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Alcoholic Liver Disease

Chronic alcohol
misuse
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Mechanism of Alcohol Damage 1

Hepatocyte (sinusoidal plasma
membrane domain)

Neoantigens
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Alcohol
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Kupffer

negative

- \\ bacteria Lucey et al NEJM 2009 Interleukin-1 Interleukin-8

Interleukin-6 PDGE TGF-8 Interleukin-10
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ALD Presentation

e Abnormal LFTs
e Cirrhosis
* Alcoholic Hepatitis
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Diagnosis of Alcoholic Hepatitis

e AST raised

e AST:ALT > 2 EASL Addis Ababa
* Bilirubin > 80 umol

* INR>1.3

* Neutrophilia

* Recent (< 6 weeks) alcohol abuse

* Exclude other causes of liver disease
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Diagnosis of Alcoholic Hepatitis

e AST raised

 AST:ALT > 2

 Bilirubin > 80 umol EASL BESTOFEASL
« INR > 1.3 eotiarburedieres

* Neutrophilia

* Recent (< 6 weeks) alcohol abuse

e Exclude other causes of liver disease

* Do you need a liver biopsy?
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Mega mitochondria
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Alcoholic Hepatitis Severity Scores

* Maddrey’s discriminant function

* [4.6 X (patient’s prothrombin time - control
prothrombin time, in seconds)] + serum bilirubin (mg/dl)

* MELD

* 9.57 X log (creatinine (mg/dl)) + 3.78 X log bilirubin
(mg/dl) + 11.20 X log(INR) + 6.43

EASL BEST OF EASL
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Glasgow Alcoholic Hepatitis Score

Parameter 1 2 3
Age <50 =250 -
WBC <15 > 15 -
(x 109)

Urea <5 >5 _
(mmol)

Prothrombin ratio <1.5 1.5-2.0 >2.0
Bilirubin <125 125 — 250 >250

(umol)




GAHS Predicts response to steroids PO EASL BESTOFEASL
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Lille Score

3.19

Survival

probability
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-0.101 * (age in years)
+0.147 * (albumin day 0 in g/L)

+0.0165 * (evolution in bilirubin level in uM)

-0.206 * (renal insufficiency)
-0.0065 *(bilirubin day 0 in uM)
-0.0096 * (prothrombin time in seconds)

1,00 T,
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T Lille score < 0.45

p < 0.0001

Lille score = 0.45

||||||||||||||||||||

Time in days

Louvet. Hepatology 2007
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Detection of Alcohol Use Disorders
« CAGE

* Brief (4 question) screening tool

* AUDIT

* 10 domain questionnaire to determine if alcohol dependence
is present

* SADQ

The SADQ measures the severity of dependence:
- physical withdrawal symptoms

- affective withdrawal symptoms

- relief drinking

- frequency of alcohol consumption

- speed of onset of withdrawal symptoms

EASL BEST OF EASL
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Treatment of Alcohol Use Disorders

Recognition of AUD in Admission for alcohol
GP / outpatient consultation related disorder
¥ v
Assess Dependence » Refer to alcohol services

\ |

Brief Intervention

Psychosocial Interventions:
eBehavioural Self Control Therapy
— eMotivational Enhancement Therapy
eFamily therapy

eSocial skills training
Pharmacological Intervention

., e Acamprosate
EASL BEST OF EASL eDisulfiram
The Home of Hepatology L N a |tf'€XOne

eBaclofen
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Acamprosate in Alcohol Dependence

Treatment Period Follow-up Period

—O— Acamprosate

—&— Placebo
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Oral Naltrexone for Alcohol Dependence

B Placebo (n=35)
8§ Oral naltrexone (n=35)
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Weeks 0-4 Weeks 4-8 Weeks 8-12 Study total

Chick 2000
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Baclofen in alcoholic cirrhosis
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Time since randomization (days)

Addolorato G et al. Lancet 2007
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Treatment - EASL Guidelines

4

The choice between prednisolone or pentoxifylline is
based on centre practice

I
v

— Y
( Prednisolone 40 mg for ) Pent0X|fy”|ne 400 mg tas.
_ 28 days ) No criteria available to determine
Y

Lille Score (at 7 days) >0.45

! v
Increased risks of infection and Response to therapy.
death, the interruption of Corticosteroids may be
corticosteroids is recommended continued for 28 days
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Steroids: meta-analysis EASL 6 oF east
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1.00 —
= 79.97+2.8%
0.75 + p=0.0005

65.7+3.4%

Patients treated in the corticosteroid group (n=221)
Patients treated in the non-corticosteroid group (n=197)

Survival (%)
(o]
[6)]
o
|

o ¢
N
4]

Pl iiitd

00 +4—Y/-—+—->7m-—+—"+—7-r—+—"-"+—r—"Fr-—T—"7"T"T"T""""7T""
0 4 8 12 16 20 24 28 days
Corticosteroids 221 217 218 204 193 188 180 165
Placebo 197 101 176 166 153 143 136 124

 Individual patient data from largest 5 RCTs
« 197 on placebo, 221 steroids

« All: mDF >32,

« 28 day survival 80 vs 66% (p=0.0005)

Mathurin et al. 2011
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Pentoxifylline
EASL BEST OF EASL
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& 24.5%
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Akriviadis Gastro 2000
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N-Acetyl-Cysteine + Steroids for Alcoholic
Hepatitis

1.0—
!
0.9

0.2+ . .
1-_ . Prednisolone—MN-acetylcysteine

0.7 L =8
L

0.6

P=0.07 by log-rank test

Proportion Surviving

] EASL BEST OF EASL
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T T T T T 1
0 30 60 S0 120 150 180
Days

S
nisolone only &9 &9 &l & 56 55 45

ed
o e o .= = Nguyen-Khac. NEJM 2012
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STeroids Or Pentoxifylline for Alcoholic Hepatitis

Randomised, Double blind

Placebo controlled

Factorial 2 x 2
Prednisolone efficacy
Pentoxifylline efficacy

Definitive (power 90%) EASL BEST OF EASL

The Home of Hepatolo
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Infection in Alcoholic Hepatitis
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Figure 1. Survival impact of infection diagnosed before initiation of
corticosteroids.
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Figure 2. Two-month survival according to the development of infec-
tion after corticosteroids.

Louvet Gastroenterology 2009
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Transplantation Improves survival in selected
patients

1.
Transplanted 71 % (5B-84 %) u
Transplanted 66 %% {54-78 %)
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m e
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1] S00 1000 1501,
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Marched 54 % (40-68 %)

Simulated 56 % (52-60 F6)

Matched 31 Fa (17-45 )

Simulated 35 % (30-40 %)

1. Poynard T et al. J Hepatol 1999 Jun;30(6):1130-7 Poyna r'd et a| 1999



Recidivism after Transplantation

1.0
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—— Frequency outcome

Proportion free from alcohol consumption

0.2 1 .
=— == Binge outcome
=sxees First alcohol use
0 t} T T T T
] 1 2 3 4
Years
MNumber remaining from 167 at time O
First Drink 123 79 4 33
Binge 144 101 56 37
Frequency 151 105 58 38

DiMartini et al. Liver Transplantation 2006



Make Diagnosis
History, PE, Lab; (i)nsider TJ biopsy)

Detect Complications

Treat complication <€ Yes —

Infection; UGI bleiding; renal failure

Provide Nutrition Assess and Treat
Oral/enteral: 35-40 cal/kg/d;
Alcohol Dependence
1.2-1.5 gvrot/kg/d

Assess Severity

I
\Z V

DF>32; MELD220 DF<32; MELD<20
y

No specific treatment

Prednisolone + NAC

40 mg/d
Day 7 Bilirubin a"a O
BEST OF EASL
°OEAS

Addis Ababa

The Home of Hepatology

G Thursz & Morgan Gastro 2016
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