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1. Never decompensated ALD




DETECTION OF EARLY vs ADVANCED ALD WORLDWIDE

Alcohol-Related Liver Disease Is Rarely Detected at Early
Stages Compared With Liver Diseases of Other Etiologies
Worldwide
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DETECTION OF EARLY vs ADVANCED ALD WORLDWIDE: THE GLADIS STUDY
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IMPACT OF ADVANCED FIBROSIS IN LONG TERM MORTALITY

Histological parameters and alcohol abstinence determine
long-term prognosis in patients with alcoholic liver disease

Carolin Lackner'*', Walter Spindelboeck®', Johannes Haybaeck', Philipp Douschan?,
Florian Rainer?, Luigi Terracciano?, Josef Haas®, Andrea Berghold®, Ramon Bataller®,
Rudolf E. Stauber?
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CAN WE PREDICT PATIENTS PROGRESSING TO CIRRHOSIS ?

Metabolic and Genetic Risk Factors Are the Strongest )
Predictors of Severity of Alcohol-Related Liver Fibrosis| el

updates
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This article has an accompanying continuing medical education activity, also eligible for MOC credit on page e1529. Upon completion of this

activity, successful learners will be able to identify high risk patients with a history of excessive alcohol use but without any symptoms of liver
disease.
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MetALD: A COMMON CONDITION THAT WAS OVERLOOKED
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MetALD: EVEN LOW ALCOHOL INTAKE PROMOTES FIBROSIS
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MetALD: PATHOPHYSIOLOGI AND CLINICAL ASPECTS
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PRECISION-PERSONALIZED
MEDICINE IN 3 SCENARIOS

2. Alcohol-associated hepatitis




MAIN QUESTIONS IN ALCOHOL-ASSOCIATED HEPATITIS

Why only a subset of patients develop AH ?

Can we predict mortality ?
Can we predict response to corticosteroids ?

Can we accurately select the best candidates for early
transplant ?




GENETIC FACTORS AND RISK OF AH DEVELOPMENT

Exome-wide association analysis identifies novel risk loci for
alcohol-associated hepatitis

-log,,(p)

Qiaoping Yuan!, Colin Hodgkinson!, Trina Norden-Krichmar*, Xiaochen Liu*, Bruce Barton?,
Nancy Diazgranados?, Melanie Schwandt?, with DASH, InTEAM, SCAHC and TREAT
consortia, Timothy Morgan5, Ramon Bataller®, Suthat Liangpunsakul?, Laura E. Nagy’, David

Goldman!-? for the AH Genomics Consortia
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rs4823173,rs34879941
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Chromosome
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Gene VEP Snp151 Chr-Pos-Ref-Alt valien, BETA  SE

PNPLA3 1148M 15738409 chr22-44324727-C-G  /3.75E-09 \ 0.548  0.095
ICOSLG Q329Q 1513052840 chr21-45649848-T-C [ 4.59E-08 \ 0.515  0.096
TOX4 5"UTR 1517516362 chr14-21944955-G-C | 1.25E-07 | -0.495  0.096
PNPLA3 inton  rs4823173 chr22-44328730-G-A \ 5.14E-07 | 0.499  0.102
PNPLA3 intron  rs34879941 chr22-44332878-C-T \ 5.30E-07 / 0.493  0.101
MESPI intron 152305442 chr15-90293701-G-A 06E- 0.479  0.100
PNPLA3 intron 152072906 chr22-44333172-A-G ~ 1.31E-06 0474  0.101
ADAMTS7  intron  1s3971703 chr15-79092481-G-C ~ 136E-06  0.442  0.094
SIGLECI5  F273L 152919643 chr18-43419003--C  4.21E-06  -0.478  0.107
SLC25419  intron  rs2306218 chr17-73282299-C-T  4.71E-06  0.423  0.095
CREG? 5-UTR 15116287156  chr2-102003962-T-C  5.00E-06  0.467  0.106
CFAP410  5-UTR 1573374031 chr21-45759197-G-C ~ 5.07E-06  -0.438  0.099
ADRBKI intron  rs10896164  chr11-67052466-G-A  7.57E-06  0.484  0.112
CFAP410  RIIR 1511870 chr21-45759045-C-T ~ 8.89E-06  -0.426  0.099
AP5ZI intron 153750012 chr7-4828593-T-C 8.94E-06  -0.551 0.128
LRPIB intron  rs1429365 chr2-141747249-A-T  9.42E-06 _ -0.380 _ 0.089




PNPAL3 VARIATIONS AND PROGNOSIS IN AH

A Survival, by rs738409 genotype
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Parental liver disease mortality is associated with unfavorable
outcomes in patients with alcohol-associated hepatitis
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CORTICOSTEROID THERAPY IN SEVERE ALCOHOLIC HEPATITIS*

HENRIK P. PORTER, M.D., Fraxcis R. SimoN, M.D., CHARLES E. Pork, 11, M.D.,

A Double-Blind Drug Trial

WabE VOLWILER, M.D., AND L. FREDERICK FENSTER, M.D.

Prednisolone or Pentoxifylline
for Alcoholic Hepatitis

Mark R. Thursz, M.D., Paul Richardson, M.D., Michael Allison, Ph.D.,
Andrew Austin, M.D., Megan Bowers, M.Sc., Christopher P. Day, M.D., Ph.D.,
Nichola Downs, P.G. Cert., Dermot Gleeson, M.D., Alastair MacGilchrist, M.D.,

Allister Grant, Ph.D., Steven Hood, M.D., Steven Masson, M.A., Anne McCune, M.D.,

Jane Mellor, M.Sc., John O’Grady, M.D., David Patch, M.D., lan Ratcliffe, M.Sc.,

Paul Roderick, Ph.D., Louise Stanton, M.Sc., Nikhil Vergis, M.B., B.S., Mark Wright, Ph.D.,
Stephen Ryder, D.M., and Ewan H. Forrest, M.D., for the STOPAH Trial*
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THERAPEUTIC WINDOW FOR THE USE OF CORTICOSTEROIDS IN AH
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Arab JP et al, J Hepatol 2021



BILIRUBIN TRAJECTORY IN ALC HEP

Trajectories of bilirubin in alcoholic .
itk ~ Fast Fallers: —
P more likely to do not benefit from corticosteroids,
2.0 . survive at 90 days even in severe disease
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SELECTING THE BEST CANDIDATES FOR EARLY LIVER TRANSPLANT

MAIN SELECTION CRITERIA

ALCOHOL RELAPSE SURVIVAL

- 1stepisode AH

- No major psychiatric co-morbidities
- Reasonable alcohol insight

- Good family support

- No multiple rehab attempts

- Consensus of selection committee
- Use of scoring systems ??

Louvet et al, Lancet Gastroenterol Hepatol 2022



PRECISION-PERSONALIZED
MEDICINE IN 3 SCENARIOS

3. Treatment of underlying alcohol use disorder




PUBLIC POLICIES TO PREVENT ALD

nature reviews gastroenterology & hepatology https://doi.org/101038/s41575-025-01084-6

Perspective % Check for updates

Public health policies to prevent
alcohol-related liver disease

Richard Parker®' , Juan P. Arab®??, Jeffrey V. Lazarus @ **, Ramon Bataller @ ® & Ashwani K. Singal ® "**
Abstract Sections

Price control Drink driving Labelling Age limits
Set minimum Set and enforce Provide clear information Restrict alcohol
prices for alcohol alcohol limits about harms of alcohol sales to adults
only
Advertising Enforcement Availability
Control exposure to Ensure that alcohol laws are Restrict the supply

alcohol adverts observed to promote adherence of alcohol



w Ramon Bataller
@rabataller
Can we detect chronic alcohol just using MEDICAL
HISTORY and PHYSICAL EXAM? Of course ! This is my
summary:
Physical signs of alcohol use (Dupuytren)
Multisystemic involvement (neuropathy)

Associated conditions
Periods of compensation and decompensation

#livertwitter

Medical history and physical exam to identify a chronic
alcohol user

1. SIGNS CHRONIC ALCOHOL USE:
DUPUYTREN, RHYNOPHIMA, VASCULAR
ECTASIA, FACIAL MALAR ERTHEMA, PAROTID J)
HYPERTROPHY. | {

2. MULTISYSTEMIC INVOLVEMENT : n v
MALNOURISHMENT, SARCOPENIA,

COGNITIVE IMPAIRMENT (FLAT AFFECT),
PERIPHERAL NEUROPATHY.

3. ASSOCIATED CONDITIONS: CIGARETTE
SMOKING, SOCIAL ISOLATION, FRACTURES.

4. LIVER-RELATED DECOMPENSATION:
ALTERNATE COMPESATED AND
DECOMPENSATED PERIODS.



TREATING AUD IN A PATIENT-CENTERED MANNER

GENETIC-ENVIRONMENTAL SOCIAOECONOMIC COMMON ASSOCIATED
FACTORS FACTORS CONDITIONS
Family history Isolation PTSD
Genetic risk Stigma Sexual abuse
Other addictions Transportation Depression
Insurance Anxiety
Sleep
MULTIDISCIPLINARY ALD CLINIC Pain

Specialized nurse
Addiction therapist

Social worker
Financial counselor
Hepatologist




ROLE OF PHARMACOTHERAPY IN AUD IN LIVER PATIENTS

Disulfiram: unsafe if significant fibrosis. Risk of liver failure.

Acamprosate: observational studies suggest is safe and
efficacious.

FDA approved for AUD

Naltrexone: safe in compensted cirrhosis. Caution if opioid use.

Baclofen: a positive placebo-control trial in cirrhosis. Anti-craving.

Arab, Izzy, Leggio, Bataller & Shah, Nat Rev Gastroenterol Hepatol 2021



TREATING AUD IN ALCOHOL-RELATED LIVER DISEASE

Steatosis Steatohepatitis " Fibrosis

Alcohol use disorder
Psychological treatment: Medications;
e °* Motivational interviewing * Nalmefene
) Cognitive-behavioral therapy « Naltrexone
"‘ﬂ ﬁf' « Group therapy ' * Acamprosate
o Others (mindfulness, family ‘ ¢ Others (topiramate,
therapy, couple therapy) gabapentin, baclofen)

Metabolic comorbidities £

o Rifaximin

v \’& - X’ o Statins
o @ « GLP-1RA
e FGF21-a

¢ PPAR-a

Liver-targeting therapies

Seminars in Liver Disease

Diagnosis and management of early stages of ALD

Jordi Gratacés-Ginés, Edilmar Alvarado-Tapias, David Marti-Aguado, Hugo Lépez-Pelayo, Ramon Bataller, Elisa Pose.



PROMISING APPROACHES TO TREAT AUD: SEMAGLUTIDE

Association between glucagon-like
ind change in alcohol

peptide-1 receptor »

[E——]

RESEARCH REPORT SSA
The association between gl

polypeptide and/or glucagon-like peptide-1 receptor agonist
prescriptions and substance-related outcomes in patients

RESEARCH ARTICLE

The glucagon-like peptide-1 (GLP-1)
analogue semaglutide reduces alcohol
drinking and modulates central GABA

www.nature.comscientificreports

scientific reports

opioid and alcohol use disorders: A real-world data analysis neurotransmission B crec oo
OPEN Semaglutide and Tirzepatide
reduce alcohol consumption

in individuals with obesity
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PROMISING APPROACHES TO TREAT A

UD: FMT

HEPATOLOGY

HEPATOLOGY, VOL.73,NO.5, 2021

FAASLD ‘
'STEATOHEPATITIS/METABOLIC LIVER DISEASE
A Randomized Clinical Trial of Fecal
Microbiota Transplant for Alcohol Use
Disorder

Jusmohan 5. Bajaj (9! Edich A. Gavis,' Andrew Fagan,'James B. Wade;? Letoy R. Thacker Michacl Fochs,' Samarch Patel,
! Jill Meados! Puncet Puri,' Masoumch Sikaroods,* and Patrick M.

llevet

Brian Davis

BACKGROUND AND AIMS: Alcohol use disorder (AUD)  which were linked with SCFA levels. At 6 months, patients
s associated with. microbial alerations that worsen with cir
thosis. Fecal microbiota transplant (FMT) could be 3 promis
ing. approach. ] in EMT, P
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atients with AUD-related  CONCLUSIONS
cirhosis with problem drinking (AUDIT-10

blind, randomized clinical trial, pa This phase 1 tial shows that FMT is

safe and associated with

0 > 8) were rand. ort-term reduction in alcohol crav

ng one placcbo or FMT enema from  ing and consumption with favorable. microbial changes versus

& donor enriched in Lachnospiraccae and  Ruminococaseae.  placebo in patients with aleohol-associated cirshosis with alco-

Six-month safety was the primary outcome. Alcohol crav- ol misuse, There was also a reduction in AUD-related cvents
ing questionnaire, alcohol consumption (urinary ethylglucu- over 6 months in patients assigned to FMT. (HepaTotocy
ronide/cscatnine), quality of lfe, cognition, serum 1L-6 and  202173:1688-1700).
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s, producing taxa following FMT but not placebo, ~occurrence of cirrhosis.”) In addition, other studies
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Original Article JOURNAL OF CLINICAL AND EXPERIMENTAL HEPATOLOGY
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Fecal microbiota transplantation in alcohol-
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an open-label clinical trial
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Abstract
Background
Severe failure (ACLF)
high short-t rtality. Alteration of g 1 t
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therapeutic tool. We evaluated the :!fﬂy of fecal microbiota transplantation (FMT) and its
efficacy in
SAH-ACLE.
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Methods
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Results

Survival at 28 in the FMTarm ( P
0.01;53:84% versus 25%, p=0.02). Hepatic encephalopathy resolved in 100% versus
57.14% (FMT versus SOC, p = 0.11) patients, while ascites resolved in 100% versus 40%
survivors (p=0.04). Major adverse event rates, includi

and gastrointestinal bleeding, were similar in both groups (p= 0.77;p = 070). Median

L 21.39% (IQR - 73.67t07.63) in the FMT group, whereas it increased

in the SOC by 27.44% (IQR - 0.8 to 128.1) (p = 0.01). Percentage changes in bilirubin and
ALT dday7 das pred £90-

Conclusion

FMTis safe,

in clinical severity scores in patients with SAH-ACLE.




PROMISING APPROACHES TO TREAT AUD: FMT

A Gut-Liver Axis
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TAKE HOME MESSAGES

Most patients with ALD are detected at late stages: early detection

campaigns are needed.

Corticosteroids improve 30-day survival in AH patients with MELD
21-39. Early Lille Score at 4 day could be applied.

Early LT in highly selected patients with severe AH has good
outcomes.

There is a clear need to carry out clinical trials to treat alcohol use
disorder in patients with ALD.
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I’m devastated by the news of the sudden passing of Kristen Radage.

She was our social worker that helped many patients with alcohol use
disorder at UPMC. I’ll never forget Kristen’s kindness and compassion.
She left a beautiful mark on every patient and colleague she met.

She participated in a recent @EASLedu studio on ALD and gave us useful
advice. RIP.

EASL Studio S4E3 - A 360 approach to beat alcohol-related liver disease




