“Alcoholic-related Hepatitis”

Ramon Bataller, MD, PhD
Liver Unit
Hospital Clinic
Barcelona
@rabataller



NATURAL HISTORY OF ALD
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INCREASING PERCENTAGE OF WOMEN IN THE ANGLOSPHERE

Clemente-Sanchez A et al (in preparation)



CONTROVERSIES IN ALCOHOLIC HEPATITIS

l

WHEN IS ATRANSJUGULAR LIVER BIOPSY NEEDED ?

SHOULD WE STILL USE PREDISOLONE ?

CAN WE GIVE ANTICRAVING DRUGS AFTER DISCHARGE ?

DOES EARLY LT OFFER A SURVIVAL BENEFIT IN THE
LONG-TERM ?




DIAGNOSIS OF AH: NIAAA CRITERIA

CLINICAL FEATURES OF ALCOHOLIC HEPATITIS
¢ Confounding factors

O Suspicion ischemic hepatitis (hypotension, cocaine)

O Atypical labs (i.e. GOT or GPT more 500, similar GOT - GPT, etc).
O Sepsis at admission

U Uncertain alcohol assessment

U Use of any potential hepatotoxic substance in the last month

v
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Crabb et al, Gastroenterology 2016



ALCOHOLIC HEPATITIS HISTOLOGICAL SCORE

Table 3. AHHS for Prognostic Stratification of AH

Points
Stage of fibrosis
No fibrosis or portal fibrosis 0
L . %
| Bridging fibrosis or cirrhosis +3 I
No 0
Hepatocellular only 0
Canalicular or ductular +1
Canalicular or ductular plus hepatocellular +2
PMN infiltration
No/Mild +2
Severe 0
Megamitochondria
No megamitochondria +2
Megamitochondria 0

NOTE. The AHHS categories are as follows: mild, 0-3; in-
termediate, 4-5; severe, 6-9. Histologic features included in
the AHHS were the product of the multivariate logistic
regression analysis (Table 2). Weighting of each histologic
feature was based on the odds ratio of the updated model
(training plus test set samples). See Supplementary Methods
for information on model building.

Altamirano et al. Gastroenterology 2015



SPECIFIC THERAPY FOR

ALCOHOL-ASSOCIATED
HEPATITIS

|

SHOULD ALL PATIENTS

BE TREATED WITH
PREDNISOLONE ?




CORTICOSTEROID THERAPY IN SEVERE ALCOHOLIC HEPATITIS*
A Double-Blind Drug Trial

HENRIK P. PORTER, M.D., Fraxcis R. SimoN, M.D., CHARLES E. Pork, 11, M.D.,
Wabe VOLWILER, M.D., aND L. FREDERICK FENSTER, M.D.
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Figure 1. Plot of Life-Table Method of Survival.
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PREDNISONE OR PREDNISOLONE ?



THERAPEUTIC WINDOW FOR THE USE OF CORTICOSTEROIDS IN AH

Arab JP et al, J Hepatol 2021



BILIRUBIN TRAJECTORY INALC HEP

Parker et al, Clin Gastroenterol Hepatol 2022



EARLY LILLE SCORE AT 4 DAYS

Day 4 Day 7

Lille Model day 7

'

Duarte-Rojo et al, Am J Gastroenterol 2017



SHOULD WE STILL USE PREDNISOLONE ?



IS EARLY TRANSPLANT EFFECTIVE ?



DOES ABSTINENCE IMPROVE
SURVIVAL ?

HOW CAN WE PROMOTE

MAINTAINED
ABSTINENCE ?




IMPACT OF ALCOHOLISM ON THE LONG-TERM PROGNOSIS IN AH
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Altamirano J et al, Hepatology 2017



IMPACT OF RELAPSE ON AH OUTCOMES

Clemente-Sanchez A et al (in preparation)



BIOMARKERS OF ALCOHOL USE

GGT -
AST>ALT

\

* Negative (<20 ng/mL)
* Significant (20-199 ng/mL)
* Heavy (>200 ng/mL)

Cabezas, Lucey & Bataller, Clin Liver Dis 2017



TREATING AUD IN A PATIENT-CENTERED MANNER

GENETIC-ENVIRONMENTAL

FACTORS

SOCIAOECONOMIC
FACTORS

Family history
Genetic risk
Other addictions

Isolation
Stigma
Transportation
Insurance

MULTIDISCIPLINARY ALD CLINIC

Specialized nurse
Addiction therapist

Social worker
Financial counselor
Hepatologist

COMMON ASSOCIATED
CONDITIONS

PTSD

Sexual abuse
Depression
Anxiety

Sleep

Pain




DOES THERAPY WORK IN ALD PATIENTS ?



ROLE OF PHARMACOTHERAPY IN AUD IN LIVER PATIENTS

Disulfiram: unsafe if underlying ALD. Risk of liver failure.

Acamprosate: observational studies suggest is safe and
efficacious.

FDA approved for AUD

Naltrexone: no data on ALD. Caution if opioid use.

Baclofen: a positive placebo-control trial in cirrhosis.

Arab, 1zzy, Leggio, Bataller & Shah, Nat Rev Gastroenterol Hepatol 2021



WHAT ARE THE MOST
PROMISING NEW APPROACHES
TO TREAT ALC HEP ?

Promoting hepatocyte
differentiation and targeting the
microbiome as targets for therapy

in alcohol-associated hepatitis




Bataller, Arab & Shah, NEJM 2022



Bataller, Arab & Shah, NEJM 2022



WHAT ARE THE MOST
PROMISING NEW APPROACHES
TO TREAT ALC HEP ?

and targeting the
microbiome as targets for therapy
in alcohol-associated hepatitis




PROGENITOR CELLS PREDICT SURVIVAL IN AH

PROGENITOR CELL MARKERS IN AH

Sancho-Bru et al, Hepatology 2012



DEFECTIVE HNF4a FUNCTION IN ALCOHOL-ASSOCITED HEPATITIS

Argemi J et al, Nat Commun 2019



DEFECTIVE HNF4a FUNCTION IN ALCOHOL-ASSOCITED HEPATITIS

Argemi J et al, Nat Commun 2019



TRANSLATION STUDY: EARLY vs ADVANCED ALD

Ventura-Cots et al, Gut 2022



TRANSLATION STUDY: EARLY vs ADVANCED ALD



WHAT ARE THE MOST
PROMISING NEW APPROACHES
TO TREAT ALC HEP ?

Promoting hepatocyte
differentiation and
as targets for therapy
in alcohol-associated hepatitis




RIFAXIMIN IN ALCOHOLIC HEPATITIS



FECAL TRANSPLANTATION AND ALD



FECAL TRANSPLANTATION AND ALD



FECAL TRANSPLANTATION AND ALD



TAKE HOME MESSAGES

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

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

Early LT in highly selected patients has good outcomes.

There is a clear need to do clinical trials to treat alcohol use disorder in
patients with ALD.

Targeting hepatocyte differentiation and the microbiome are promising
therapeutic targets for AH.







