Fat versus Alcohol: What
Hurts the Most?
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Alcohol-Related Liver Disease: Alcohol Related Hepatitis
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Alcohol-Induced Cell Damage
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Inflammation Epigenetics and Liver Dysfunction
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Histological Appearance
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Rate of Alcohol Consumption And Cirrhosis Deaths
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Age Standardised Prevalence of Cirrhosis By

Aetiology 2016
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US NHANES Incident Diagnoses By Aetiology
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US Transplant Waiting List By Aetiology
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Alcohol Makes a Major Contribution to Decompensated
Cirrhosis amongst Patients with HCV

Population Attributable Fraction

BC HCV notification, 1995-2011 NSW HCV neotification, 1995-2012 Scotland HCV notification, 1995-2013
N =55,879 N=82526 N = 30,746
DC diagnosis 2001-2012, n= 2,443 DC diagnosis 2001-2013, n = 2,559 DC diagnosis 2001-2014, n=1,020
Alcohol-use disorder,n % PAF* 95% CI Alcohol-use disorder,n % PAF* 95% CI Alcohol-use disorder,n % PAF* 95%Cl
All 688 7 13 11-15 887 6 25 23-27 556 7 40 36-44
Born 21965 9 3 21 16-25 247 3 36 32-40 309 5 48 43-53
Born <1965 508 9 12 10-14 640 13 22 20-24 247 12 33 28-37

Alavi J.Hep 2017



Age at Decompensation In Patients with HCV
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Attributable risks of liver disease progression to a liver-related complications in a
retrospective, in-hospital, cohort, of more than 50,000 T2D patients, 2010-2020

BB EEEBEBEBE B heeatriutabe fracon reflects

the number of liver events that would

. . . . . . . . . . have been prevented in the absence

of a risk factor. Attributable fractions
. . . . . . . . . . were computed with Cox models
stratified on sex with age as the time
scale, and adjusted for alcohol use
disorders, non-metabolic liver-related
risk factors, obesity, and non-liver-related
risk factors.

B Alcohol use disorders

I Liver-related nsk factors

Obesity
[l Non-liver-related risk factors

No risk factor identfied
Mallet J Hep 2021



Progression to Cirrhosis

Study Events Total Proportion 95%CI
First biooey = Normal

Mathurin 2007 0 13 [— 0.00 [0.00; 0.02)
Mootoo 1992 1 40 = 0.02 [0.00;0.13)
Overall 1 233 a—— 0.01 [0.00; 0.08]
Heterogensity: F= 42%, p=0.19

First biopsy = S )

Mathurin 2007 6 18 g 0.03 [0.01;0.07]
Mootoo 1992 2 40 5 0.0s [0.01;0.17)
Sorenson 1984 5 258 —@|— 0.02 [0.01; 0.04)
Teli 1005 2 83 —g— 0.02 [0.00; 0.08)
Womer 1985 0 K R — 0.00 [0.00; 0.10]
Overall 15 613 <= 0.03 [0.02; 0.04]
Heterogensity: F= 0%, p=0.79

First biopsy = Fibrosis

Marbut 1087 3 a7 & 0.06 [0.01;0.18]
Mootoo 1992 0 0 g—— 0.00 [0.00; 0.09)
Nakano 1082 5 20 _ 0325 [0.00; 0.49)
Onacea 1901 8 212 —8— . 004 [0.02;0.07]
Womer 1985 5 U B 0.1s [0.05;0.31]
Overall 21 353 —~———— 008 [0.03; 0.19]
Heterogensity: F = 75%, p <0.01

Eirst biopsy = ASH

Mathurin 2007 24 193 —_— 0.12 [0.08; 0.18]
Mootoo 1992 4 40 & " 0.10 [0.03; 0.24)
Onacea 1991 1 212 —a— 0.0s [0.03; 0.09)
Pares 1006 5 2% = 0.19 [0.07;0.39)
Overall “ an —_— 0.10 [0.06; 0.17]

Heterogensity: F = 66%, p=0.03

0 005 01 015 02
Annual progression to cirrhosis

Parker J Hep 2019



Alcohol-Related Liver Disease: Rate of Progression

Chronic alcohol
misuse
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Normal liver Steatosis Steatohepatitis Cirrhosis Decompensated cirrhosis
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Parker J Hep 2019



ALD Mortality

Liver histology Annual risk of death within people with alcohol Cause of death
related liver disease
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Mortality and Age in ALD

England and Wales

35 Peak mortality: 35 - 65
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Competing Causes of Morbidity & Mortality in NAFLD
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Alcohol-Related Liver Disease: Alcohol Related Hepatitis

Chronic alcohol
misuse

Normal liver Steatosis Steatohepatitis Cirrhosis Decompensated cirrhosis
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Mortality rate:
e 20% at 1 month
e 30% at 3 months
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Academic Endeavour

PubMed Publications
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Clinical Trials

Studies on ClinicalTrials.Gov June 2022
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Treatments Available

* Alcohol-related Hepatitis (AH)

 Specific drug therapy
* Urgent transplantation

e 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

Mortality at 28 Days
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Early Transplantation for Alcoholic Hepatitis

Survival (%)
3
1

________ L Responder controls
Ll -
P=0.33
i —1__]
Patients undergoing transplantation —

P<0.001

No nresponder controls

30:6%

254
0 T T |
0 2 B 6
Months
No. at Risk
Responder controls 92 77 75 71
Patients undergoing 26 21 21 20
transplantation
Nonresponder controls 69 21 21 19

Mathurin NEJM 2012



S-Adenosyl Methionine in ALD Cirrhosis
(Childs A & B)
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Treatment of Alcohol Use Disorder

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



Pharmacotherapy for AUD

Mechanisms of Approved for AUD | Safety in advanced
Action liver disease

Acamprosate NMDA receptor

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

Treatment Group Control Group
Duration,  Risk Events, NoEvents, Events, No Events, Risk Difference Favors | Favors Weight,
Source wk of Bias No. No. No. No. (95%Cl) Treatment | Control %
Naltrexone (50 mg/d oral)
Anton et al,> 1999 12 Med 26 42 38 25 -0.22 (-0.39t0 -0.05) — 481
Anton et al,’2 2005 12 Med 33 48 46 34 -0.17 (-0.32t0-0.02) — 5.39
Balldin et al,% 2003 24 Low 53 3 58 4 0.01(-0.07t0 0.10) —a— 9.08
Chick et al,59 2000 12 Med 57 28 53 26 -0.00(-0.14t00.14) — 5.75
Gastpar et al,®! 2002 12 Med 34 50 36 51 -0.01(-0.16 t0 0.14) —a 5.60
Guardia et al,%2 2002 12 Med 8 93 19 82 -0.11(-0.20t0 -0.02) —— 8.58
Kiefer et al,3% 2003 12 Low 20 20 30 10 -0.25(-0.45 t0 -0.05) —_— 3.64
Killeen et al,%3 2004 12 Med 21 30 12 24 0.08 (-0.13t00.28) —T— 3.65
Krystal et al,64 2001 12 Med 183 235 105 104 -0.06 (-0.15t0 0.02) —&r 9.23
Latt et al,”4 2002 12 Med 19 37 27 24 -0.19(-0.37t0-0.01) —_— 421
Mann et al,40 2013 12 Med 86 83 41 44 0.03(-0.10t0 0.16) —— 6.40
Monti et al,”5 2001 12 Med 16 48 19 45 -0.05(-0.20t00.11) —— 5.31
Morley et al,38 2006 12 Low 39 14 43 18 0.03(-0.13t00.20) —— 4.89
Morris et al,65 2001 12 Med 28 27 43 13 -0.26 (-0.43 t0 -0.09) —_— 4.62
0'Malley et al,%6 1992 12 Med 24 28 34 18 -0.19 (-0.38t0-0.01) —_— 4.14
0'Malley et al,57 2007 12 Med 39 18 32 18 0.04 (-0.14t00.22) —t— 4.38
0'Malley et al,3¢ 2008 16 Med 22 12 28 6 -0.18 (-0.38t0 0.03) ——t 3.63
Oslin et al,®8 1997 12 Med 3 18 8 15 -0.20(-0.45t0 0.04) u 2.77
Volpicelli et al,”0 1997 12 Med 17 31 26 23 -0.18(-0.37t0 0.02) — 3.93
Subtotal: 12=43.7%; P=.02 -0.09 (-0.13 to -0.04) <o 100.00




Baclofen in alcoholic cirrhosis

2 --- Placebo
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Addolorato G et al. Lancet 2007
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Impact of Integrated ALD-AUD Service
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Stigmatisation

_ Source of Stigma

Enacted

Anticipated

Results

Public

Individual
discrimination
and
devaluation

Secrecy, help
avoidance,
delayed
presentation,
Social
withdrawal

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

Loss of self
efficacy, self
worth, shame

Denial.
Misattribution
of symptoms
Delayed
presentation

Structural

Discrimination
in healthcare
and resource
allocation

Non-disclosure
in healthcare
settings
Avoidance of
specialized
addiction
services

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

e Stigmatisation is a huge barrier to treatment and research



