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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 pmol/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

HOW TO HELP PATIENTS: A CLINICAL

n D

APPROACH

How to Help Patients Who Drink Too Much: A Clinical Approach
STEP 1) Ask About Alcohol Use

(: Prescreen: Do you sometimes drink Ilnar, wine, or other alcoholic beverages? )

|

o

e = ~
l Screening mmptct:.
"

o

Ask the screening question about

heavy drinking days:
How many times in the past year
have you had . . .
5 or more drinks in 4 or more drinks in
a day? (for men) a day? (for wemren)

. - |
=

One siandard drink is equivalent w 12 ounces of beer, § ounces
of wine, or 1.9 ounces of 8i pm-c-l'sl.ri.rils—s:'e chart om page M 4

If the patient wsed a written self-

repart (swch os the AUDIT, p. 17},
START HERE

Is the screening positive?
* | or more heavy drinking days or
e AUDIT score of = 8 for men or

- 4 for women

NIAAA clinicians guide



AUDIT

PATIENT: Because alcohol use can affect your health and can interfere with certain medications and treatments,

it is important that we ask some questions about your use of alcohol. Your answers will remain confidential, so plcas:

!'IDI!I:‘SI:.

For cach question in the chart below, place an X in one box that best describes your answer,

NOTE: In :]1_: US.,a sjn.5|-: drink serving contains about 14 grams of ethanol or "]:-un.'" aloohal. .Jl.l:]'mugh the drinks

hl.']l.'l'l-\-' are di.&fl'l.']‘.ﬂ SIEES, '.‘al.']\ one contains 1|'It SAmMC MO IZIIF pure .].ll.'rl.'lh-i:ll. .ll'l.d CovLnis as a EJ.ELEIE dl.'il'lll:

12 oz of 0 890z of ¥ 5 oz. of 1.5 oz of
beer LBl malt |.i.q1|.ur " wine _ hard |i|:|unr
{aboat 5% = | {ahour 7% — | [abowt 12% = | &i {abour 40%
¥ alcohal) I'I— *  alcohal) alcohol] !l?l 'ﬁi aloohol)

(Questions (1] 1 2 3 4

l. How often do you have adrink | MNever | Monthly | 2to4 2o 3 4 or more
containing aleohal? orless | times a month | times a week | timesa week |

2. How many drinks containing al- | 1or2 Jor4 Sorb o9 10 or more
cohol do you have on a typical
day when you are drinking?

3. How often do you have 5 or more | Never | Lessthan | Monthly Weekly | Dailyor |
drinks on one occasion? monthly almost daily

4. How often during the last year | Mever | Less than Monthly Weckly Dhaily or
have you found that you were not maonthly almost daily
able to stop drinking once you
had started?

5. How olten during the last year | Mever | Less than Monthly Weckly Dhaily or
have you failed to do whae was monthly almost daily
normally expected of you because
of drinking?

6. How often during the last year | Mever | Less than Monthly Weckly Dhaily or
have you needed a first drink in monthly almost daily
the morning to get yourself going
after a heavy drinking session?

7. How ohten during the last year Mever | Less than f'».{n;t-h]}' Weckly Dhaily or
have you had a feeling of guilt or monthly almost daily
remorse after drinking?

& How often during, the last year Mever | Less than l{unth]:.' "ﬁ'-:c]d].' Ihil}' or
have you been unable to remem- monthly almost daily
ber what happened the night be-
fore because of your drinking? |

9. Have you or someone else been Mo Yes, but not in | Yes, during
injured because of your drinking? the last year the last year

10. Has a relative, friend, doctor, or Mo Yes, but not in [ Yes, during
other health care worker been the last year the last year
concerned about your drinking or |
suggested you cut down? |

Total |

Score considered positive, optimal for

identifying hazardous drinking or active alca

use disorders:
* Men=8
* Women=4

NIAAA clinicians guide



AUDIT-C questionnaire

AUDIT-C Questionnaire

Patient Name Date of Visit

1. How often do you have a drink containing alcohol?
0 points | | a Never

1 points LI b. Monthly or less Score considered positive, optimal for

identifying hazardous drinking or active alcohol
use disorders:
4 points || . 4ormore times a week e Men >4

* Women=3

2 points [] c. 2-4 times a month
3 points [ d. 2-3 times a week

2. How many standard drinks containing alcohol do you have on a typical day?
O points [ ] a 1or2
lpoints | | b 3ord
2 points [ | c 50r6
3points [ | d. 7to9
4 points | | e. 10 or more

3. How often do you have six or more drinks on one occasion?
0 points [ | a. Never
1 points [ | b. Less than monthly
2 points [ | c. Monthly
3 points [ | d. Weekly

4 points [ | e. Daily or almost daily
Bush K et al. Arch Internal Med 1998/Bradley KA et al. Arch Internal Med 20C



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).

12 oz. of 8-9 oz. of 5 oz. of 3—4 oz. of | 2-3 oz. of 1.5 oz. of 1.5 oz. of
beer or malt liquor | table wine |fortified wine| cordial, brandy spirits
cooler (such as liqueur, or (a single jigger) | (a single jigger

_ 5}1“]_'[')" ‘-”j port} aperitif of 80-proof
abour 1.5 standard 3.5 oz. shown 2.5 oz shewn gin, vodka,
drinks of malt liquor whiskey, etc.)
Shown straight and
in a highball glass
with ice to show level
before adding mixer®
_ |.— L
: | | |_I | -
"mm \J | _
' I 7 ) ~
i i A i = =
{| Il [ i\! " -
I | ¥ B | =
\ | R | / i Il
| w W T
I = - \---..__ = o . e i |
- = i =" E o X i T ————— o
A\ A4 v A4 v A\ \ 4
12 oz. 8.5 oz. 5 oz. 3.5 0z 2.5 oz. 1.5 oz. 1.5 oz.

NIAAA clinicians guide



What's a Standard Drink?

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

' ERIEAEREITE uﬂ%’.ﬁe@

Bier 5° Champagne 12° Wine 12° Spirits 40°
25cl 10 cl 10 cl 3cl
=8.40z =340z =340z =1loz



AUDIT-C questionnaire of Mr H

AUDIT-C Questionnaire
HS 14 jan2019

Patient Name Date of Visit

1. How often do you have a drink containing alcohol?
0 points [ | a Never
1 points [_| b. Monthly or less
2 points [ ¢. 2-4times a month
3 points [] d. 2-3 times a week
4 points . e. 4 or more times a week

2. How many standard drinks containing alcohol do you have on a typical day?
O points [ ] a 1or2
1 points [] b. 3or4
2 points . c 506
3points [ | d 7tod
4 points [ | e. 10 or more

3. How often do you have six or more drinks on one occasion?
0 points [] a. Never
1 points [] b. Less than monthly
2 points . . Monthly
3 points [ | d. Weekly
4 points [ | e. Daily or almost daily



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 reqgular 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 | 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

Fibrotic
remodeling

Alcohol, Diet, microbiome



Phenotype Disease Activity Disease Stage Etiology/Associations
Steatosis NAS Fibrosis Insulin resistance
Steatohepatitis - Stedtosis - Stage O: No fibrosis Alcohal
Indeferminate - Lobular inflammafion - Stage Ta: Mild perisinusoidal Lean NASH
- Ballooning - Stage 1b: Moderafe perisinusoidal PNPLA3
SAF - Stage Tc: Portal/periportal Drugs
- Steatosis - Stage 2: Perisinusoidal and portal/periportal Inherited disorders
- Lobular inflammafion - Stage 3: Bridging (e.q., Weber-Christian,
- Ballooning - Stage 4: Cirrhosis hypobetalipoprofeinemia)
- Fibrosis Lipodystrophy
Short bowel
TPN

Jejunoileal bypass



ASH vs NASH

o )
ik < & i~

es, it is moellkl to be

If you see large nu | ‘ cells with Mllo bodi
ASH

Sanyal A-Brunt E. Paris Nash Meeting 201



ASH vs NASH:

Fibro-obliterative disease

features of ASH

Sanyal A-Brunt E. Paris Nash Meeting 201



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

P

Glycogen nuclei common Loss of glycogen nuclei Cholestasis
Infrequent ballooning Frequent ballooning Rosettes
Increasing Mallory bodies Central vein obliteratiol

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 pumol/L, albumin 36 g/L, hemoglobin 12 g/dL, MCV 94 fl,
platelets 150x109/l, glucose 115 mg/dL , Hb Alc 8 %, cholesterol 265 mg/dL, HDL 35 mg/dL,
LDL 190 mg/dL, triglycerides 230 mg/dL, normal renal function tests

* Aliver 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



NASH cirrhosis: short term outcome

Cirrhosi g e Liver-related clinical events shak 5 [ishak |
L 80
Wko g'éF4) Wko6 yrs .‘_g 60 p-value 0.50
UG SIM 700 mg IV g2wk I é 40
USYEGHl SIM 200 mg 1V g2wk I ;:'E 20 —
n=75 g L 0
q 1 2 < an
* Histologically confirmed NAS il bridging \ at risk Time] Mpikh
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Encephalopathy 5 (6) 6 (7) 22 13 (5)
Newly diagnosed varices 2) 1(1) 1{1) 4(2)
Variceal hemorrhage 1(1) G (7 0 7 (3)
=2-point increase in CPT sgf (2) 1(1) 3 (4) 6 (2)
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Death 0 0 1(1) 1(<1)
II |IH
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Proportion with HCG

Impact of alcohol intake on the
incidence of HCC in cirrhotic
patients

Incidence of HCC accordingto  Incidence of HCC according to Incidence of HCC:
etiology of cirrhosis alcohol consumption Social alcohol intake vs no alcohol intak
2] — wey neas T oo e Naro HEW HASH
= = NASH N=195 o |- Heay N7103 2 4 — mp kol N=5g 2 pelI N=120
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e . £ e gd41 ____. g a1 :
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______ ; A | r- E [] E :--
S I S : 2 a4 3] 3l
|: =1 : s ."*I'_ P, E ] i E I_I
o | | S g, ; S
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q -r T T T T T g-!-.c:i-r}’_. q‘ ir" T T T T T T q dI T T T T T
I:"‘Ijl.ljl 2.5 50 75 100 125 150 175 Qlj.ﬂ EI:IZI 2‘!5 5!0 ?jﬁ HZ:.CI ‘IZI.E 15;.0 1?:.5 2IZ:.IZI = oo 20 10.0 1540 2040 I:|IZI i} LD 10.0 134 00
Years since cirrhosis diagnosis ‘Years since cirrhosis diagnosis YaArs singa Grhosie dagnoss YaRrs sinca cirhosis degnoss

HCC annual incidence:
* HCV 4%
* NASH2.6 %

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

Ascha MS et al. Hepatology 201G



Outcome In patients with advanced
NASH

Fibrosis Severity as a Determinant of Cause-specific Mortality in Patients With
Advanced Nonalcoholic Fatty Liver Disease

Ris-l;-;‘actors

International cohort study

458 biopsy proven NAFLD "t ) o
' Vasoular events m — :| CgLa;ie
Bridging fibrosis | i - i B ;
) patic cancers 1.2 B B 0o consumption
F3 (n=159) Veommnds oy gz P osis
5 CTP A5 A6 H
i All deaths or liver = '
Li e ' transplantation - Tran;piant L SL:_WwaI
iver cirrhosis ecompensation
F4 (n=299) | B HF:;C
s Gastroenterology

Vilar-Gomez E et al. Gastroenterology 201¢



Outcome In patients with advanced
NASH

Hepatic decompensation HCC

g 100 50+

o= o0

-3 F1 — F3

@ o -

L 0 B0 |==== F4-CTP AS 4 smme F4-LTP AS

-E o Fa=-CTP A8 a =— Fd-CTP AS

...-E ! Adl. fire and gray P < 01 =] Adj. fine and gray P < 01

§ c 60+ Tor difference armong groups: [: 1] E‘ A0~ for difference among groups

. 1]

ﬂ% 50+ 'E o

ﬁ £ 40+ 8 i 20

= a T

& 30 - I

2e (e 5

=G =0 - o 107

w B 104 I o

u n 1 1 L] L] T T T T T T D L T T T T T T T T T

o 1 2 3 & 5 -] T B g 10 o 1 2 3 4 5 & 7 B a9 10
Years Years

Mo. at risk Ho. at risk
F3 158 157 143 114 109 &0 L] 52 39 bt 19 Fa 158 158 143 114 11 ai 72 54 41 a1 20
F4-CTPAS 222 209 185 153 126 1] ai 85 49 43 30 F4-CTPAS 222 212 189 151 125 107 k] T 58 A7 36
F&-CTPAB 77 72 55 43 35 23 12 T 4 4 2 F&-CTPAS 77 72 &5 53 50 40 27 20 15 @ 4

C D 24 .

- W Vascular events g Extra-hepatic cancers

St g

(1] o F3 m 15 F3

o == == F4-CTP AS 5 ==== F4.CTP A8

E 15 | — F4-CTP A5 o — Fd-CTP AR

E E Adj. fine and gray F < .01 EH Adj, fine and gray F < .10

oo for F3 ve. F4 groups T 'E for F3 wa. Fd groups

o > )

B s -4

2=}

£3 88

o8 -

£2 8

58 -

= ) o

2 w

o o

Years

HNo. at risk No. at risk
F3 155 154 142 113 T rr [} L1 K] a1 18 F3 158 187 1440 VOE 25 [4-] L5 43 25 26 12
F4-CTP AS 222 211 189 158 127 112 96 T [=x] -1 42 F4-CTP AS 222 @12 1@ 155 128 1M 9% mn 55 48 L
F4-CTP AG 77 T4 L ] L] &3 44 a0 a 17 (1] g F4-CTP AB 77 T4 57 -] - 41 26 22 18 E] 4

Vilar-Gomez E et al. Gastroenterology 201¢



Impact of moderate alcohol
consumption in cirrhotic patients

Overall survival wio LT Incidence of HCC Incidence of 1st decompensatio
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Moderate alcohol intake: 1-70 g/week women, 1-140 g/week men

Vilar-Gomez E et al. Gastroenterology 201¢



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 pumol/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 ?

. Only lifestyle intervention
Insulin

Metformin

GLP-1 receptor analogues
. Sulphonyureas

SEFNEAN N



Table 2. Therapeutics options for treatment of diabetes mellitus in patients with arrhosis

Useful in Useful in patents
Therapy Mechanism of action type 2 DM with cirrhosis and DM Side-effects/nsks
Litestyle interventions Decrease Iver and adipose fat ~ Very useful Potentially usetul Malnutriion frequent in patients
Low fat diet Increase msulin sensitvity with arrhosis
Physical exercise Physical exercise may not be
feasible in patients with
advanced arrhosis
(edema, ascites)
Metformin Increase insulin sensitivity Very useful Very useful Contraindicated in patients with
renal dysfunction
Theoretical nsk of lactic acidosis
Thiazolidinediones Increase insulin sensitiity Useful Mo available data Reported hepatotoocity
Usefulness in patients with
MASH has not been
demonstrated
SeCretagogues Increase endogenous Useful Mot useful Contraindicated in patients
Sulphonyureas production of insulin with advanced cirrhosis
Glinides because of the nsk of
hypoglycaemia
Incretins Increase insulin sensitivey Very useful Mo available data
GLP-1 receptor analogues Obese patients
DPP-4 inhibitors {(weight boss)
Alpha-glucosidase mhibitors  Decrease carbohydrate Useful May be useful in Bemign digestive side-effects
absorption in the bowel patients with HE
Insulin Substitutive treatment Often necessary  Often necessary Risk of hypoghycaemia

OM, diabetes mellitus; MASH, mon-alcoholic steatohepatitis; GLP-1, glucagon-like peptide-1; OPP-4, dipeptyl peptidase-4; HE, hepatic encephalopathy.

Elkrief L et al. Liver Int 2016



Impact of metformin on the outcome
of cirrhosis

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

Univariate analysis

Multivariate analysis of metfarmin vs
sulphonylureas or insulin

Odds ratio 95% Cl F Odds ratio 95% Cl F
HCC vs Controls
Metfarmin 0.33 0.10-0.61 0.0005 015 0.04-050 0005
Sulphonylureas or insulin 3.06 1.61-5.70 0.005
HCC ws LC
Metfarmin 0.15 0.09-0.28 < 0.0001 0.16 0.06-0.46  0.0006
Sulphonylureas or insulin 6.44 3.58-116 = 0.000

Effect of metformin continuation on survival after discovery of cirrhosis

100- F=0.0001 100- P = 0.0004
- Continued Metformin (n=172) = il
E 75+ E 75+
: :
‘g 504 -ﬁ 504
a e | 0 lmmmememeaeme—————
T T Discontinued Metformin (n=44) i
e 254 Discontinued Metformin (n=78) I T 254 :
5 I - i
L1 [ w i
: :
0 T T 1 0 T T =
1] 3 10 15 0 5 10 15

Time after diagnosis of cirrthosis (Years)
All cirrhosis (n=250)

Time after diagnosis of cirrhosis (Years)
NASH cirrhosis (n=142)

Donadon V et al. Liver Int 2010/Zhang X et al. Hepatology 20:



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 pumol/L, albumin 36 g/L, hemoglobin 12 g/dL,
MCV 93 fl, platelets 152x109/l, glucose 99 mg/dL , Hb
Alc 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

ctiidyy

Table 2. Pimary Outcome and Changes in Histologic Features of the Liver after 96 Weeks of Treatment.

Variable Placebo  Vitamin E Pioglitazone P Value*

Witamin E  Pioglitazone
vs. Placebo  vs. Placebo

Primary outcomej
Muo. of subjects randomly assigned 81 54 B0
Subjects with improvemnent (%) 19 43 34 0.001 0.04
Changes from baseline in histologic features
Muo. of subjects with biopsy specimens at baseline 72 B0 70
and 96 wk
Steatosis
Subjects with improvernent (%) il 54 69 00005 =001
Mean change in score -0.1 -0.7 -0.8 <001 =0.001
Lobular inflammation
Subjects with improvemnent (%) 15 54 &0 0.0z 0.004
Mean change in score -0.2 0.6 -0.7 0 008 =0.001
Hepatocellular balleoning
Subjects with improvement (%) 13 30 44 0.01 0.08
Mean change in score -0.2 -0.5 -0.4 0.03 0.01
Total NAFLD activity score (mean change) -0.5 -13 -1% =0.001 =001
|Fibrosist
Subjects with improvement (%) il 41 24 0.24 0.1z
Mean change in score -0.1 -0.3 -0.4 0.19 0.10
tesnfutinn of definite nonalcoholic steatohepatitis n 316 a7 0.05 0.001
. =4

Sanyal A et al. N Engl J Med 2010



MNo. at risk
Vitamin E
Controls

Transplant-free survival (%)

Impact of vitamin E in NASH with
severe fibrosis

LT free survival Incidence of 1st liver decompensations
99 —
100 o6 = 100
fud Cox model adjusted” P = 0.044
90 a7 &/ g 80 J
78 o = Control .
80 S 80 g Propensity matched cohort
85 3 Vitamin E
70 g 70 62
o
60 B8 o
o
50 <
Cox model adjusted* P < 0.01 49 =
40 o
c
== Controls . [
30 Propensity matched cohort >
Vitamin E W
20 S
2
10 =
o
01 1 L I L ] 1 L I L I am
0 1 2 3 4 5 ] 7 8 9 10
Time (years)
No. at risk
90 89 84 77 67 55 38 21 13 10 8 VitaminE 9 88 75 68 55 43 26 19 12 9 6
90 9 89 8 76 55 41 28 19 12 8 Controls 9 9% 8 74 54 34 20 15 8 5 5

70% cirrhosis

Vilar-Gomez E et al. Hepatology 201¢&



Conclusion

therapeutic
strategies for
severe
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