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• cACLD/Compensated
• Decompensated

High mortality risk cirrhosis
(ACLF/ESLD)

FROM HEALTHY LIVER TO HIGH MORTALITY RISK CIRRHOSIS 

?

cACLD: compensated advanced chronic liver disease; ACLF: Acute on Chronic Liver Failure; ESLD: end-stage liver disease



AGENDA

•EPIDEMIOLOGIA

•REFERRAL

•LE URGENZE

obiettivi pratici

Individuare le categorie a rischio di epatopatia cronica
Effettuare la diagnosi di epatopatia cronica

Riconoscere la fibrosi avanzata/cirrosi (cACLD) in chi ha una epatopatia cronica
Evitare le complicanze in chi ha già una fibrosi avanzata/cirrosi (cACLD) (es. HCC, 
ipertensione portale)
Gestire la cirrosi scompensata

Sanguinamento acuto da ipertensione portale
Encefalopatia epatica
Infezioni (e ACLF)



MAJOR CAUSES OF CHRONIC LIVER DISEASES

CIRRHOSIS

modified from Weiskirchen R, Weiskirchen S and Tacke F. Recent advances in understanding liver fibrosis: bridging basic science and individualized treatment concepts 
[version 1]. F1000Research 2018, 7:921 (doi: 10.12688/f1000research.14841.1)



Dominant reported aetiology of cirrhosis from 1993-2021

Huan et al. Nature Reviews Gastroenterology & Hepatology 2023

Global burden of liver disease: 2023

• Alcohol is one of the leading causes of
cirrhosis globally and its prevalence is even
higher in high-income countries.

• Non-alcoholic fatty liver disease affects a
quarter of the global adult population and is
the second-leading cause of end-stage liver
disease and liver transplantation in Europe
and America.

• Due to the increase in alcohol consumption,
aging of the general population and increase
in the prevalence of metabolic risk factors, a
dramatic increase in mortality linked to
alcohol-associated and non-alcoholic fatty
liver disease is anticipated in the following
decades.

Devarbhavi et al. JHep 2023

EPIDEMIOLOGY





Consensus Nomenclature

8The NAFLD nomenclature is changing.



What about markers of chronic liver disease?



Markers of liver disease-1

Giannini et al. CMAJ 2005



Aminotransferase levels (AT) 

AT are not accurate markers of 
chronic hepatitis 

Giannini et al. CMAJ 2005

E. Seki and R.F. Schwabe Hepatology 2015

Fibrosis is the real marker of 
chronic hepatitis

Markers of liver disease-2



Chronic hepatitis: when to screen

• If there’s chronic exposure to risk factors (anamnesis is the key!)

and/or

• If there’s chronic impairement (e.g. 6 months) of biochemistry



Mansour et al JHEP Rep 2021

‘‘…Overall, 45.5% of patients with
advanced disease in this study had a
normal ALT, and so would have been
missed if only the presence abnormal
ALT was used to identify liver disease’’



Quek et al Lancet Gastro Hep 2022

OVERWEIGHT OBESE
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Bedossa et al CLD 2015

Fibrosis: liver biopsy-the ‘‘gold’’ standard



fibrosis: non-invasive tests (NITs)

Anstee et al JHEP 2022



F0/1 F2 F3 F4 Metavir

AlcoholHBV/HCV

Metabolic
diseases Immune-mediated

‘‘…a new clinical scenario derived from the 
extensive use of TE as an important staging 
method for CLD, also reflecting that, in the 
absence of a liver biopsy, it was not 
possible to distinguish between severe 
fibrosis and cirrhosis’’

Pons M, Barreira A, and Genescà J-”Portal Hyeprtension VII”, Chapter 8-Springer 

From Histological Staging to a Non-invasive Clinical Staging of Chronic Liver Disease (CLD)

cACLD
compensated advanced chronic liver disease



fibrosis: liver stiffness measurement

cACLD: compensated advanced chronic liver disease



…BUT



EASL 2021
European Association for the Study of the Liver

8 KPa

N=33 HCV-pts without hemophilia
paired biopsies and fibroscan

D’Ambrosio et al JHEP 2013

It would be necessary to validate new lower cut-offs in larger studies

Fibrosis measurement after HCV clearance



Berzigotti et al Disease Markers 2011

• Morphology could be useful to suspect cirrhosis
even after HCV clearance (speaker’s opinion)

Cirrhosis is not just fibrosis!



What are the recommended screening programmes for 
cirrhosis (cACLD)?



MASLD (ex NAFLD) ALD

EASL CPG JHEP 2021



Why does cirrhosis matter?
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Cirrhosis: a multistage disease

BLEEDING

STAGE 5 88%

The higher the portal pressure (HVPG) the higher the risk

≥ 10 mmHg (development of varices)

≥ 12 mmHg (variceal rupture)

≥ 16 mmHg (death)



Can we manage the risk of HCC and/or portal hypertension?

• Etiologic therapies: they may ameliorate the ouctome

• Adequate screening for HCC: erly detectionbest chance of cure

• Stratification for the risk of first decompensation: we have efficiacious options



Etiologic therapies may ameliorate the outcome-1



D’Ambrosio et al. Antiviral Ther 2011

HCV-patients HBV-patients

Lampertico et al. J Hepatol 2015

Berzigotti A et al. Hepatology 2017

Bruno S et al. Hepatology 2010

Etiologic therapies may ameliorate the outcome-2

Vorobioff et al Gastro 1996 Address patients to successful etiologic therapies!

OBESITY

ALCOHOL



CIRRHOSIS OUTCOME AFTER HCV THERAPY

HCC (10-71%) 

PHT-related events (1-9%)

Liver-related Death (1-12%)

Non-liver related Death (5-9%)

If under regular follow-up 
(US+/-NSBBs/carvedilol/EBL etc)

A non-negligible proportion of patients after successful etiologic therapies still need 
of new pathophysiological targets of therapy (point of no return)

D’Ambrosio et al JHEP 2023



STRATIFICATION FOR THE RISK OF FIRST DECOMPENSATION

because

WE HAVE EFFICIACIOUS OPTIONS



Complications of portal hypertension

KidneyLungs Brain

H-P syndrome

P-P hypertension

Hepatic hydrothorax

Ascites 
AKI/HRS   

Hepatic encephalopathy
(coma)

GI tract

Varices
Gastropathy

Bacterial Translocation
Haemorrhage



Ripoll et al Gastroenterology 2007

Baseline 
HVPG<10mmHg

Baseline 
HVPG≥10mmHg

P<0.001

FIRST DECOMPENSATION

HVPG≥10mmHg (CSPH): high risk of first 
decompensation in cACLD

CSPH: clinically significant portal hypertension (risk of decompensation)

• Compensated cirrhosis is defined by the absence of present
or past complications of cirrhosis. The transition from
compensated to decompensated cirrhosis leads to an
increased mortality risk. (A1) (New)

• Compensated cirrhosis can be divided in 2 stages, based on
the absence or presence of clinically significant portal
hypertension (CSPH). Patients with CSPH have increased risk
of decompensation. The goal of treatment in compensated
cirrhosis is to prevent complications that define
decompensation. (A1) (Changed)



NSBBs/carvedilol: disease modifying drugs
HVPG>10mmHg (hyperdynamic circulation)

VARICES NON-INVASIVE STRATEGIES
•Liver/spleen stiffness (fibroscan, ARFI etc.)+/-platelets

•Porto-systemic shunts (imaging TC/RM)

traditional indication

Pathophysiological indication



Hepatic Resistance

StructuralFunctional

Vasodilatation
Splanchnic Overflow

PORTAL PRESSURE (PP)    

•β1 antagonism
•β2 antagonism 

(unopposed α-Adr tone)

Porto-
systemic 

collaterals EFFECTIVE 
HYPOVOLEMIA

↑↑ VasodilataƟon

Fluid retention
Hyperkinetic syndrome    

↑ CO
↓ SVR

H2O
Na

FROM PATHOPHYSIOLOGY TO THERAPY

We need beta-1 beta-2 block: consider NSBB/carvedilol to reduce the risk of (any) decompensantion



EVL vs NSBBs/carvedilol-why we should prefer tablets

1.They reduce portal pressure (Abraldes Hepatology 2005, Turnes Am J Gastro 2006) while EVLs are a local treatment and need 
repetitive endoscopies

2.They prevent bleeding, but also non-bleeding decompensations (V. Hernandez-Gea, Am J Gastro 2012)

3. Adverse effects are more frequent for NSBBs than EVL but are reversible at withdrawal/dose reduction (Gluud LL 

Cochrane Database Syst Rev 2012) while EVL can cause hemorrhage!!

4. Compliance can reach the 80% if patients receive additional attention (counselling/nurse care) (Tandon et al Am J 
Gastro 2010)

Preventing first bleeding: prophylaxis



MANAGEMENT OF DECOMPENSATED CIRRHOSIS



NO VARICES

VARICES

FIRST NON BLEEDING 
DECOMPENSATION

SECOND 
DECOMPENSATION

STAGE 1

STAGE 2

STAGE 3

STAGE 4

1%

10%

20%

30%

CO
M

PE
N

SA
TE

D
D

EC
O

M
PE

N
SA

TE
D

One-year 
mortality

Cirrhosis: a multistage disease

BLEEDING

STAGE 5 88%

Patients with decompensated 
cirrhosis should be considered for 
liver transplantation. (A1) (New)

Need for network!!



Modello Ragionato Di Rete Clinico-assistenziale Epatologica

May it be reality?
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Discussione 
settimanale



a

PARACENTESIS

ENDOSCOPY

TIPS

CHEMOEMBOLIZATION
RADIOFREQUENCY
TRANSPLANTATION
SURGERY
…
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Suspected variceal bleeding
(ABC priority!)

Vasoactive drugs

Volume restitution, Antibiotics

Endoscopy (Diagnostic + EBL/SCL)

control

Drugs (2-)5 days

Initiate secondary prophylaxis
TIPS

failure

Balloon / stent 
if required 
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Treating acute bleeding-the algorithm



NSBBS + EVL THE STANDARD OF CARE

EVL+NSBBs vs NSBB EVL+NSBBs vs EVL

NSBB is the key element of combination therapy (individual data meta-analysis) 

389 patients from three trials 416 patients from four trials

Albillos Hepatology 2017



Montagnese, et al. Dig Liver Dis. 2019

HEPATIC ENCEPHALOPATHY

Vilsrup et al Hepatol 2014

Need for Differential Diagnosis



• Prevalence: 30% of pts with cirrhosis are infected

• Risk Factors:  Child-Pugh, variceal bleeding,  low proteins in ascitic fluid, previous s.b.p

• Mortality: up to 40% at one month after admission, up to 60% at 1 year

Arvaniti V, Gastroenterology 2010 

ACUTE BACTERIAL INFECTION



ACLF: EASL-CLIF definition is based on clinical evidence



Bacterial infections and acute alcoholic hepatitis the most frequent 
precipitating factors associated with ACLF in EU

Gustot et al JHEP 2020

PRECIPITATING FACTORS



SUSPECT INFECTIONS ANY TIME YOU HAVE A SIGNIFCANT CHANGE OF YOUR PATIENT!



What else?

• Portal vein thrombosis
• Use of albumin
• AKI/HRS
• Spontaneous bacterial peritonitis
• Anemia/leuco-/thrombocitopenia and 

transfusion policy
• Cirrhosis regression
• Palliative care

• Portal vein thrombosis
• Aspirin
• Anticoagulation
• Management of atherothrombotic risk
• Hemorrhagic risk associated with 

invasive procedures
• ……….Periprocedural risk  
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