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Remit

• The spectrum of alcoholic liver disease

• Are there any treatment options in alcoholic 
liver disease?



The Spectrum of Alcoholic Liver 
Disease
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Why do only 20% of heavy drinkers 
develop ALD?

• Host variables
– Genetic variability alcohol metabolising enzymes
– Genetic variability in response to damage

• Pro-inflammatory genes
• Predisposition to autoimmunity
• Obesity

– Gender
– Co-factors

• Iron, drugs, toxins, a1AT deficiency

– Infection with hepatotropic viruses



PROGNOSIS

• What happens to cirrhotics?
– Cirrhosis causes most alcohol-related 

morbidity and mortality
– In 5 years after onset of symptoms

• 50% patients dead
• 30% of abstinent patients
• 75-85% dead five years after development of 

ascites



Definitions and Prognosis of Alcoholic 
Hepatitis



Alcoholic Hepatitis: Definitions

• Clinical

• Histological



Clinical Subsets of Alcoholic Hepatitis

• Asymptomatic (majority of cases)
– Hepatomegaly
– Biochemistry mildly abnormal
– Needs histology for confirmation

• Liver failure (minority of cases)
– Bilirubin greatly increased
– Alk Phos modest
– PT increased
– Albumin reduced
– Neutrophilia
– Ascites



Prognosis of AH: Why Score it?

• (1)To identify patients at greatest risk of 
death

• (2)To decide when to offer second line 
treatment (Steroids/ pentoxifylline)

• (3)Design of clinical studies for treatment 
of AH



Prognostic Scores for AH

• Discriminant function (Modified DF)

• Glasgow Alcoholic Hepatitis Score



(1)Discriminant Function (DF)

• Best correlated with bilirubin and prothrombin 
time after vitamin K

Maddrey’s (modified) discriminant factor
(4.6 x PT-control) + (serum bilirubin umol/l /17)

>32 implies >50% mortality at 1 month



Problems with DF

• 1) Calculation requires absolute values of 
prothrombin time

• 2) Predicting survival 
– 17% mortality when mDF < 32

• Kulkarni K, Tran T, Medrano M et al. The role of the discriminant
factor in the assessment and treatment of alcoholic hepatitis 2004; 
38: 453 – 9



(2)Glasgow Alcoholic Hepatitis Score 
(GAHS)





Summary: GAHS

• GAHS accurately predicts mortality at 28/ 
84 days when measured at days 1 and 7

• Simple system
• Definition does not require a liver biopsy.



Definitions and Prognosis of Alcoholic 
Cirrhosis



Definition of Alcoholic Cirrhosis

• History

• Investigations to 
exclude other 
aetiologies

• Biopsy



3-41-2NoneEncephalopathy grade

ModerateSlightNoneAscites

>64-61-3
Prothrombin time 
(secs prolonged)

<2828-35>35Albumin (g/litre)

>5134-51<34Bilirubin (µmol/litre)

3 points2 points1 point

A = 5 – 6 points B = 7 – 9 points C = 10 – 15 points

Assessing Prognosis
Child-Pugh Score



Model for End-stage Liver Disease
Mayo End-stage Liver Disease score

MELD

MELD Risk Score =

10 [ 0.957 loge creatinine (mg%) + 
0.378 loge bilirubin (mg%) +
1.120 loge INR ]



Management of Alcoholic Liver Disease



Management of Alcoholic Liver Disease

• General
– STOP DRINKING
– Manage withdrawal
– Manage complications of portal hypertension

• Ascites, encephalopathy, variceal haemorrhage
– Treat extrahepatic complications

• Disease specific
– Steatohepatitis
– Cirrhosis plus steatohepatitis
– Decompensated cirrhosis



Treatment of AH

• EFFECTIVE
– Corticosteroids
– Pentoxifylline (PTX)
– ?N-acetyl cysteine
– Enteral nutrition

• INEFFECTIVE
– Parentral nutrition
– Growth factors

• Androgens
• Insulin/glucose
• ?IGF/GH

– D-penicillamine
– Anti-oxidants

• sylimarin, cyanidanol



Corticosteroids for Alcoholic Hepatitis

• EFFECTIVE
– Maddrey 1978
– Ramond et al 1992
– Reynolds 1989 ma
– Imperiale 1990 ma
– Am Col Gastro 

recommends use 1998

• INEFFECTIVE
– Christensen 1995 ma



Corticosteroids for Alcoholic Hepatitis: 
Practical Advice

• Consider steroids if
– DF >32
– Biopsy shows marked inflammation
– Absence of overt sepsis or bleeding

• Treat with prednisolone 30 mg/day for 28 
days



Corticosteroids for Alcoholic Hepatitis

• Benefits of steroids
– Anti-inflammatory
– Reduce cytokines
– Prevent tissue injury
– Anabolic effects

=SHORT-TERM GAIN

• Problems
– Systemic sepsis
– Tissue viability
– Diabetogenic
– Inhibit liver regeneration

=NO LONG-TERM 
SURVIVAL BENEFIT



PTX in Alcoholic Hepatitis
AKRIVIADIS et al., Gastro 2000

• Randomised controlled study in 96 patients with 

alcoholic hepatitis

• PTX 400mg t.d.s. for 4 weeks

• Reduced mortality (11/48 vs. 20/48) in active
treatment group

• Reduction mainly due to lower incidence of
hepatorenal syndrome



(Revised) Birmingham Guidelines for 
Treatment of AH: General

– Abstinence
– Treat precipitating factors

• infection, bleeding, portal vein thrombosis, HCC 

– Thiamine 200mg daily and Pabrinex (2x3) iv
– Adequate protein nutrition (1.5g/kg ENTERALLY)
– Antibiotics to prevent bacterial translocation
– Treat ascites with caution
– Anticipate alcohol withdrawal



(Revised) Birmingham Guidelines for 
Treatment of AH: Specific

• Glasgow Alcoholic Hepatitis score equal to 
or >9 or DF >32 or encephalopathy:

• Pentoxifylline 400mg tds



Alcoholic Hepatitis and Liver 
Transplantation

In patients with severe AH, outcome is very 
poor with or without transplantation

Given the limited resources, OLT should not 
be used for patients with AH outside the 
context of a multi-centre study

(LAG Guidelines 2006)



WHICH PATIENTS WITH ALCOHOLIC 
CIRRHOSIS SHOULD BE TRANSPLANTED?

• Good prognosis for abstinence
• Poor Quality of life

– Ascites and portal hypertension

• Decompensation
– Persistent Jaundice
– Spontaneous bacterial peritonitis
– Failing synthetic function

• Nutritional status
• Cofactors
• Hepatocellular carcinoma



Summary

• Spectrum of medical pathology in alcoholic 
liver disease

• Distinct subpopulations at risk of ALD
• Only therapeutic intervention of general 

benefit is complete abstinence from alcohol
• Some disease specific therapy in AH
• Liver transplantation useful therapy in 

some.


