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H. Sim. a 55 year old man

• Referred to your outpatient clinic for ALT, AST, GGT elevation 
known since several years

• Medical history: hypertension treated by amlodipine
• Last blood test shows: ALT 61 U/L (≤40), AST 62 U/L (≤ 40), GGT 

250 U/L (≤ 50), ALP 120 U/L (≤120), total bilirubin 18 µmol/L, 
albumin 36 g/L, hemoglobin 12 g/dL,  MCV 99 fl, platelets 
145x109/L, glucose 10 mg/dL , cholesterol 300 mg/dL, 
triglycerides 300 mg/dL, normal renal function tests

• Clinical examination: palpable hepatomegaly, waist circumference 
105 cm, weight 95 kg, high 172 cm, BMI 32

• Smoking stopped 10 years ago



How do you assess the alcohol use in 
your patients ?

1. By simple questions

2. By a self-reported questionnaire (AUDIT 
or AUDITc…)

3. By a structured interview



How to assess the alcohol 
use ?

NIAAA clinicians guide 



Score considered positive, optimal for 
identifying hazardous drinking or active alcohol 
use disorders:

● Men ≥ 8
● Women ≥ 4

NIAAA clinicians guide 
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Score considered positive, optimal for 
identifying hazardous drinking or active alcohol 
use disorders:

● Men ≥ 4
● Women ≥ 3
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WHAT’S A STANDARD DRINK?

What’s a Standard Drink? 
• In the U.S., a standard drink is any drink that contains about 14 

grams of pure alcohol (about 0.6 fluid ounces or 1.2 tablespoons).

NIAAA clinicians guide 



What’s a Standard Drink? 

• In France, a standard drink is any drink that contains about 10 
grams of pure alcohol

Bier 5°
25 cl

= 8.4 oz 

Champagne 12°
10 cl

= 3.4 oz

Wine 12°
10 cl

= 3.4 oz

Spirits 40°
3 cl

= 1oz



AUDIT-C questionnaire of Mr HS
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H. Sim. a 55 year old man

• Alcohol consumption: 60 g/day and more during the WE, bier 
essentially

• Etiologic investigation: no viral infection, no auto-immune 
diseases, no hemochromatosis (high ferritin but normal TSC)

• Fibroscan 17 kPa, FIB-4: 3
• Abdominal ultrasound: homogeneous hepatomegaly, severe 

steatosis, nodular surface, PV diameter  12 mm
• Gastroscopy: no varices or signs of PHT

You ask the patient to:
● Stop alcohol
● Reduce his caloric intake
● Reduce sugar and fat intake
● Favour mediterranean diet
● Have a regular physical 

activity



Would you perform a liver biopsy in this 
patient ?

• No, it is not necessary because the 
probability of cirrhosis is high

• Yes, it will be useful to confirm the 
existence of cirrhosis and his etiology

• Yes, but only if I have the opportunity to 
include the patient in a clinical trial



ASH and NASH: similar 
pathophysiological pathways

Fuster D et al. N Engl J Med 2018



Cell injury
death

Metabolic
dysregulation

inflammation
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remodeling

Alcohol, Diet, microbiome





ASH NASH

Ductular lesions

Glycogen nuclei

ASH vs NASH

ASH NASH

If you see large number of ballooned cells with Mallory bodies, it is more likely to be 
ASH

Mallory bodies

Sanyal A-Brunt E. Paris Nash Meeting 2018



ASH vs NASH: features of ASH
Obliterative venulitis Rosett

e

Fibro-obliterative disease Central to portal fibrosis

Sanyal A-Brunt E. Paris Nash Meeting 2018



PURE 
NASH

PURE 
ASH

ASH vs NASH :when can we call it 
steatohepatitis of mixed etiology ?

Glycogen nuclei common
Infrequent ballooning

Loss of glycogen nuclei
Frequent ballooning
Increasing Mallory bodies

Cholestasis
Rosettes
Central vein obliteration
Biliary proliferation

Sanyal A. Paris Nash Meeting 2018



H. Sim. a 55 year old man, 3 
months later
• Patient has reduced the intake of fat, sugar, calories, he walks every day (30 mn per day), he 

has reduced the alcohol consumption to 20 g/day even during the WE→ 5 kg weight loss
• Recent blood test shows: ALT 61 U/L (≤40), AST  50 U/L (≤ 40), GGT 150 U/L (≤ 50), ALP 

110 U/L (≤120), total bilirubin 15 µmol/L, albumin 36 g/L, hemoglobin 12 g/dL,  MCV 94 fl, 
platelets 150x109/l, glucose 115 mg/dL , Hb A1c 8 %, cholesterol 265 mg/dL, HDL 35 mg/dL, 
LDL 190 mg/dL, triglycerides 230 mg/dL, normal renal function tests

• A liver biopsy is performed: 

He asks you if it is risky for him to continue 
to drink small amount of bier every day



What is your answer ?

1. Yes, because it may increase the risk of 
liver decompensation

2. Yes, because it may increase the risk of 
HCC

3. Probably this moderate alcohol 
consumption will have no effect of the 
outcome of cirrhosis
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NASH cirrhosis: short term outcome

After a median follow up of 26.7 months (0.1-42.3), 49 patients (19%) had an event

• Histologically confirmed NASH with bridging 
fibrosis (F3) or compensated cirrhosis (F4)

• Study terminated at week 96 due to lack of 
efficacy of simtuzumab Treatment groups pooled for analysis

Liver-related clinical events

Harrison SA et al. Gastroenterology 2018



Impact of alcohol intake on the 
incidence of HCC in cirrhotic 

patients

Ascha MS et al. Hepatology 2010

Incidence of HCC according to 
etiology of cirrhosis

N=315
N=195

Incidence of HCC according to 
alcohol consumption

N=179
N=103
N=34
N=182

N=59
N=45

N=120
N=58

Incidence of HCC:
Social alcohol intake vs no alcohol intake

HCC annual incidence:
• HCV 4%
• NASH 2.6 %

Social alcohol intake=< 2 drinks/d or < 6 drinks/d on WE 



Outcome in patients with advanced 
NASH

Vilar-Gomez E et al. Gastroenterology 2018



Outcome in patients with advanced 
NASH

Vilar-Gomez E et al. Gastroenterology 2018

Hepatic decompensation HCC

Vascular events Extra-hepatic cancers



Impact of moderate alcohol 
consumption in cirrhotic patients 

Overall survival w/o LT Incidence of HCC Incidence of 1st decompensation

Vilar-Gomez E et al. Gastroenterology 2018

Moderate alcohol intake: 1-70 g/week women, 1-140 g/week men

HR 2.3 HR 3.22 HR 1.65



H. Sim. a 55 year old man, 3 
months later

• Recent blood test shows: ALT 61 U/L (≤40), AST  50 U/L 
(≤ 40), GGT 150 U/L (≤ 50), ALP 110 U/L (≤120), total 
bilirubin 15 µmol/L, albumin 36 g/L, hemoglobin 12 g/dL,  
MCV 94 fl, platelets 148x109/l, glucose 115 mg/dL , 
hemoglobine A1C 8 %, cholesterol 265 mg/dL, HDL 35 
mg/dL, LDL 190 mg/dL, triglycerides 230 mg/dL, normal 
renal function tests



How will you manage the diabetes ?

1. Only lifestyle intervention

2. Insulin

3. Metformin

4. GLP-1 receptor analogues

5. Sulphonyureas



Elkrief L et al. Liver Int 2016



Impact of metformin on the outcome 
of cirrhosis

Effect of antidiabetic treatment on HCC in diabetic HCC subjects (n=610) vs control (n=1696) vs liver cirrhosis (n=618)

Effect of metformin continuation on survival after discovery of cirrhosis

NASH cirrhosis (n=142)All cirrhosis (n=250)

Donadon V et al. Liver Int 2010/Zhang X et al. Hepatology 2014



H. Sim. a 55 year old man, 6 
months later
• Patient is now alcohol abstinent
• Recent blood test shows: ALT 58 U/L (≤40), AST  42 U/L 

(≤ 40), GGT 99 U/L (≤ 50), ALP 110 U/L (≤120), total 
bilirubin 15 µmol/L, albumin 36 g/L, hemoglobin 12 g/dL,  
MCV 93 fl, platelets 152x109/l, glucose 99 mg/dL , Hb 
A1c 7 %, 

He asks you if there is a treatment available 
for NASH



What can you propose ?

1. Only lifestyle interventions

2. Vitamin E

3. Other strategy 



Vitamin E in NASH: PIVENS 
study

Sanyal A et al. N Engl J Med 2010



Impact of vitamin E in NASH with 
severe fibrosis

Vilar-Gomez E et al. Hepatology 2018

LT free survival Incidence of 1st liver decompensations

Propensity  matched cohort

Propensity matched cohort

70% cirrhosis



Conclusion

We need 
knew 

therapeutic 
strategies for 

severe 
NASH
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