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S LD 0) Eé) Steatotic Liver Disease

(Hepatic steatosis identified by imaging or biopsy)

B[{& or FFr&

J Hepatol 2023;79:1542-1556.

Does the patient meet any of 0.
the cardiometabolic criteria?* HepatOIOgy 2023;78:1966-1986.
b ’ Ann Hepatol 2023;29:101133.
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Imajo K, Nakajima A, et al. Clin Gastroenterol Hepatol 2022;20:908-917.
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Masson
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MRE
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JSG-NAFLD. Fujii H, Nakajima A, et al. Clin Gastroenterol Hepatol 2023;21:370-379.
JSG-NAFLD, % Mgk it FERER, L A M) —HR, RF D FFERRNAFLD 1,3984
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Hazard ratio 95% Cl of HR P value
Model 1
NASH No 1 [Reference]
Yes 2.62 1.00-6.83 0.049
Fibrosis Stage 0 1 [Reference]
Stage 1 0.90 0.29-2.86 0.86
Stage 2 0.71 0.20-2.55 0.60
Stage 3 1.35 0.36-5.11 0.66
Stage 4 3.75 0.74-19.0 0.110
Moder 2
NASH No 1 [Reference]
Yes 1.73 0.63-4.74 0.29
Fibrosis Stage 0 1 [Reference]
Stage 1 0.78 0.23-2.59 0.68
Stage 2 0.57 0.15-2.20 0.42
Stage 3 1.20 0.30-4.83 0.80
Stage 4 2.96 0.52-16.9 0.22
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JSG-NAFLD. Fujii H, Nakajima A, et al. Clin Gastroenterol Hepatol 2023;21:370-379.
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PRACTICE GUIDANCE

AASLD Practice Guidance on the clinical assessment
and management of nonalcoholic fatty liver disease

Mary E. Rinella’ © | Brent A. Neuschwander-TetriZ © |

Mohammad Shadab Siddiqui* | Manal F. Abdelmalek® ©® | Stephen Caldwell® © |

Diana Barb® © | David E. Kleiner’ ©® | Rohit Loomba® ®

Gl/Hepatology Care

GOAL: |dentify/manage patients wit | ‘at risk’
NASH or cirrhosis

= Review/perform primary/secondary risk assessment
» Consider additional stratification with MRE, cT1

ﬁ Loy =H 0 =T 7T ] % *
NS Low risk intermediate’
[ Intermediate | 8-12 | 7.7-9.8 | high risk
. PCP follow-up
l High >12 | >9.8 e
ﬁptll:l_ﬂtignhandaﬁmfﬂmnliﬂl use Consider liver biopsy
en « Indeterminate NITs

of alcohol intake

Either Care Setting

* Reassess in 2-3 years

= Diagnostic uncertainty
« Persistently T ALT and AST

Suspect cirrhosis
{clinical, imaging,

Blopsy Staging or ELF >11.3 )

= Cirrhosis-based
management

* Reassess annually
= Consider pharmacotherapy

Hepatology 2023;77:1797-1835.



PAASLD

CCCCCCCCCCCCCCCC
AASLD Practice Guidance on the clinical assessment D
and management of nonalcoholic fatty liver disease
M i Brent A. Neuschwander-Tetri

aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa * Review/perform primary/secondary nsk a

Hiﬁﬁn‘;ﬁl} (Ed)/vf )R (18] ﬁf.(‘fflﬂ' +53)
= at-risk MASHEELY (NAS=4HVvDStage>20) MASH)
EBRIAST/ALTEIE
JERBHREDERNFE

-fi R FB S B E 2 B & (PBC, AIHSF)

Hepatology 2023;77:1797-1835.




PRACTICE GUIDANCE

: . . Gl/Hepatology Care
AASLD Practice Guidance on the clinical assessment GOAL: Identify/manage patients wit | “at risk’

and management of nonalcoholic fatty liver disease NASH or cirrhosis

Mary E. Rinella’ © | Brent A. Neuschwander-TetriZ © | ) . )
Mohammad Shadab Siddiqui® | Manal F. Abdelmalek® ® | Stephen Cald - ; herfonm primary/secondary risk assessment
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* Reassess in 2-3 years * Reassess annually = Cirrhosis-based
» Consider pharmacotherapy ~ Management

Hepatology 2023;77:1797-1835.
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JSG-NAFLD. Fujii H, Nakajima A, et al. Clin Gastroenterol Hepatol 2023;21:370-379.
JSG-NAFLD, Z s R, LD XM —B3, RIBDFFERNAFLD 1,3984

Owerall mortality Liver-related mortality MNonliver-related mortality
] | L
All patients 5.34 (4.02-7.08) 2.34 (1.52-3.58) 2.89 (1.97-4.28) - ﬂ:l:ﬂﬁ' J: 6 yE ( j:

Stage 0 3.12 (1.30-7.49) 0.62 (<0.001-4.42) 2.49 (0.94-6.64) S S StagE4
Stage 1 5.13 (3.27-8.04) 1.62 (0.73-3.60) 3.51 (2.04-6.04) N St
Stage 2 4.89 (2.78-8.61) 2.04 (0.85-4.90) 2.45 (1.10-5.44) u ﬂ:Fﬂﬁ u% 'i a e ﬁ E ﬁ
Stage 3 B.15 (4.24-15.7) 5.44 (2.44-12.1) 2.72 (0.88-8.43) g " 4
Stage 4 24.2 (7.82-75.1) 24.2 (7.82-75.1) ND
NASH

No 2.62 (1.31-5.24) 0.98 (0.32-3.04) 1.64 (0.68-3.93)

Yes 6.74 (4.94-9.19) 3.03 (1.91-4.81) 3.54 (2.31-5.43)

Active NASH (NAS >4 + F >2)

6.94 (4.42-10.9)

4.02 (2.22-7.25)

2.58 (1.23-5.41)

Before Biopsy During Follow-up

Variables Number (CR) New cases (recurrence)
Liver-related events n=19 (2) n=77 (4)
Gastroesophageal varices/bleeding 9 17 (2)
Hepatocellular carcinoma 7 (2) 37 (1)
oo . Decompensated cirrhosis 3 23 (1
’L,\_[n]_#q /f&‘/ IN (H‘ 1 $ q:l Eg t}) 'j: Cardiovascular disease n=46 n=51( ()4)
Coronary artery disease 34 31 (3)
— — ¥ Heart failure 3 5
ﬂ*ﬁﬁ(A/ Ftln %'ﬁ%ﬁ.ﬁ L—C‘L\é Arrhythmia 9" 15(1)1'
Stroke n=25 n=21 (4)
Cerebral infarction 17 14 (3)
Cerebral hemorrhage 6 5 (‘I)
Subarachnoid hemorrhage
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Outcomes

» Cardiovascular

* Non-hepatic
malignancies

» Renal disease

» Cerebrovascular disease

» Cardiovascular

* Non-hepatic
malignancies

* Liver disease

* Renal disease

» Liver dlsease

* Cardiovascular disease

* Hepatic and non-hepatic

malignancies
* Renal disease

. aner disease

« Cardiovascular disease
* Hepatic and non-hepatic
malignancies

* Renal disease
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PRACTICE GUIDANCE

AASLD Practice Guidance on the clinical assessment
and management of nonalcoholic fatty liver disease

Mary E. Rinella’ © | Brent A. Neuschwander-TetriZ @ |
Mohammad Shadab Siddiqui® | Manal F. Abdelmalek* | Stephen Caldwell® |
Diana Barb® @ | David E. Kleiner’ © | Rohit Loomba®
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B (LRI IEEITHID EL5EA

CVD and nonhepatic malignancies are the
most common causes of mortality in patients
with NAFLD without advanced fibrosis; death
from liver disease predominales in patients
with advanced fibrosis.

Hepatology 2023;77:1797-1835.
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CVD and nonhepatic malignancies are the
most common causes of mortality in patients
with NAFLD without advanced fibrosis; death
from liver disease predominales in patients
with advanced fibrosis.

Hepatology 2023;77:1797-1835.



NAFLD/NASHESEBEH A1KRS422020 (BRETE2kR)
IDIMERRAVEFDKYIAHAHTIO—Fv—bk

NAFLD/NASH NAFLD T T REZFERR TIE
2020 FWEFOEE (FRI—FTILELE).
womaern-csmmva || O __ 3 EWRII—STORELERTS
B - DM EHREA G (RVLST) Ol M B 0D 1) RV BAEI= (3 B AT IR 88
- DM EFOREEHY, DERRE 2 BABRELEROHAFSA%

' SE(-735,)
Izl
[

* L
- I /MR # <205 /mm3, FIB-4 index=2.67 2K
RE AXHLLBRES AXFRESR = A
st N & - L‘Tﬂff“-u—ié
NAFLD/NASHEEH MRS/ KYER Tl W)U

}
| kmtorBEE | | e s 7|l - EEEEFME~D
| . mERss. g | LCREHY HENSEONERORE 15y avvns—sa

KEE.BMELE) .
B8R ER

* 1i/MFE - FIB4 - EEJH,RI:_
index £2-3% mI-m | | EERIEEL Y
WTFhigzssl ‘ WFhhizizy

EFEBEOrO—TFvT

FIB-4 indexZFZHEICIDIME R R VEH DIRYAAZHRL TLNVS




(A LB 07| 5HE*

ETE2kR)

NAFLD/N:—=
B 7
@ 8
i 0
> &
’L,\_ml E <120 0 J('_ I~
120~129 1
NAFLD/NASH ; -z
BEAC RS @ | (ERLE 20119 > Tl o
2020 (mmHg) RAB=HFTIViERE).
= BHLEAYR - BARRYE [ )O 140~159 3 30)ﬂm€'#m_4_6
160~ ., FEICIZIBARTFEERSE
— | HEREDHAS1%
0
Bme
o wi AIUBTROATHEE -
* S N 0
e \ ﬁ |l g
RE BANEERES BAFRES B  DALDL N
[opas- - (mmHg/dL) 140~159 ) ) '
NAFLD/NASHEEH RS/ LU %R 13 .(
I 160~ 3
| st o ’ - ERBEME~AD
(RCER T HEno-C - S L F—Sa
ity et @ (mmHg..-’u:ILJ 40~59 1 :J-&JLT_/H./
REE. B 0 >
L 0
® B
#Y 2
* /MR - FIB4 — -
index #2-3F HI-HER L~enmEzast
WTFhigzssl
ALBTHARIZEZ2AT (&) FHEN510EMD
EifEEEES o]
Py 40~498 | so-so | co-69@ | 70-79M REURY
b1 2
0~12 0~7 0~1 - 2%k BYRS
FIB 4 index%é*b*E 13kl E 8~18 2~12 0~7 2%~10%%E fhyzs sZ aém:ﬁ L,TL\%
E - 196 F 1380 8Lk 10%LLE mUAS




FOMBEBROFEBRMASLDICHITAHELSN O EMEERENHE

Total (n=32) %
Kz 8 25%
ik 5 16%
fi= 4 13%
B = 3 9%
B3 AR TE 3 9%
LR 2 6%
== 2 6%
EHYNE 2 6%
BEE 1 3%
BE 1 3%
BEbLiE 1 3%

Akuta N, et al. BMC Gastroenterol 2021;21:434.
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Total (n=32) %
KA 8 25%
= 5 16%
FWRICIHEC-BEERBEDRI)——V T REE
REZCABIFYOFEDGA
BE 1 3%
REDLIE 1 3%

Akuta N, et al. BMC Gastroenterol 2021;21:434.
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EZAASLD
PRACTICE GUIDANCE

AASLD Practice Guidance on the clinical assessment
and management of nonalcoholic fatty liver disease

Hepatology 2023;77:1797-1835.

Mary E. Rinella' © | Brent A. Neuschwander- ( Clinical Suspicion for Fatty Liver Disease

PUPRRTSS
MohammadﬁShadab Siddiqui® | M?anal F. Abc Primary Care o Non-GHepatology Care
Diana Barb | David E. Kleiner | Rohi R

Primary risk assessment, e.g., FIB-4

\

( FIB4 2 1.3 )
No Yes
FIB-4 > 2.67
Consider referral l
Persistent Gl/Hepatology Care
TALT andAST
NASH or cirrhosis

GOAL: Identify/manage patients with ‘at risk’

Reassess periodically:
* FIB-4 every 1-2 years if ) 2
T20M/ore T20M or 22 Secondary risk assessment * Review/parform primary/secondary risk assessment
metabolic risk factors Risk Level VCTE or ELF » Consider additional stratification with MRE, cT1
Ragm syt | (i a0 [ 1) o
no < ;
p . Low risk Int te/
metabolic risk factors Intermediate | 8-12 | 7.7-0.8 n high risk
High i e
woe | = NCTE| ==
+ Cardiometabolic risk rililuction and preferential use Consider liver biopsy
of meds with potential lIAFLD benefit « Indeterminate NITs
* Ongoing assessment i alcohol intake E L F « Diagnostic uncertainty
* Lifestyle management|

Either Care Setting

EEME-EME —

* Persistently 1 ALT and AST

Suspect cirrhosis
(clinical, imaging,
or ELF >11.3)

Sefm == == 1
ttb-ts:bal" e )

« Reassess in 2-3 years * Reassess annually
= Consider pharmacotherapy

( Staged |

» Cirthosis-based

management

Fib-4 index 1.3~2.66Z M{A[7Z 5B TH T 5 NS R DERE
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AASLD Practice Guidance on the clinical assessment Hepatology 2023;77:1797-1835.
and management of nonalcoholic fatty liver disease

Mary E. Rinella’ | Brent A. Neuschwander- Clinical Suspicion for Fatty Liver Disease

Mohammad Shadab Siddiqui® | Manal F. Abc

Diana Barb® © | David E. Kleiner’ ® | Rohi

Primary risk assessment, e.g., FIB4

!
FIB4213

In patients older than age 65, a FIB-4 cutoff of >2.0 should be
used. FIB-4 has low accuracy in those under age 35; thus,
secondary assessment should be considered in those <35 with
increased metabollc risk or elevated liver chemistries.

&BbT%EL\

* Reassess In 2-3 years *Reassessannually  + Cirrhosis .based
= Consider pha‘n"aco"‘eﬁ]‘))’ anaqemenl

Fib-4 index 1.3~2.66Z M{A[Z 5 EER TH U T M NS ERDERRE
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OF HEPATOLOGY

EASL-EASD-EASO Clinical Practice Guidelines on the
management of metabolic dysfunction-associated steatotic
liver disease (MASLD)"

European Association for the Study of the Liver

Association for the Study of Obesity (EASO) Type 2 diabetes

oF

obesity + 21 cardiometabolic sk factons)

oF

persistently elevated liver enzymes

J Hepatol 2024;81:492-542.

<1.3

Intensified management
of comorbidities™**

re-assass FIB-4
at =1 yaar

He-assess FIB-4
every 1-3 years

FiB-4 |

=267

[ or alternativegies

I
=85.0 kFa

VCT
MR
ELF

&1.3

I\—n[ Hepatology referral j

+  Diagnostic work-up and management plan for
livar-related culcomes

+ |ntensified management of comorbidities (in a
multidisciplinary team)

FIB-4 indexZ33%(Z %+ Tfollow
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EASL-EASD-EASO Clinical Practice Guidelines on the
management of metabolic dysfunction-associated steatotic
liver disease (MASLD)"

European Association for the Study of the Liver .’ H e pato I 2024; 8 1 :492'542 .

Association for the Study of Obesity (EASQO) Type 2 diabetes
or
obesity + 21 cardiometabolic nsk factons)
or
persistently elevated liver enzymes

FIB-4 thresholds valid for age <65 years
(for age >65 years: lower FIB-4 cut-off is 2.0).

veT J
ivelfest™™

I\—p[ Hepatology refemal j

<8.0 kPa
[ Intensified management

of comorbidities** VCT
re-assass FIB-4 M R

at =1 year Flaﬁ ELF

&1.3

+  Diagnostic work-up and management plan for
livar-related culcomes

+ |ntensified management of comorbidities (in a
multidisciplinary team)

He-assess FIB-4
every 1-3 years

FIB-4 indexZ33%(Z %+ Tfollow
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FDA NEWS RELEASE

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

Today, the U.S. Food and Drug Administration approved Rezdiffra (resmetirom) for the
treatment of adults with noncirrhotic non-alcoholic steatohepatitis (NASH) with moderate
to advanced liver scarring (fibrosis), to be used along with diet and exercise.

HARRFBIVED ZBABIEEISE (Resmetirom) HY
MASLDIZx 9 5D FEFIEL TFDATEESNT-

March 14, 2024



MASLDEEflZ Xt R ELT- B RIRFBILEL ZBRAEBIEEIZE (Resmetirom) DAEZHER

Harrison SA, et al. New Engl J Med 2024;390:497-509.
FRBERILE ZEREBEEIZELZ ALV 5280 TS5tAR 3t BEER (Phase 3 Trial)

Primary end point-1 Primary end point-2 Secondary end point
A NASH Resolution with No Worsening of Fibrosis B Fibrosis Improvement by =1 Stage with No Worsening C Percent Change in LDL Cholesterol Level at Week 24
100+ of NAFLD ACtiVity Score 5
P<0.001 P<0.001 100 . P<0.001 P<0.001
7 ], P<0.001 P<0.001 H—
29.9 74 - 0.1 -13.6 -16.3
@ 30- . 8 07 -
=] 25.9 2 1
£ s = 2 Vet ss | §
5 EEIEE £ ol 242 &
= § 7 kme 5,
5 204 LFEH S . 2
& 16~20% g | 12720% S
t 154 8 i 14.2 o -10-
S = 15 c
5 10 > 4 S
-1 Q 10— E'J
o o o _154
=
5 5] :
0 =
Placebo esmetirom, Resmetirom, Placebo Resmetirom, Resmetirom, ~20 Placebo Resmetirom, Resmetirom,
(N=318) 80 mg 100 mg (N=318) 80 mg 100 mg (N=321) 80 mg 100 mg
(N=316) (N=321) (N=316) (N=321) (N=322) (N=323)

B ELZHEDOLIINASHEE NASHEEZEDGULVGHEE LDL-CDIETF

AR RV ELZBREBEBREOREKGRITEH ELBHELThEHELE



MASLDEEflZ Xt R ELT- B RIRFBILEL ZBRAEBIEEIZE (Resmetirom) DAEZHER

Harrison SA, et al. New Engl J Med 2024;390:497-509.
FRBERILE ZEREBIEEIZELZ ALV 5280 TS5tARxt BEER (Phase 3 Trial)

Safety
Placebo B Resmetirom, 80 mg M Resmetirom, 100 mg
(N=321) (N=322) (N=323)
100 —
90 —+
2 80+
@ ’
g 70 THi ES
o
8 60
o
v 5S04
&
£t 401 33.4
S 304 27.0 e
& 204 156 - 189
- 12.5 11.5 109 127
. H 1
e — s
Diarrhea Nausea Serious Adverse Event

BEEZ (B vs. EFES0mg/100mg) : THi, 16% vs. 27%/33%: B, 13% vs. 22%/19%
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Harrison SA, et al. New Engl J Med 2024;390:497-509.
FRBERILE ZEREBIEEIZELZ ALV 5280 TS5tARxt BEER (Phase 3 Trial)

Safety
Placebo B Resmetirom, 80 mg B Resmetirom, 100 mg
(N=321) (N=322) (N=323)

100

HARTIEE/ZEZGL

Phase 2D BGRBERD WhE

Q

on

% 40 - 33.4

27.0

§ o X —
20 15.6 l 12.5 . 11.5 109 12.7
. . B
gE 1 i I 1 B

Diarrhea Nausea Serious Adverse Event

BEEZ (B vs. EFES0mg/100mg) : THi, 16% vs. 27%/33%: B, 13% vs. 22%/19%
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. o Alcohol drinkin
AASLD practice guidance 2018 Kamada Y, et al. (mele: <30 gy, female: <20 gday)
J Gastroenterol 2021;56:1045-61.
20. Weight loss generally reduces HS, achieved either Yes No

by hypocaloric diet alone or in conjunction with 3FHE ﬁ 17]-'] (BM Izsiiﬁ) (j: abstinence [—{ _ Lifestyle modification
E ................... - i F:gctuos: eatin

increased physical activity. A combination of a hypo- {*53'5%@;)&; e | x Eas?lzatitrt'lgkt_ ’
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Late evening snack

Evaluation for CVD risk/sarco
| Severely obese (BMI>35) || Obese (BMI>25) | | Non-obese (BMI<25) |

caloric diet ‘daz’h-; reduction bx 500-1 i 000 kmlz and
moderate-intensity exercise is likely to provide the best
likelihood of sustaining weight loss over time.

21. Weight loss of at least 3%-5% of body weight _ |
appears necessary to improve steatosis, but a greater Guidance statements: i |

. : : and exercise
weight loss (7%-10%) is need rove the majamy 20. Patients with NAFLD who are overweight or —; I
of the histopathological fea

ing obese should be prESBrle{! W -eduction (>7%) @ TBW reduction (3-5%)
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EASL-EASD-EASO Clinical Practice Guidelines on the
management of metabolic dysfunction-associated steatotic
liver disease (MASLD)"

European Association for the Study of the Liver (EASL)", European Association for the Study of Diabetes (EASD), European
Association for the Study of Obesity (EASQO)

J Hepatol 2024;81:492-542.
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Weight loss goals Recommendations to all MASLD Implementation
® Diet quality Physical activity
MASLD g 25% lq' steatosis * Mediterranean diet * Tailored to the ind‘r.v.idual's * Multidisciplinary care
with 3 reduction +  Minimising processed preference and ability + Lifestyle evaluation during
s < X meat, ultra-processed + >150 minweek of healthcare visits
fobesity 2 § il 'o_r H. foods and sugar- moderate- or 75 min/week || . Affordable structured
s 2 and fibrosis reduction sweetened beverages of vigorous-intensity lifestyle interventions
ical activi s s
E— § 8 Consider incretin- + Increasing unprocessed/ pr.ry-sn 2 o . * Individualised plan
—_— = .g based weight loss minimally processed foods * Minimising sedentary time degendmg :fn the =
c . . patient's preferences a
MASLD § z Sl N economic constraints
5 + Smoking: avoidance -
with 59 Consider bariatric + Behavioural therapy
= g « Alcohol: discouraged or
class ll or "I 2 pmmum
. O s avoidance in advanced
obesity b/}
5 fibrosis or cirrhosis
22 n J
vy S .
L= (" MASH cirrhosis
E ~ 4 » Lifestyle adapted to the severity of liver disease and
( ) ° § i nutritional status
MA(SLD § * Sarcopenia or decompensated cirrhosis: high-protein diet
‘”‘"‘al | = 3-5% weight reduction and late-evening snack
nor,mm + Compensated cirrhosis with obesity: moderate weight
| B | 1 reduction plus high-protein intake and physical activity
» \ \ LAY J
(- \
[ Prevention of MASLD and HCC Long-term goals:
* Preventing obesity Quality of life and survival
i diee S Cardiometabolic benefits
* Reguiar physical activity Prevention of cirthosis, HCC, T2D, cardiovascular disease
* Avoiding smoking and alcohol
- J

BMIICIL U= E;

DOEEANBEESN]



Clinical Practice Guidelines JOURNAL
OF HEPATOLOGY

EASL-EASD-EASO Clinical Practice Guidelines on the
management of metabolic dysfunction-associated steatotic J HepatOI 2024 ;81:492'542.
liver disease (MASLD)"

European Association for the Study of the Liver (EASL)", European Association for the Study of Diabetes (EASD), European
Association for the Study of Obesity (EASQO)

Weight loss goals [ Recommendations to all MASLD Implementation ]

[ —
N

o
y )

weo | |§ || meesses  § BMI 25.0 kg/m2ELE

with g reduction
Dje;”e‘itgm € 27-10% for MASH u Wzs%uiwﬁg HEHH{EO)& =

oDesily - o E
é and fibrosis reduction I
o ; = % =
N B ARE7%LL LDBE RIE-HRiEEDRE

(IR———===uu o7 based weight loss . -

é B || drugs Other lifestyle habits sk

MASLD = g + Smoking: avoidance .

with S Consider bariatric S * Behavioural therapy
dass Il o il =i s g * Alcohol: discouraged or
procedures ;

obesity ° s avoidance in advanced
Q 3 fibrosis or cirrhosis
PO -]

SR a

MASH cirrhosis ]

BMI 25.0 kg/m2k i
AEISUDEE

3-5% weight reduction

Prevention of MASLD and HCC Long-term goals:
* Preventing obasity Quality of life and survival
* Healthy diet Cardiometabolic benefits

* Regular physical activity
* Avoiding smoking and alcohol

BMIIZISCT-AERADDEENFRESNT-

Prevention of cirrhosis, HCC, T2D, cardiovascular disease
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management of metabolic dysfunction-associated steatotic
liver disease (MASLD)"

uropean Association for the Study of the Liver (EASL)", European Association for the Study of Diabetes (EASD), European

Association for the Study of Obesity (EASQO)

Recommendation

e |n adults with MASLD, physical activity and exercise should
be recommended to reduce steatosis, tailored to the in-
dividual’s preference and ability (preferably >150 min/week
of moderate or 75 min/week of vigorous-intensity physical
activity) (LoE 1, strong recommendation, strong
consensus).

-hEEDHER; 15057 LLL/E (203 LLE/B)
-BEOASR ;759 Ll E/E (10458l E/B)
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EASL-EASD-EASO Clinical Practice Guidelines on the
management of metabolic dysfunction-associated steatotic J HepatOI 2024;81:492'542.

liver disease (MASLD)"

European Association for the Study of the Liver (EASL)", European Association for the Study of Diabetes (EASD), European

of Obesity (EASQ)

Recommendation

[ 5% D P55 D ESh i)
BPRRELTHOERRE 4~5 METs DR BRRES)
(20~30 43/8) EfFARL—=2% (15~20 43/H)
DEEZFEBRITI.

consensus).

-hEEDHER; 15057 LLL/E (203 LLE/B)
-BEOASR ;759 Ll E/E (10458l E/B)
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AASLD Practice Guidance on the clinical assessment
and management of nonalcoholic fatty liver disease

Mary E. Rinella' @ | Brent A. Neuschwander-TetriZ © |
Mohammad Shadab Siddiqui® | Manal F. Abdelmalek* | Stephen Caldwell® |
Diana Barb® © | David E. Kleiner’ © | Rohit Loomba®

Guidance statements:
20. Patients with NAFLD who are overweight or

obese should be prescribed a diet that leads to a
caloric deficit. When possible, diets with Jimited

carbohydrates and saturated fat and enriched
terranean_diet) should be encouraged due to
their additional cardiovascular benefits.

Hepatology 2023;77:1797-835.

' RIKE - faFn AR AR (2 X B )

Clinical Practice Guidelines JOURNAL
OF HEPATOLOGY

EASL-EASD-EASO Clinical Practice Guidelines on the
management of metabolic dysfunction-associated steatotic
liver disease (MASLD)"

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

Recommendation

e |n adults with MASLD, improving diet quality (similar to the
Mediterranean dietaz Eattern!, Iimiting the consumetion of
ultra-processed food !rich In sugars and saturated fat! and
avoiding sugar—sweetened beverages should be recom-
mended to improve histologically or non-invasively
assessed liver injury (LoE 2, strong recommendation,
strong consensus).

J Hepatol 2024;81:492-542.
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AASLD Practice Guidance on the clinical assessment

) i ) Clinical Practice Guidelines JOURNAL
and management of nonalcoholic fatty liver disease OF HEPATOLOGY
Mary E. Rinella’ © | Brent A. Neuschwander-Tetri” © | . EASL-EASD-EASO Clinical Practice Guidelines on the
M?hammaishadab Siddiqui” | Manal F. Abdelmalek” | Stephen Caldwell” © | management of metabolic dysfunction-associated steatotic
Diana Barb | David E. Kleiner | Rohit Loomba

liver disease (MASLD)"
G u id a n c E State m E nt S - European Association for the Study of the Liver (EASL)", European Association for the Study of Diabetes (EASD), European

Association for the Study of Obesity (EASO)
20. Patients with NAFLD who are overweight or R dati
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The rates of cases, who indicated each decrease rate (%
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FROHREHER

Propensity-score matched analysis : 1%, ZE#f, B2ERE, 8RR, B EREBEZYYFT

H; ARBEaf (n=24)
NH;JEA PR EE (n=24)

AST

NE

ALT
&=

vGTP
W&

H NH

B B B B .

H NH| H NH| H NH| H NH| H NH| H NH H NH| H NH
>10% >20% >30% >10% >20% >30% >10% >20% >30%

(*P=0.060) | (*P=0.002) | (*P<0.001) | (*P<0.001) | (*P<0.001) | (*P=0.002) | (*P=0.003) | (*P=0.008) | (*P=0.004)

Decrease rates of AST

6M A

Decrease rates of ALT

Decrease rates of yGTP
Akuta N, et al. Hepatol Res 2023;53:607-617.
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Propensity-score matched analysis : 1%, ZE#f, B2ERE, 8RR, B EREBEZYYFT

H; ABT % (n=24)

1 NH;3EABEEF (n=24)

BW
WE

BMI
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Akuta N, et al. Intern Med 2024 Online ahead of print.
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Newsome PN, et al. New Engl J Med 2021;384:1113-1124.
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company O
announcement

novo nordisk

Semaglutide 2.4 mg demonstrates superior improvement in
both liver fibrosis and MASH resolution in the ESSENCE trial

Bagsvaerd, Denmark, 1 November 2024 - Novo Nordisk today announced the headline results
from part 1 of the ongoing ESSENCE trial, a pivotal phase 3, 240-week, double-blinded trial in
1,200 adults with metabolic dysfunction-associated steatohepatitis (MASH) and moderate to
advanced liver fibrosis (stage 2 or 3)'. Part 1 of the ESSENCE trial evaluated the effect of once-
weekly semaglutide 2.4 mg on liver tissue (histology) compared to placebo on top of standard
of care for the first 800 randomised people at 72 weeks.

GLP-1Z B A 1EEIZE (Semaglutide) D E3FAHER T
BIFGEENFONT
Nov 1, 2024
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AASLD 2024, November 15-19, San Diego, USA.
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GLP-1Z R F{EENZEZX AL V=728 0D TS5t xR ER (Phase 3 Trial)
AASLD 2024, November 15-19, San Diego, USA.
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BEEZE % (Semaglutide vs. Placebo) : Fatal AEs, 0.4% vs. 1.5%; Serious AEs, 13.4% vs. 13.4%
IE5, 36.3% vs. 13.2%; T, 26.9% vs. 12.2%; {E#H, 22.3% vs. 8.4%; NERT, 18.6% vs. 5.6%; BAIE T, 14.0% vs. 2.8%
REEBEE, 2.5% vs. 1.5%; FFEE, 3.6% vs. 6.3%; HAIREER, 2.3% vs. 2.8%; [E, 8.3% vs. 9.4%; LM BB, 10.8% vs. 10.6%
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Takahashi H, Eguchi Y, Anzai K, et al. Hepatol Commun 2022;6:120-32.
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New Engl J Med 2016;375;311-22.
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