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Mr N... 55 ans adressé pour hémochromatose

Diabéte de type 2 (metformine) et dyslipidémie (atorvastatine)

120 Kg ; 170 cm (IMC 41,3 kg/m2) ; TDT 120 cm

Aucun signe de maladie chronique du foie

ASAT 52 Ul ; ALAT 37 Ul ; GGT 120 Ul ; bilirubine totale 15 pmol/L
Plaquettes : 150/mm3 ; Taux de prothrombine 95%

HbA1C 8% ; HDL-C 0,30 g/L ; triglycérides 2,2 g/L

Ferritine 839 pg/L ; saturation de la transferrine 30%

Echographie : foie brillant



MASH: une maladie méconnue

[ Adressé au spécialiste <10% }

Asymptomatique
Pas de marqueur diagnostique simple

lgnorance de la maladie

Blais et al. Am J Gastroenterol 2015; 110: 10-14



La méconnaissance de la MASLD
est la principale raison pour ne pas la déepister

80%
60%
40%
20% I I
0%
GE-specialist Internist Cardiologist
[ M Lack of awareness ] Suboptimal diagnostic methods
Unaware of NASH reversal W Lack of treatments

633 respondents from 88 countries
Driessen et al. UEG Journal. 2023;11:654—-662.



Quelques définitions

Maladie du foie gras = stéatose hépatique

N/MASH= forme avancée de la maladie du foie gras



N/MASH = Stéatose + Inflammation

Steatosis +

Kleiner D et al. Hepatology 2005; 41:1313-21
Brunt E et al. Hepatology 2011; 53: 810-20



Définitions




Nouvelle nomemclature

Steatotic Liver Disease
(SLD)

Metabolic
Dysfunction-Associated
Steatotic Liver Disease

(MASLD)

, Metabolic
! Dysfunction-Associated

Steatohepatitis
(MASH)

Rinella ME et al. J Hepatol 2023; 79: 1542-56



Diagnostic de la MASLD en pratique

( Obesité\

(Hepatic steatosis identified by imaging or biopsy)

[ Steatotic Liver Disease ]

Dyslipidémie

+

Hypertension (Diabéte de type 2\

\_ J

Rinella M et al. J Hepatol 2023; 79: 1542-56




Plan

 Pourquoi dépister ?

* Qui dépister ?

« Comment dépister ?



La MASLD est la maladie du foie la plus fréequente

North America
31.20% (25.86 to 37.08%)

Pooled prevalence of NAFLD
30.05% (27.88-32.32) hEastAsia
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South Asia S | T
Latin America 33.83%(22.91 to 46.79%)
44.4% (30.66 t0 59.00%)

Australasia
31.20% (25.86 to 37.08%) ‘
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Meta-analysis; 92 studies ; n= 9,361,716 subjects
Younossi Z et al. Hepatology 2023; 77: 1335-1347
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Complications de la cirrhose

Encéphalopathie



La NAFLD en France en chiffres

Aggravation
| .
Aggravation
Foie normal > Aggravation
Maladie —
. du « foie gras »
|" 50 millions NASH
d’adultes Cirrhose

- >

-
v Amélioration
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Patients a risque de MASLD

<10 %

>90 %

A
24

Age > 50

Age <50

>
IMC <25 IMC > 30 7
Dyslipidémie - §.Dyslipidemie +

Diabete -
HTA - “HTA +

Vernon et al. Aliment Pharmacol Ther 2011; 34: 274-285



La mortalité est liée a la sévérité de la fibrose

Liver-related mortality

0.30

0.20

0.10+

0.00 =

Crude hazard ratio: F4 vs. FO-2,

52.8 (95% Cl, 15.5-180.2) F4
Crude hazard ratio: F3 vs. FO-2,
18.3 (95% Cl, 5.4-62.6
(95% ) - F3
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All causes mortality

0.209 Crude hazard ratio: F4 vs. FO-2,

5.6 (95% Cl, 2.8-11.5)
0.154 Crude hazard ratio: F3 vs. F0-2, F4

2.8 (95% Cl, 1.4-5.4)
0.10 = F3

- _ T
0.05- ——
e Fo-2
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Prospective study in 1773 NAFLD patients with LB ; F3 20%, F4 9%; median f-up 4 yrs

Sanyal A et al. NEJM 2021; 385:1559-69



Transaminases et séverité de la maladie

Pas de relation entre ALAT

et sévérité NASH / Fibrose

Steatosis  cytologic Pericellular Mailory's Portal
ballooning fibrosis hyaline fibrosis

N=51 patients with NAFLD and normal ALT and 50 with elevated ALT

Mofrad P et al. Hepatology 2003: 37; 1286-92



Les tests sanguins sont inappropriés
pour détecter la cirrhose

Se Sp Se

« ALAT >2N 53% 35% *INR X 48%

« GGT>3001U/L 49% 82%,  Albumine <35 g/L 45%

* Bilirubine >20umol 43%

Meta-analysis of 89 studies; N=13,533 patients

Udell JA et al. JAMA 2012; 307: 832-42



Le challenge est d’identifier les patients
ayant une fibrose séevere (F3-4)

30% de la population générale
est atteinte de MASLD

Trreereeen



Le challenge est d’identifier les patients
ayant une fibrose sévere (F3-4)
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« Comment dépister ?
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La fibrose hépatique est un continuum decompensated

F4
with portal
hypertension

F4
compensated
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F4

La fibrose hépatique est un continuum decompensated

F4
with portal
hypertension

CLINICAL DIAGNOSIS




Limites de la

biopsie hépatique

/o

19

~

Limited number
of hepatologists
and pathologists

L

High number Invasive

of patients ’

»w ¥
Sampling '

variability

4
‘ /|\ Morbidity (bleeding)

. and mortality (rare)
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La fibrose hépatique est un continuum |,  decompensated
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CLINICAL DIAGNOSIS

LIVER BIOPSY




Simple

o APRI

e NFS

Primary care

Tests non invasifs disponibles

Blood Tests
Specialized

o ELF
e FibroTest
e FibroMeter

CONTEXT OF USE
I

Primary care and liver clinics

Liver clinics

Elastography
P-SWE and 2D-SWE MRE

Liver clinics

J/

Castera L et al.

NEJM 2025; 393: 1715-29



FIB-4 : outil de premiére intention

Age (years) AST Level {U/L)
50 X 45

FIB-4 = Platelet Count (10°/L) = 1.01

300 ALT (U/L)
X 55

FIB-4 <1.3 has a 90% NPV

to rule-out advanced fibrosis

Vilar-Gomez E & Chalasani N. J Hepatol 2018;68:305-15



FIB-4

Low Cutoff High Cutoff
(NPV>90%) (PPV>90%)
FIB-4:<1.3 FIB-4: = 2.67

- . High
Low Probability Indeterminate Probability

Alkhouri et al. Gastroenterol Hepatol 2012:8:661; Shah et al. Clin Gastroenterol Hepatol 2009;7:1104.




Simple

¢ APRI
o FIB-4
e NFS

Primary care

Tests non invasifs disponibles

Blood Tests

Specialized

e ELF
e FibroTest

|
|
|
|
|
|
: I
« FibroMeter |
|
I
|
|
|
|

CONTEXT OF USE
I

Primary care and liver clinics :
|

Liver clinics

Elastography
P-SWE and 2D-SWE MRE

Liver clinics

J/

Castera L et al.

NEJM 2025; 393: 1715-29



Le FibroScan




CAP (dB/m) E (kPa)

IQR MEDIAN  MEDIAN IQR

32 1.3

293 10.4 i

Le FibroScan

Rapide (< 5 min)

En consultation

Résultats immédiats




Seuils en pratique

12
|

75 kPa

8
|
|
|
|
|
|

I |
m Eliminer Confirmer
F3F4

F3F4
Ss >90% Sp >90%




Identifier les patients F3F3 en pratique

General Primary care Liver Clinic
Population V J —J

TOR
e Age >40yrs

* Type 2 Diabetes
* Obesity J

* Metabolic
syndrome

Castera L & Boursier J. Semin Liver Dis 2022; 42: 313-326



Combinaison séquentielle

Fibrosis-4 (or NFS) FIRST TEST
+ Simple
* Cheap
v v I « Widely available
Low risk Indeterminate risk High risk ° ngh sensitivity
(60%) (35%) (5%) * High NPV
................... | ey gyl gyt
Low risk High risk
Elastography or ELF
Primary care Secondary care
(90%) (10%)
Rescreen in
3-5years

Tsochatzis E & Newsome P. Lancet Gastroenterol Hepatol 2018; 3: 509-17



Combinaison séquentielle

Fibrosis-4 (or NFS)

v v v

Low risk Indeterminate risk High risk
(60%) (35%) (5%)
___________________ | ey eymynyuy iyl ey ey
Low risk High risk
Elastography or ELF SECOND TEST
» More specialized
Primary care Secondary care * Affordable
(90%) (10%)  High specificity
1 - High PPV
Rescreen in
3-5years

Tsochatzis E & Newsome P. Lancet Gastroenterol Hepatol 2018; 3: 509-17




Identifier les patients F3F3 en pratique

General Primary care Liver Clinic
Population V J —J

o & &
[ Dt
';t < R *‘a
« --o"’
(1 4

TOR
* Age> 40.yrs R|
* Type 2 Diabetes
. Obesity FIB-4>1.3

* Metabolic
syndrome

Transient
Elastography )

ol

¢ 4

Castera L & Boursier J. Semin Liver Dis 2022; 42: 313-326



6 guidelines internationales alignhées !

AMERICAN ASSOCIATICN FOR
THE STUDY OF LIVER DISEASEE

American
Diabetes
. Association;



EASL-EASD-EASO 2024 algorithm

Type 2 diabetes
or
obesity + 21 cardiometabolic risk factor(s)
or
persistently elevated liver enzymes

FIB-4*
g L—) I
<1.3 1.3-2.67 W' >2.67

[ vore J

or alternative test***

I I' I

<8.0 kPa 28.0 kPa
Intensified management \
[ of comorbidities™ I-—/ [ Hepatology referral )

re-assess FIB-4 + Diagnostic work-up and management plan for
at <1 year liver-related outcomes

+ Intensified management of comorbidities (in a
Re-assess FIB-4 FIB-4 FIB-4 multidisciplinary team)
every 1-3 years <1.3 21.3

*** e.9. MRE, SWE, ELF, with adapted thresholds EASL-EASD-EASO CPG. J Hepatol 2024




Simplifier le dépistage

First-Line
Tests

Clinical Suspicion for Chronic Liver Disease
Risk factors for liver fibrosis: hepatic steatosis, liver test results
persistently outside of normal range, type 2 diabetes, metabolic
syndrome, excessive alcohol consumption, viral hepatitis

l Primary Care

Calculate FIB-4 Score
(Age, AST, ALT, platelets)

Castera L et al. NEJM 2025; 393: 1715-29



Simplifier le dépistage

Second-Line |

Tests Y

Perform Noninvasive Test

Castera L et al. NEJM 2025; 393: 1715-29






La MASLD est plus frequente et plus sévere chez les DT2

THE GLOBAL EPIDEMIOLOGY OF NON-ALCOHOLIC FATTY LIVER DISEASE AND NON-ALCOHOLIC
STEATOHEPATITIS AMONG PATIENTS WITH TYPE 2 DIABETES

Globally Meta-analysis:
436 Million Adults with T2D  ~123 studies (N = 2,224,144 patients with T2D)

_ -12 studies (N =2733 T2D patients with LB)
65% of T2D with MASLD

MASLD in T2D (%) IS ON THE RISE ] ]
68.8 MASH Significant Fibrosis Advanced Fibrosis

66%' 41% 15%

Younossi Z et al. CGH 2024; 22: 1999-2010

64.7

61.7

1990-2004 2005-2009 2010-2015 2016-2021




Prévalence élevée de NASH et de Fibrose severe chez les DT2

Prévalence de la NASH (58-61%) et de F3F4 (30-38%) chez les DT2

NASH: 58% F3-F4: 38% o
58
60
" ((\ 5 61.1%
Ul N=80
¥ 50
_WSH 38 b
§ 40
é 40 5 g
§ 22 23 g 30
g - 30.0%
" L 20 N=39
10
10
9.2%
0 N=12
0 R N 2 5 r Fsts NASH Advanced Fibrosis Cirrhosis
NASH ] [ Fibrosis stages I [ Advanced fibrosis
N= 330 patients DT2 avec NAFLD et PBH N= 134 patients DT2 avec NAFLD et PBH

Castera L et al. Diabetes Care 2023; 46: 1354-1362 Ajmera V etal. J Hepatol 2023; 78: 471-478



Le dépistage de la MASH et de la fibrose devrait étre
systématique chez les diabétiques de type 2




2 traitements pharmacologiques approuves

F2-F3 (MASH)

wy

Rezdiffra:

tirom) tablets

Harrison et al. NEJM 2024 Sanyal et al. NEJM 2025



La biopsie hépatique n’est plus obligatoire

Iy U.S. FOOD & DRUG
ADMINISTRATION

+—Home / News & Events / FDA Newsroom / Press Announcements / FDA Approves First Treatment for Patients with Liver Scarring Due to Fatty Liver Disease

FDA NEWS RELEASE

FDA Approves First Treatment for
Patients with Liver Scarring Due to
Fatty Liver Disease

The Rezdiffra prescribing information does not include a liver biopsy requirement for diagnosis. The recommended dosage of Rezdiffra is based on
actual body weight. For patients weighing <100 kg (220 Ibs.), the recommended dosage is 80 mg orally once daily. For patients weighing 2100 kg (220
Ibs.), the recommended dosage is 100 mg orally once daily.




Sélection des candidats avec les tests non invasifs

/ MASLD \
Assess steatosis

Rule out other causes of liver disease

Traitement

Tr S I treat
e 10 kPa <LSM-VCTE < 20 kPa -
ELF score 9.2-10.4* OR ELF score 10.5-11.3* OR MRE 5 [
FAST, MAST, MEFIB FAST, MAST, MEFIB OR
AND AND et

platelets >140 AND no plts >140 AND no evidence
evidence PHTN PHTN

Noureddin M et al. Clin Gastroenterol Hepatol 2024; 22 : 267-77




Take Home messages

Malgré une prévalence éleveée et des facteurs de risque bien connus, la MASLD reste
insuffisamment dépistée.

Les anomalies du bilan hépatique ne sont pas de bons guides. |l est important d’identifier
les patients avec une fibrose avancée qui sont les plus a risque de développer des
complications

Algorithmes séquentiels non invasifs (FIB-4 / Fibroscan)

Les tests non invasifs vont étre le nouveau standard pour sélectionner les patients pour
les traitements pharmacologiques a venir en 2026



La collaboration entre endocrinologues et hépatologues
est capitale pour nos patients !
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