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Le foie gras non-alcoolique (NAFLD)

Définition:
Stéatose dans > 5%
des hépatocytes

Exclusion:
Hépatite virale B, C,
Alcool,
Hémochromatose,
Auto-immune...

Foie normal

IIII*

‘ Foie gras

Facteurs liés a la
progression

» Résistance a l'insuline
« Surpoids

« Syndrome métabolique
» Facteurs ethniques

« Facteurs génetiques

« Sexe

« Alimentation

EASL, J Hepatology, 2016




La NAFLD, un diagnostic d’exclusion?

Définition: “steatosis in >5% of hepatocytes according to
histological analysis or by a proton density fat fraction >5.6%
assessed by proton magnetic resonance spectroscopy”

“Non-alcoolique”: Consommation OH de < 20g/j pour les
femmes, < 30g/j pour les hommes

Exclusion raisonnable d’autres causes d’hépatopathies: OH,
HCV, HBV, médicamenteux (ex: méthotrexate),
hémochromatose et d’autres causes plus rares selon
I'anamnese et les facteurs de risque

Nouveau nom? “Metabolic liver disease ”?



Le foie gras non-alcoolique et sa progression
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Le foie gras non-alcoolique et sa progression
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Le foie gras non-alcoolique et sa progression
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'épidémie de I'obésité aux USA
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Obesity Prevalence in the US, 2013
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https://www.cdc.gov/obesity/data/prevalence-maps.html

Augmentation de I'IMC mondial
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Prévalence élevée de |la NAFLD en Europe

C NAFLD Prevalence in Europe

Study (Europe) Events Total Prop (in %)  95%-Cl  Reference
Bellentani, 2000 (Italy) 66 133 — 4962  [40.84; 58.42) 45
Kanerva, 2014 (Finland) 663 1611 == 4115  [3B8.74;43.60) 50
Wan Der Voort, 2014 (Neth) 779 2292 = 3399  [32.05; 35.97) 60
Volzke, 2005 (Germany) 893 3283 27.20  |25.68; 28.76) 61
Armstrong, 2012 (UK) 295 1118 - 2639  [23.82; 29.07) 43
Caballeria, 2010 (Spain) 198 766 5 2585  [22.78; 29.10) 46
Tamoki, 2012 (Hungary) 47 208 — 2260  [17.10; 28.89) 59
Bedogni, 2005 (Italy) 135 598 - 2258  [19.28; 26.14] 44
Radu, 2008 (Romania) 604 3005 20,10 [18.68: 21.58) 57
Suomela, 2015 (Finland} 246 1621 —+ 1518 [13.46;17.02) 21
Loguercio, 2001 (ltaly) 84 2100 4.00 [3.20; 4.93] 51
Random effects model 16735 e —— I 2371 [16.12; 33.45] I

Heterogeneity: Fsquared=308.8%, tau-squared=0.6522, p<0.0001
I

0 10 20 30 40 50 60

Younossi et al. Hepatology 2016



La fibrose hépatique est associée a la survie a long
terme

Survival free of liver transplantation

1.0
0.8
g P=0.238
‘—g 0.6
s
A ~J"1 Non-NASH, Fib (-)
E 0.4 i Non-NASH, Fib (+) FAORN0
o NASH, Fib (-)
11 NASH, Fib (4)
0.21 - censored
censored
censored
0.0 — censored
([) é 1'0 1'5 ZIO

Follow-up (years)

Cause de mortalité: cardiovasculaire 38%, cancer 19%, cirrhose 8%, CHC 1%

Prédicteurs indépendants: fibrose, diabete, tabac, absence statine
Angulo et al, Gastro, 2015



Augmentation des évenements
cardiovasculaire

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _ SE Weight IV, Random, 95% CI IV, Random, 95% CI
Fatal CVD events (only)
Adams 2010 0095 0516 36%  1.10(0.40,3.02] —
Ekstedt 2015 0438 0170 7.0%  1.55[1.11,2.16) —
Haring 2009 men -0.248 0160 7.4%  0.78[0.57,1.07] —
Haring 2009 women 0020 0225 B65%  0.98([0.63,1.52] —
Jepsen 2003 0741 0078 7.7%  2.10[1.80, 2.45) -
Lazo 2011 0150 0127 7.4%  0.86[0.67,1.10] —r
Zhou 2012 1184 0394 47%  3.27[1.51,7.08] —
Subtotal (95% CI) 44.1%  1.31[0.87, 1.97] »
Heterogeneity: Tau® = 0.25; Chi® = 61.73, df = & (P = 0.00001); I* = 90%
Test for overall effect: Z = 1.28 (P = 0.20)
Fatal and non-fatal CVD events (cambined &ﬁdpﬂinﬂ
Emre 2015 0.896 0422 44%  2.45[1.07,561) —
Pisto 2014 0875 0175 7.0%  2.40[1.70,3.39] ——
Targher 2007 0625 0222 65%  1.87[1.21,2.89 ——
\Wong 2015 0105 0135 7.3%  0.90(0.69,1.17] =
Zeb 2016 0350 0178 7.0%  1.42(1.00,2.02] =—
Subtotal (95% Cl) 32.2%  1.63[1.06, 2.48] o
Heterogeneity: Tau® = 0.18; Chi* = 23.41, df = 4 (P = 0.0001); |I* = 83%
Test for overall effect: Z = 2 .24 (P = 0.02)
Mon-fatal CVD events
El Azeem 2013 1238 0164 7.4%  3.45[2.50,4.76] .
Fracanzani 2016 0688 034 52%  1.99[1.01,3.92) ——
Hamaguchi 2007 1415 048 39%  4.12[1.58,10.74] —
Moon 2015 1442 0710 24%  4.23[1.08, 17.04] —
Pickhardt 2014 0104 0358 51%  1.11[0.55 2.24] ——
Subtotal (95% CI) 23.6%  2.52[1.52,4.18] <
Heterogeneity: Taw* = 0.18; Chi* = 10.22, df = 4 (P = 0.04); I* = 61%
Test for overall effect: Z = 3.58 (P = 0.0003)
Total (95% Cl) 100.0%  1.64 [1.26, 2.13] &

T t

Heterogeneity: Tau® = 0.23; Chi* = 118.34, df = 16 (F < 0.00001); I* = 86%
Test for overall effect: Z = 3.69 (P = 0.0002)
Test for subgroup differences: Chi® = 3.94, df= 2 (P = 0.14), F = 49.2%

005 0.2 1 5 20
Decreased risk Increased risk

16 observational studies with 34,043 adult individuals and 2,600 CVD outcomes (>70% CVD deaths) over a median
period of 6.9 years

Targher et al, J Hep, 2016



Le foie gras est sous-évalué par les médecins de
premier recours US

Table 2. Proportions of patients meeting process measures

N (%)
All patients 251

Review of primary care records

Elevation of transaminases 99 (39.4)

Consideration of NAFLD/NASH 54 (21.5)

Referral to Gl/hepatology 26 (10.4)

Recommendation for lifestyle modification 37 (14.7)
Receipt of any NAFLD care 99 (39.4)

Seul facteur associé a prise en charge NAFLD: magnitude élévation ALAT
MALIS: cohorte US (Vétérans), résultats a répliquer en Europe / Suisse

Blais et al, Am J Gastro, 2015



Recommandations dans la prise en charge de la
NAFLD

EASL-EASD-EASO Clinical Practice Guidelines for the management
of non-alcoholic fatty liver disease™

European Association for the Study of the Liver (EASL)*, European Association for the Study
of Diabetes (EASD) and European Association for the Study of Obesity (EASO)

EASL, EASD, EASO, J Hep 2016



Proposition d’algorithme décisionnel devant un
syndrome métabolique

Syndrome métabolique

Echographie abdominale

V4 V4
J 3 1. Presence Steatose?
Aspect Ttéatose Pas d’aspect de stéatose
Tests hépatique N 1 I l
Tests hépatique Tests hépatiques
anormaux normaux

Tests non invasifs

de fibrose ’ - o

| 2. Présence Fibrose:

Risque faible  Risque modéré a

I élevé
A 4

Follow-up 2ans Hépato- Follow-up 3 ans
l gastroentérologue l
3 3. Prise en charge / Suivi
Tests hépatiques Investigations Echographie
+ tests non invasifs spécialisées abdominale +
de fibrose tests hépatiques

Spahr, Goossens, Rev Med Suisse 2016, adapté de
EASL, EASD, EASO, J Hep 2016



Dépistage de |la stéatose hépatique — performance de

I"échographie

Study

Gosink, 1979 (18)
Foster, 1980 (19)
Youseff, 1980 (20)
Debognie, 1981 (21)
Pivorino, 1982 (23)
Pamilo, 1983 (24)
Yajima, 1983 (25)
Berrut, 1986 (27)
Cusumano, 1986 (28)
Tam, 1986 (31)
Forsberg, 1987 (33)
Sato, 1987 (34)
Savarino, 1987 (35)
Celle, 1988 (36)
Saitoh, 1988 (38)
Yang, 1988 (39)
Ferrari, 1989 (40)
Nishimura, 1989 (41)
Joseph, 1991 (42)
Bloom, 1992 (43)
Catellano, 1993 (44)
Nagata, 1993 (45)
Cardi, 1997 (46)
Hepburn, 2005 (51)
Kim, 2005 (52)

Riley, 2006 (54)
Hamaguchi, 2007 (55)
Lee, 2007 (56)

Perez, 2007 (57)
Saluena, 2007 (58)
de Moura Almeida, 2008 (60)
Ahmed, 2009 (61)
Yamashiki, 2009 (65)
Lee, 2010 (66)

Combined

23
62

20
24
28

22
113

155

38

121
32
19
59
46

12
122

115

589
92
87
100
35
78
161

2815

0.86 (0.42-1.00)
0.60 (0.36-0.81)
0.67 (0.38-0.88)
0.75 (0.51-0.91)
0.87 (0.60-0.98)
1.00 (0.48-1.00)
1.00 (0.69-1.00)
0.77 (0.59-0.90)
0.86 (0.57-0.98)
0.86 (0.67-0.96)
0.79 (0.49-0.95)
1.00 (0.89-1.00)
0.55 (0.43-0.67)
0.55 (0.43-0.67)
0.83 (0.63-0.95)
0.98 (0.87-1.00)
0.86 (0.75-0.93)
0.85 (0.62-0.97)
1.00 (0.59-1.00)
0.81 (0.64~0.93)
0.91 (0.71-0.99)
0.94 (0.79-0.99)
0.60 (0.15-0.95)
0.60 (0.36-0.81)
0.94 (0.73-1.00)
0.80 (0.56-0.94)
0.91 (0.82-0.97)
0.92 (0.83-0.97)
0.71 (0.29-0.96)
0.72 (0.55-0.85)
0.93 (0.68-1.00)
1.00 (0.78-1.00)
0.78 (0.40-0.97)
0.82 (0.48-0.98)

0.85 (0.79-0.89)
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Pooled sensitivity (vs histology gold standard): 85% (80-89%)

Hernaez et al, Hepatology, 2011



Evaluation non-invasive de la fibrose

Marqueur séerique: NAFLD fibrosis score

- Age, IMC, diabete, ASAT, ALAT, plaguettes, alboumine

- http://nafldscore.com/

- Associé a la mortalité (Kim et al, Hepatology 2013)

- Surtout intéressant aux 2 extremes

- Classifie en 3 groupes lié au risque de fibrose (gold-
standard biopsie)

Sensibilité 76%  -1.455 0.676 Spécificité 96%

Angulo et al, Hepatology 2007


http://nafldscore.com/

< C Y @ nafldscore.com V7 O B <

=5 Apps Nick's Bookmarks i Webinars — RStudio . Paletton - The Color ¥4 Accueil - |

NAFLD fibrosis score

Online calculator

Angulo P, Hui JM, Marchesini G et al. The NAFLD fibrosis score
A noninvasive system that identifies liver fibrosis in patients with NAFLD
Hepatology 2007;45(4):846-854 d0i:10.1002/hep.21496

Age (years)

BMI (kg/m?)
IGF/diabetes
AST

ALT

Platelets (x10%/1)

Albumin

| calculate score |

BMI: body mass index
IGF: impaired fasting glucose

© 2009 nafldscore.com



NAFLD fibrosis score

Online calculator

Angulo P, Hui JM, Marchesini G et al. The NAFLD fibrosis score
A noninvasive system that identifies liver fibrosis in patients with NAFLD
Hepatology 2007;45(4):846-854 d0i:10.1002/hep.21496

Age (years) 68
BMI (kg/m2) 28.4
IGF/diabetes <
AST 54
ALT 76
Platelets (xi0%n 200
Albumin @y 43

Score | -0.094

< -1.455: predictor of absence of significant fibrosis (FO-F2 fibrosis)
< -1.455 to £ 0.675: indeterminate score
> (0.675: predictor of presence of significant fibrosis (F3-F4 fibrosis)

BMI: body mass index
IGF: impaired fasting glucose



Evaluation non-invasive de la fibrose par
elastométrie hépatique

Fibroscan ®

Meta-analysis: pooled AUROC for
adv fibrosis in NAFLD =
B 0.94 (0.90-0.99)

B M Probe e
[] #L Probe

Liver Sifmness (kPa)
(=]

Nad as B é

T FO (=25 Fi (i8] P2 n=1g|:|£ F3n=17) _ F4 (7=5)

Myers et al. Hepatology 2011
Musso et al, Ann Med, 2011



Prise en charge - général

Dépistage et prise en charge syndrome métabolique
* En particulier résistance a l'insuline et diabete

* I|dentification et prise en charge facteurs risque CV (cause
mortalité # 1 !!)

Mesures hygiéno-diététiques
* Perte de 7-10% du poids corporel (Lazo et al Diab Care 2010)
e Exercise physique (Thoma et al J Hep 2012)
* Limiter consommation alcool

Prise en charge spécifique
* Indication traitement: Fibrose > NASH > stéatose
* Prise en charge hépatopathie (ex: dépistage CHC dans cirrhose)
* Place de la chirurgie bariatrique

EASL, EASD, EASO, J Hep 2016



C’est une maladie réversible!
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Lassailly et al, Gastro 2015




Strategies for lifestyle change in
different stages of NAFLD

Healthy liver Fatty liver i i Liver cancer

e
g

Hypocaloric or isocaloric - Mediterranean dief] 27-10% Weight reduction

by energy deficit of 500-750 kcal/day through
Aerobic or resistance excercise either diet:
(Clinical trials) * low fat

* low carb

* Mediterranean

(Clinical trials)

Dietary composition modification » Coffee 22-3 cups/day
Reduced fructose » No alcohol in cirrhotics
Mediterranean diet (Observational studies)
(Observational studies)

Romero-Gomez et al, J Hep, 2017



Lifestyle interventions

52 weeks of lifestyle intervention

>
% Weight loss (WL) 5% 7% 10%
NASH-resolution 0% | 26% | 64% i  90%
FIBROSIS-regression 16% 18% +  16% L 45%
STEATOSIS improvement 35% ' 65% '  76% !  100%

N=293 patients with biopsy-proven NASH.
52 weeks of lifestyle interventions (low-fat hypocaloric diet, walk 200 mins/week,
behavioral sessions every week). 2" liver biopsy at 52 weeks (n=261/293)

Vilar-Gomez et al, Gastroenterology, 2015
Romero-Gomez et al, J Hep, 2017



Lifestyle interventions

52 weeks of lifestyle intervention

>
% Weight loss (WL) 5?% 7t% 10|%
NASH-resolution 10% E 26% E 64% E 90%
FIBROSIS-regression 16% I 18% I 16% . 45%
STEATOSIS improvement 35% E 65% ? 76% E 100%
% Patients achieving WL  70% : 12% - 9% : 10%

N=293 patients with biopsy-proven NASH.
52 weeks of lifestyle interventions (low-fat hypocaloric diet, walk 200 mins/week,
behavioral sessions every week). 2" liver biopsy at 52 weeks (n=261/293)

Vilar-Gomez et al, Gastroenterology, 2015
Romero-Gomez et al, J Hep, 2017



Mediterranean diet overview

Wine

In moderation

—

Drink Water

="

A Meats
and

Sweets
Less often
Poultry,
. Eggs,
/ Cheese,
g ’.. \ and Yogurt
e \ Moderate portions,
YooN — ) daily to weekly

Fish
and
Seafood

Often, at least
two times per week

" Fruits,
&N Vegetables,
Grains
(mostly whole),
Olive oil,
Beans, Nuts,
Legumes
and Seeds,
\ Herbs
- \ and Spices
Base every meal

2
\ on these foods

Be
Physically
Active;
Enjoy
Meals

with Others

Illustration by George Middleton

From www.mayoclinic.org



Beneficial effect of Mediterranean diet on
hepatic fat content

18m 18m

L2

CV risk CV risk

18-month trial in n=278 pts with abdominal obesity or dyslipidemia
Randomised to low fat or Med diet/low-carbohydrate +/- physical activity
Hepatic fat content (HFC) measured using MRI at baseline, 6 and 18 months.

Gepner et al, J Hep, 2019



Prevention of CV events and diabetes
by the Mediterranean diet

1.0+
0.9+
0.8+
0.7+
0.6+
0.5+
0.4
0.3+
0.2+
0.1+

Cumulative Incidence

A Primary End Point (acute myocardial infarction, stroke, or death from
cardiovascular causes)

Med diet, EVOO: hazard ratio, 0.69 (95% Cl, 0.53-0.91)
Med diet, nuts: hazard ratio, 0.72 (95% Cl, 0.54-0.95)

0.0+

No. at Risk

Control diet 2450
Med diet, EVOO 2543
Med diet, nuts 2454

0.074
0.064 Control diet
Med diet,
0.05 nuts
0.04] fri
0.03
0.02
0.01
0.00
0
T T T — T T
1 2 3 4 5
Years
2268 2020 1583 1268 946
2486 2320 1987 1687 1310
2343 2093 1657 1389 1031

Incidence of Diabetes, %

Participants at risk, n
MedDiet + EVOO

20

MedDiet + EVOO: unadjusted HR,
0.69 (95% Cl, 0.51-0.93)

MedDiet + nuts: unadjusted HR,
0.81 (95% Cl, 0.61-1.08)

............

— Control

MedDiet + nuts

o --- MedDiet + EVOO

0 -
T T T T 1 \
0 1 2 3 4 5
Follow-up, y
1154 1110 998 832 681 489
1240 1173 1000 775 629 427
1147 1053 900 679 521 366

N=7447 patients with T2D or = 3 CV risk factors
Multi-center RCT: Med diet + extra-virgin olive oil (EVOO), Med diet + nuts vs control diet
(advice on a low-fat diet), no physical activity / weight loss intervention.

Estruch et al, NEJM, 2013 [retracted]
Estruch et al, NEJM, 2018

Salas-Salvado et al, Ann Int Med, 2014



Association between sugar-sweetened
beverages and NAFLD

2.00 -
1.80 - m Sugar Sweetened beverage
1.61
1.60 - m Diet Soda
1.40 -

1.20 -
1.00 +
0.80 A
0.60 A
0.40 A
0.20 -
0.00 -

OR (95% CI) of NAFLD

0-1/month 1/mo - <1l/week 1/week - <1/day =>1/day

Beverage consumption frequency

N=2566, Framingham Offspring and Third Generation cohorts
Fatty liver disease measured using liver attenuation on CT
Adjusted for age, sex, energy intake, alcohol intake, dietary intake, smoking, and cohort.

Ma et al, J Hep, 2015



E MRI proton density fat fraction

MRI Proton Density Fat Fraction, %

Low free sugar diet leads to reduced steatosis
in adolescent boys with NAFLD

70+

60

504

40

304

20

104

0

p <0.001

Low-Sugar Diet Usual Diet

Alanine Aminotransferase, U/L

100

b.Q?l'llbll oy ]

] 0
11 20
Patients

500+
450
400
350+
300+
2504
200+
1501

Alanine aminotransferase

Low-Sugar Diet p< 0.001 Usual Diet

11 20
Patients

N=40 adolescent boys aged 11-16 years old with NAFLD (MRI-PDFF > 10% and ALT = 45)
RCT: Restricted free sugar <3% daily calories for 8 weeks vs control (regular diet)
MRI-proton-density fat fraction measurement

Schwimmer et al, JAMA, 2019



Benefits of exercise in NAFLD

Benefits of exercise in NALFD

Changes in the liver Changes to cardiovascular system
@ Peripheral insulin sensitivity 4 = @ Torsion ¥ = myocardial damage ¥

de novo lipogenesis ¥ ® EDV4=preloadt
© Visceral faty = lipid supply to liver § ©® Ca> handing4 = SV4 + EF4
@ VLDL clearance 4= lipid storage ¥ @ FMD4 =02 supplyt

Romero-Gomez et al, J Hep, 2017



Impact of exercise on intrahepatic lipid —
Meta-Analysis

Study name SMD  Random Effectsize (95% Cl) Weight (%)
Sullivan et al. 2012 L -1.23 -2.29t0-0.16 5.77
Pugh et al. 2014 - -0.47 -1.37t00.42 7.13
Cuthbertson et al. 2016 | -0.57 -1.15t00.01 10.50
Hallsworth et al. 2015 ™ -0.82 -1.67100.04 7.48
Shamsoddinia et al. 2015 4 = -3.01 -4.32t0-1.69 4.33
Shamsoddinib et al. 2015 4 m -2.09 -3.21t0-0.98 5.48
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Other beneficial effects of exercise and
diet in advanced disease
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[ Exercise
[ Sedentary

Tumor incidence: 71%*
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Reduced HCC in a PTEN-deficient model

Piguet et al, J Hep, 2015
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Average A=- 1.7 mmHg; - 10.7%

16 weeks of diet and moderate exercise
reduced portal pressure in overweight/obese
pts with cirrhosis and portal HTN

Berzigotti et al, Hepatology, 2017



Strategies for pharmacological
management of NAFLD
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Adapted from Drew, Nature, 2017



No clear role for metformin
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Pioglitazone and Vitamine E in non-diabetic
patients with NASH (22 months)

247 patients
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Sanyal, NEJM, 2010



Pioglitazone in patients with (pre-) diabetes
and NASH (18 months)

Improvement NAS = 2 with
no worsening fibrosis
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Cusi, Ann Int Med, 2016



Pioglitazone and Vitamin E in
patients with NASH

While no firm recommendations can be made,
pioglitazone (most efficacy data, but off-label outside
EASL: T2DM) or vitamin E (better safety and tolerability in
the short-term) or their combination could be used for
NASH (B2)

no general recommendation for vitamin E or pioglitazone
- concerns about cardiovascular risk for glitazones
- concerns about increased risk for malignancies with vitamin E

- No clear effect on fibrosis




Upcoming therapies in NAFLD

LG FATTY LIVER DISEASE

SPRINT

FINISH

Biotechnology start-ups and
pharmaceutical giants alike
are charging ahead to develop
therapies for the most serious
formof non-alcoholic fatty
liver disease

Drew, Nature, 2017



Management — Ongoing phase 3 clinical
trials in NASH
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Positive results from REGENERATE: A phase 3 international,
randomized, placebo-controlled study of obeticholic acid
treatment for NASH

REGENERATE phase 3 study (OCA in stage 2-3 NASH —
month 18 interim analysis)
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% P < 0.05 compared to placebo

Placebo
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11.2% 11.7%
8.0%

NASH resolution (no worsening
fibrosis)

INTERCEPT press release Feb 19t 2019
Oral presentation EASL ILC 2019, April 2019



Phase 3 trials of selonsertib in NASH with advanced fibrosis
(STELLAR-3 and -4) did not meet week 48 primary endpoint

Selonsertib in NASH phase 3 studies (F3 or F4 fibrosis)

16.0% m Placebo
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I 9.3% I I

STELLAR 3 (F3) STELLAR 4 (F4)
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10.0%
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4.0%

2.0%

0.0%

Fibrosis improvement without worsening of NASH

GILEAD press release Feb 11th 2019 and April 25t 2019



Rappel: Penser a la chirurgie bariatrique!

Résolution
de la NASH
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Penser au dépistage du CHC!

Table 3. Recommendations for HCC surveillance: Categories of adult
patients in whom surveillance is recommended.

e Cirrhotic patients, Child-Pugh stage A and B (evidence low; recommen-
dation strong)

e Cirrhotic patients, Child-Pugh stage C awaiting liver transplantation
(evidence low; recommendation strong)

e Non-cirrhotic HBV patients at intermediate or high risk of HCC (accord-
ing to PAGE-B' classes for Caucasian subjects, respectively 10-17 and >18
score points) (evidence low; recommendation weak)

e Non-cirrhotic F3 patients, regardless of aetiology may be considered for
surveillance based on an individual risk assessment (evidence low;
recommendation weak)

Le déepistage par echographie hépatique 2x/an est
préconisé chez les patients cirrhotiques (+/- les patients F3)



Conclusions

Le foie gras est une pathologie en pleine expansion épidemiologique.

Un dépistage de la NAFLD, en particulier la fibrose avancée, est
recommandée chez les patients avec syndrome metabolique.

Le rGle du médecin de premier recours est fondamental pour
I'identification des patients a haut risque d’évolution, le suivi et la prise
en charge thérapeutique.

Roéle des mesures hygiéno-diététiques: perte de 7-10% du poids et
activité physique.

Pas de traitement encore approuve. De nouvelles molécules sont en
phase de développement.

Ne pas oublier: déepistage du CHC si cirrhose et penser a la chirurgie
bariatrique si indication.
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