanced vs early stages of liver
d sease compared with HCV and green color shows the contrary. Because of their low global frequency, Wison disease,
= hemochromatosis, schistosomiasis, and triple or quadruple etiologies were qrr:.upr-d with the r:atrmw of other. AlH, auto-

immune hepatitis; ALD, alcohal- related liver disease; DILI, drug-induced liver injury; HCV, hepatitis C virus; NAFLD, nonal-
r‘DhDIu‘tattg-, liver disease; OR, odds ratio.
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Shah et al, Clin Gastroenterol Hepatol, 2019



DELAYED DIAGNOSIS OF HCC WITH ALCOHOLIC LIVER DISEASE

Table 3. Tumor stage at diagnosis of HCC with respect to chronic liver disease
eticlogy (p = 0.186)

Alecholic liver disease Viral hepatitis
BCLC class %

A ' 14.5

11.3

Schutte et al, Liver Cancer 2012
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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 diaghosed 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



Screening for alcohol use — AUDIT questionnaire

AUDIT score =8 AUDIT score =8

l l
i

Abnommnal liver test (elevation GOT and GGT)

hepato-alcohologist

Refer to alcohol

Refer to Gl specialist'hepatology ackiiclion spocialist

Counseling/anticraving drugs (i.e., Baclofen)

. . Mon-invasive diagnostic tests
motivation § =——> (ultrasound, elastography)

Mo'mild Advanced fibrosig'cirhosis
fibrosis

Follow-up by Consider endoscopy
primary practitionar HCC scraening

Figure 2. Algorithm for diagnosis of alcohol use disorder (AUD) wsing ALDIT ool and on management of early alcoholic liver disease (ALD).

Modified, from Singal et al; ACG Clinical Guideline: Alcoholic Liver disease 2018




Figure 1 — Evaluation of liver fibrosis (ARFT: acustic radiation force impulse elastography)

Direct Evaluation Indirect Direct Combined Elastography
Laboratory Laboratory Laboratory
Markers Markers Markers l

-Transient
Elastography

AST/ALT Cytokines AST/ALT -ARFI
vGT, FALC APRI
v albumin, INR Collagens Bonacini index -Shear Wave

Liver Biopsy -PIIINP i dex
~collagen (type IV) @
-PICP =

eter
Collagenases Fibro index
-MMPs Fibro spect II
-TIMPs Forns test
Hepatoscore
Polysaccharides Lok index
Glycoproteins

Testino and Pellicano 2018, in press
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Collagen deposition INFLOW  =» QUTFLOW
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Liver stiffness (KP&)

200
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Fig. 1. Factors influencing liver stiffness measurement
Mot measurable

Consider semum markers
(FT, ELF, hyaluronata)

(

Ultrasound
(congastion, tumour, cholastasis?)

l

Mo liver fibrosis Laboratory

Elevatad AST?

Consider intenvention (alcohol
or Uso -adapted
cut-offs if alcohol withdrawal is

Moreno et al; J Hepatol 2019, 70:273

Fig. 2. Practical algorithm in patient with excessive alcohol consumption. AST, aspartate
aminotransferase; HOC, hepatocel lular carcinoma.
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Fig. 1. Kaplan-Meier plots of survival n:-hal:ili of patients with early)compensated
alcobhol -related liver disease walh respe i} rosEs stage, Survival of patients staged F3—4
is significantly worse than for patdbents with stage FO—2 (p<00001 by log-rank test]
{reproduced with permission from™ L

Loomba et al, Gastroenterology 2015; 149: 278-81



NORMAL LIVER

l 60 — 100 %

FATTY LIVER

20-40 % 8-20%
~ 0 v
40 % :
* 5 years survival
Compensated: Abstainer = 90%, Scompensated: Abstainer ~ 50%,

Continue to drink < 70% Continue to drink < 30%



Advanced
cirrhosiz

Y

Obstruction to portal flow

y

. Portal hypertension
Translocation of gut l

bacteria & bacterial
products Sheer stress
& to splanchnic vessels

/3 == X i
*{:,\3 . \ PAMPs 1 production
A XY of Vasodilators

Splanchnic

Systemic e
inflammation vasodilatation

Hepatorenal syndrome

!

Organ failure €——

AT

i: -ii ia hé- 9 Water / Sodium retention

Ascites/Refractory ascites

Renal hypoperfusion

Activation of vasoconstrictor systems

PAMPs: pathogen associated molecular pattern

EABV: effective arterial blood volume Adebayo D et al, Clin Liver Dis 2019




COMPENSATED DECOMPENSATED FURTHER DECOMPENSATION

H‘..I’F'Gl =10 mm Hg =10 mm Hg =12 mm Hg >12 mm Hg =18 mm Hy

CSPH

Mo varices
Varices \
Uncomplicated ascites
Variceal bleeding
Clinical @ \

Manifestations

Refractory ascites
Recurrent variceal bleeding
Hepatorenal syndrome

Recurrent HE

INCREASED
MORTALITY
RISK

Fig. 1. Natural history of the progression of portal hypertension. HE, hepatic encephalopathy.

HVPG: hepatic venous pressure gradient

Adebayo D et al, Clin Liver Dis 2019




B HE
B Ascites

O HCC
B Variceal bleeding

W 5EF
@ HRS

Color warsion avallabls onfine

Frevalence in admitted patients, %

Asctes  HCC HRS

Flg. 2. Prevalence of complications among hospitalized patients | Fig. 3. Ristribution of the complications of cirrhosis gs first digeno-
with cirrhosis. HCC, hepatocellular carcinoma; HE, hepatic [ sis among hospitalized patients. HCC, hepatocellular carcinoma;
encephalopathy; UGIB, upper gastrointestinal bleeding; HRS, | HE hepaticencephalopathy; SBP, spontaneous bacterial peritonitis;
hepatorenal syndrome; SBP, spontaneous bacterial peritonitis. HRS, hepatorenal syndrome.

Di Pascoli M et al, Dig Dis 2016




Classification of HE

WHC including ISHEN Description Suggested operative criteria Comment
MHE
A No encephalopathy at all, no Tested and proved to be normal
Unimpaired )
history of HE
Psychometric or Abnormal results of established psychometric | No universal
neuropsychological alterations | or neuropsychological tests without clinical criteria for
of tests exploring psychomotor  manifestations diagnosis.
Minimal speed/executive functions or Local standards
neurophysiological alterations and expertise
without clinical evidence of required
mental change.
Covert . L L s
* Trivial lack of awareness Despite oriented in time and space (see Clinical findings
+ Euphoria or anxiety below), the patient appears to have some usually not
Grade | + Shortened attention span cognitive/behavioural decay with respect to reproducible

Grade Il

Overt
Grade lll

Grade IV

Impairment of addition or
subtraction
Altered sleep rhythm

et argy or apat y
f A

Dyspraxia
Asterixis

his/her standard on clinical examination, or to
the caregivers

Disoriented for time (at least

hree of the

the week, month, season or year) t the other
mentioned symptoms

dic wiong. day o hemonth day0f

[~ Somnolence to semi-stupo
Responsive to stimuli
Confused

+ Bizarre behavior
Coma

Disoriented also for space (at least three
of the following wrongly reported: country,
state [or region], city or place) * the other

mentioned symptoms

Does not respond even to pain stimuli

Clinical findings
variable but
reproducible to
some extent

Clinical findings
reproducible to
some extent

Comatose
state usually
reproducible

Montagnese S, Ponziani FR et al, AISF guidelines - DLD 2018
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Liver, pancreas and biliary tract
Predictive models of mortality and hospital readmission of patients
with decnmﬂensated liver cirrhosis

Rui Gaspar*!, Susana Rodrigues ', Marco Silva, Pedro Costa-Moreira, Rui Morais,
Patricia Andrade, Helder Cardoso, Andreia Albuquerque, Rodrigo Liberal,
Guilherme Macedo

Gastroenterology Department, Ceniro Hospitalar 530 jodo, Faculty of Medicine of the University of Porto, Porto, Portugal

427 admission Table 2a
. _ Predictors of readmission - multivariate analysis,
64.4% alcoholic liver disease (ALD)

Variable Ddds Ratio [95% 1]
13.6% ALD/HCV/HBV

(Teatinine 1,363 [1.094-1,698]
Albumin 0,944 [0.898-0.992])

58.5% readmission (median time 58 days) [ESIEHERENNER N 0.282 [0.160-0.496]

Ppasemessan aoeal variceal banding . s

31.2% (30-day) Lactulose use 2911[1.712-4981]
Rifaximin use 5,795 [2.143-15.667]

Hepatic Encephalopathy : 41%

Active drinkers 43.8%




ENCEFALOPATIA EPATICA IN PAZIENTE CON DISTURBO DA USO DI ALCOL

sintomatologia
psichiatrica

confusione
amnesia
coma

tremori
agitazione psico-motoria
ecc Cirrosi Epatica

Patologia Psichiatrica

P Balbinot, Genova 4 Aprile 2019



Segni clinici® no segni clinici caregiver formale
di encefalopatia -adereNZa peICOLS0 assisienziale
-trait d union fra cittadini/famiglie
Grado I-IT Grado IILTV MHE+/PHES+ e team medico-infermieristico

-Nuitrizione -t 71008
-lattulosio o -lattulosio e

nfaximina rifaximina .
lattulosio

risposta +  risposta- risposta+

' | ¢

profilassi sec. lattulosio e profilassi sec.
rifaximina

lattulosio/rifaximina

Aderenza terapeutica (coordinamente con il team medico-infermieristico) azioni
Aderenza nufrizionale (coordinamento con il team medico-infermieristico’

Aderenza utilizzo lassativi (microclisteri/ clistert)

Controllo evacuazion

Osservazione delle variazioni comportamentali

Gestione sobrieta

Rapporto con l'auto-mutuc-aiuto di riferimento

Gestione linea di confine fra “domicilio” e servizio di epatologia

Gestione gruppi di auto-mutue-aiuto per caregiver informali (familiari e badanti)

Balbinot P, Testino G, Leone S, Caputo F; Digestive and Liver Disease; Letter to the Editor, in press



| BISOGNI DEL FAMIGLIARE (CAREGIVER INFORMALE)

Spesso il Cl puo sentirsi inadeguato e sopraffatto da una situazione
complicata;

Talvolta sente la mancanza di un adeguato supporto da parte degli
altri membri familiari;

puo percepire I’assistito come manipolazione, ingratitudine e irragionevolezza;

da cio ne puo derivare «burnout» psico-fisico

Il caregiver formale dovra decifrare per tempo i primi sintomi di
guesta condizione per intervenire tempestivamente evitando danni
all’integrita psico-fisica del CI e possibili ripercussioni negative

sul paziente (incuria, violenza verbale, ecc)

relazione d’aiuto

INVIo SUppOftO pS|c0I0g|CO P Balbinot, Genova 4 Aprile 2019



Cirrosi Epatica: Eziologia

Epatiti virali croniche (HBY, HCYV)

Esotossica:
— Steatoepatite alcoolica
— Farmaci

Epatiti autoimmuni
Cirrosi biliare primitiva
Colangite sclerosante

Dismetabolismo:

— Glicidico-lipidico

— Marziale (emocromatosi primitiva e secondaria)
— Cupreico (morbo di Wilson)

— Deficit di g-antitripsina

Miscellanea:

— Parassitosi (Schistosomiasi)

— Sarcoidosi
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Hepatitis C virus therapy: No one will be left behind

Marc Bourliére*, Olivia Pietri

Hepamw-Gaseroenterology Deparement, Hospial Same Joseph, 26 Bd de Louvain, 13008 Marseilles, France

ARTICLE INFO

ABSTRACT

Article Riscory:;
Received 22 Seprember 2018
Accepted 22 December 2018

Editor; Professor Philippe Colson

The advent of oral direct-acting antiviral agents (DAAs) has dramatically improved the hepatitis C treat-
ment landscape in the last 4 years, providing cure rates over 95% with shorter duration of treatment and
a very good safety profile. This gave access to treatment to almost all Hepatitis C virus (HCV)-infected
patients. The launch of two pangenotypic fixed-dose combinations (FDCs) in 2017 was a step forward in
hepatitis C treatment, by slightly increasing efficacy and more importantly allowing the treatment of pa-

Keywards:
sofosbuvir
Velpatasvir
Glecapravir
Fibrentasvir
Daclatasvir
Graz Oprevir

tients without HCV genotyping, and in some cases without fibrosis assessment. New triple regimens have
solved the issue of retreatment of the few patients who present failure to DAAs therapy. In the present
review we describe the current HCV landscape that allows almost all HOV-infected patients to be cured.

© 2018 Published by Elsevier B.V.




Proportion onwaiting list (%)

| | T | | |
Alcohol- MNon- Primary Hepatitis Primary Auto- Hepatitis Other
related liver  alcoholic sclerosing Cvirus biliary immune Bvirus
disease steato- cholongitis  infection cirrhosis hepatitis infection
hepatitis

Figure 6: Causes of liver disease in patients on liver transplantation waiting list as of Janvary, 2017

Williams et al, The Lancet, Vol 391 March 17, 2018
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Figure 2 Trends in waiting list registration before and after direct-acting antiviral introduction. ALD: Alcoholic liver dizease; DAA: Direct-acting antivirzlz; HEV:
Hepatitic B vinas; HCW Nepatis L viris, Nek: Hepatocellular carcinoma; NASH: Non-alcoholic steatchepatitis.
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Figure 3 Trends in liver transplantation before and after direct-acting antiviral introduction. ALD: Alcoholic iver disease; DAA: Direci-acting antivirals; HEW:
Hepatitis =4 WINUS, 1= 1war Hepa!ﬁs E WIFUS, meC: Hepatocellular carcinoma; MASH: Non-alcoholic steatchepatitis.

Ferrarese et al, World J Hepatol 2018; doi: 10.378/wjg.v24.i38.4403




Cirrosi Epatica Alcol Correlata e Trapianto: Sopravvivenza

Europe:
84% at 1 year; 78% at 3 years; 73% at 5 years
Burra et al, Am J Transplant 2010

USA:
92% at 1 year; 86% at 3 years; 86% at 5 years

Japan:

81.3% at 1 year; 78.5% at 3 years; 7/5.7% at 5 years
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Management of end-stage alcohol-related liver disease and severe
acute alcohol-related hepatitis: position paper of the Italian Society
on Alcohol (SIA)

Gianni Testino?, Teo Vignoli®, Valentino Patussi <, Emanuele Scafato®, Fabio Caputo®!-*, on
behalf of the SIA board (Appendix A) and the external expert supervisors (Appendix B)

2 Unit of Addiction and Hepatology ASL3 Liguria, San Martine Hospital, Genova, Italy

P Unit of Addiction Treatment, Lugo, Ravenna, Italy

© Regional Centre on Alcohol, Careggi Hospital, Firenze, Italy

9 National Observatory on Alcohol, National Institute of Health, Roma, Italy

¢ Department of Internal Medicine, 55 Annunziata Hospital, Cento, Ferrara, Italy

' . Fontana™ Centre for the Study and Multidisciplinary Treatment of Alcohol Addiction, Department of Medical and Surgical Sciences, University of
Bologna, Italy

ARTICLE INFO ABSTRACT

Article history: Worldwide, the prevalence of alcohol use disorder (AUD]) is 20-30% in men and 10-15% in women, and
Received 3 May 2019 cirrhosis due to alcohol-related liver disease (ALD) is responsible for 0.9% of global deaths and 47.9%
Accepted 23 September 2019 of cirrhosis-related deaths. End-stage ALD (ESALD) is the final condition of alcohol-related cirrhosis,
Available online Joox and severe acute alcohol-related hepatitis (SAAH) is a distinct clinical syndrome associated with the
consumption of large amounts of alcohol. In some cases, ESALD, and SAAH may need liver transplantation
(LT). Thus, the management of ESALD and SAAH in patients affected by AUD may be an essential part of
End stage alcohol-related liver disease the clinical skills for hepatologists. For these reasons, the national board of the Italian Society on Alcohol
Liver transplantation have reviewed the most recent data on the management of ESALD, SAAH and LT for ALD in patients
Severe acure alcohol-related heparitis with AUD, formulating a position paper with related recommendations regarding four issues of specific
clinical interest in this field: (a) the management of hepatic encephalopathy in patients with AUD, and
LT in patients with ESALD; (b) the management of SAAH; (c) the management of AUD in patients with

ESALD and SAAH; (d) special populations: polydrug addicts.
© 2019 Editrice Gastroenterologica Italiana S.r.l. Published by Elsevier Ltd. All rights reserved.

Keywords:
Alcohol use disorder
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