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Alcohol-Related Liver Disease: Alcohol Related Hepatitis

of alcohol per day increases the risk of progression to liver cirrho-
sis to 30% in patients with uncomplicated alcoholic fatty liver,
and to 37% in those with established alcoholic fibrosis [65].
Whether the type of alcoholic drink consumed, e.g. wine as
opposed to beer or hard liquor, impacts the risk of ALD is still
debated [88,89] and it is unclear whether the effect of different
beverages on disease risk is direct or related to confounding fac-
tors, such as diet. Patterns of drinking vary substantially among
patients with ALD and may influence the risk of ALD. While ear-
lier studies indicated that binge drinking increases the risk of ALD
[90,91], data from a recent prospective, single-center study
suggested that recent increases in liver-related mortality in the

UK are the result of daily or regular heavy drinking rather than
due to episodic or binge drinking [92]. Drinking outside meals
increases the risk of ALD compared to drinking only together with
meals [87,93]. However, data on whether drinking patterns affect
the likelihood of ALD evolution are sparse and information on
alcohol consumption is largely restricted to total amounts [16].
A number of studies have also shown that caffeine intake appears
to protect against cirrhosis in heavy drinkers, with a clear inverse
dose–response effect [94–96]. However, the mechanism behind
this correlation is unknown.

Studies in humans have demonstrated that women are more
susceptible towards the hepatotoxic effects of alcohol, and
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Fig. 1. Natural history of alcoholic liver disease (ALD). The spectrum of ALD is comprised of steatosis, steatohepatitis, fibrosis, cirrhosis, and superimposed hepatocellular
carcinoma. Both environmental and genetic factors are known to modify the progression of ALD (adapted from [2] with permission from the American Gastroenterological
Association).
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Alcohol-Induced Cell Damage

Lucey NEJM 2009



Alcohol Causes Intestinal 
Damage and Liver Inflammation



Inflammation Epigenetics and Liver Dysfunction

Argemi et al Nat Comm 2019
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Rate of Alcohol Consumption And Cirrhosis Deaths



Age Standardised Prevalence of Cirrhosis By 
Aetiology 2016
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US NHANES Incident Diagnoses By Aetiology
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Goldberg Gastro 2017Alcohol

NASH

HCV



US Transplant Waiting List By Aetiology
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Alcohol Makes a Major Contribution to Decompensated 
Cirrhosis amongst Patients with HCV

Alavi J.Hep 2017

Population Attributable Fraction



Age at Decompensation In Patients with HCV

Alavi J.Hep 2017



Mallet J Hep 2021



Progression to Cirrhosis

Parker J Hep 2019



Alcohol-Related Liver Disease: Rate of Progression

of alcohol per day increases the risk of progression to liver cirrho-
sis to 30% in patients with uncomplicated alcoholic fatty liver,
and to 37% in those with established alcoholic fibrosis [65].
Whether the type of alcoholic drink consumed, e.g. wine as
opposed to beer or hard liquor, impacts the risk of ALD is still
debated [88,89] and it is unclear whether the effect of different
beverages on disease risk is direct or related to confounding fac-
tors, such as diet. Patterns of drinking vary substantially among
patients with ALD and may influence the risk of ALD. While ear-
lier studies indicated that binge drinking increases the risk of ALD
[90,91], data from a recent prospective, single-center study
suggested that recent increases in liver-related mortality in the

UK are the result of daily or regular heavy drinking rather than
due to episodic or binge drinking [92]. Drinking outside meals
increases the risk of ALD compared to drinking only together with
meals [87,93]. However, data on whether drinking patterns affect
the likelihood of ALD evolution are sparse and information on
alcohol consumption is largely restricted to total amounts [16].
A number of studies have also shown that caffeine intake appears
to protect against cirrhosis in heavy drinkers, with a clear inverse
dose–response effect [94–96]. However, the mechanism behind
this correlation is unknown.

Studies in humans have demonstrated that women are more
susceptible towards the hepatotoxic effects of alcohol, and
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Fig. 1. Natural history of alcoholic liver disease (ALD). The spectrum of ALD is comprised of steatosis, steatohepatitis, fibrosis, cirrhosis, and superimposed hepatocellular
carcinoma. Both environmental and genetic factors are known to modify the progression of ALD (adapted from [2] with permission from the American Gastroenterological
Association).
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ALD Mortality

Parker J Hep 2019



Mortality and Age in ALD

Peak mortality: 35 - 65



Competing Causes of Morbidity & Mortality in NAFLD
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Alcohol-Related Liver Disease: Alcohol Related Hepatitis
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Mortality rate:
• 20% at 1 month
• 30% at 3 months



Academic Endeavour
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Clinical Trials
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Treatments Available

• Alcohol-related Hepatitis (AH)
• Specific drug therapy
• Urgent transplantation

• Alcohol-related Cirrhosis
• Treatment of Alcohol Use Disorder (AUD)
• Transplantation

• Alcohol-related Liver Disease
• Treatment of Alcohol Use Disorder (AUD)

• Treatment of Alcohol Use Disorder (AUD)



Treatment of AH

P = 0.056 P = 0.686

Thursz NEJM 2015



Early Transplantation for Alcoholic Hepatitis

Mathurin NEJM 2012



S-Adenosyl Methionine in ALD Cirrhosis 
(Childs A & B)

Placebo n=58

SAMe n=57

SAM 1200 mg/day

Survival Time (months)

Mato J Hepatol 1999



Treatment of Alcohol Use Disorder

• Psychosocial Therapy 
• Brief Intervention
• Motivational Interviewing
• Cognitive Behavioural Therapy
• Couples Therapy 



Pharmacotherapy for AUD

Drug Mechanisms of 
Action

Approved for AUD Safety in advanced 
liver disease

Acamprosate NMDA receptor Yes ?
Baclofen GABA receptors No Yes
Disulfiram ALDH inhibition Yes No
Naltrexone Opioid receptors Yes ?
Nalmefene Opioid receptors Yes ?
Na Oxibate GABA Not yet ?
Topiramate GABA receptors No ?



Naltrexone – Return to Any Drinking



Baclofen in alcoholic cirrhosis
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Coming Soon
BASIS Trial

An adaptive-design randomised 
placebo-controlled trial of 
baclofen in the treatment of 
alcohol use disorder in patients 
with liver cirrhosis



Patients with ArLD

Accept Psychosocial Treatment

Decline everything

Accept Medical Treatment



Impact of Integrated ALD-AUD Service

Addolarato Alcohol Clin Exp Res 2013



Stigmatisation
Source of Stigma

Public Self Structural
Enacted Individual 

discrimination 
and 
devaluation

Loss of self 
efficacy, self 
worth, shame

Discrimination 
in healthcare 
and resource 
allocation

Anticipated Secrecy, help 
avoidance, 
delayed 
presentation, 
Social 
withdrawal

Denial. 
Misattribution 
of symptoms
Delayed 
presentation

Non-disclosure 
in healthcare 
settings
Avoidance of 
specialized 
addiction 
services

Results Increased illness burden,
Failure of delay seeking help. 
Poor quality healthcare. 
Negative health outcomes

Based on Shomerus J. Hep 2022



Summary

• Alcohol drives liver disease through multiple pathways
• Amongst people with alcohol use disorder the risk of cirrhosis and 

liver-related mortality is high
• Alcohol is still the most important cause of liver-related mortality
• There are NO specific treatments for ALD
• Treatment of AUD is poorly effective and inaccessible
• Stigmatisation is a huge barrier to treatment and research


