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Rao G, et al. Frontiers in medicine 2023. 1294267.
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RN ATFREFE = (EASL) (K ERFAERFES(AASLD) S, NAFLD. NASH7: EDRERGEFEE DR ZN2023F6
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1980 1986
! ) ! ) ! ) 1 ) ! )
Fatty liver NASH NAFLD MAFLD MASLD
4 MASLD : metabolic dysfunction associated steatotic liver disease N
et RefE = BEERR AL TR =
MAFLD : metabolic dysfunction-associated fatty liver disease
R RE IR ZE B ERS AL TR =
\_ NAFLD : non-alcoholic fatty liver disease 3EJ7)L—)VI%RERAIERTEE Y,

MASH : metabolic dysfunction associated steatohepatitis
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NASH : non-alcoholic steatohepatitis 3EJ7)L0—)VI4ERERBAT &
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(MAFLD |+ "Ey/Eey

Steatotic Liver Disease
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§ (MASH) 4 predominant predominant L diseases
s e 20130 30 w0 .
Average daily alcohol intake (g) Rinella ME J Hepatol. 2023;79:1542-1556
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MASLDENAFLDODLEE?

Metabolic-associated dysfunction steatotic liver disease and non-alcoholic fatty liver disease

have similar clinical profiles, non-invasive biomarker thresholds and mortality

|

Demographic and clinical profiles of
individuals (220 years) classified as NAFLD
and MASLD in the U.S.

Accuracy of FIB-4 and ELF for predicti

and

significant (stage 2-4) fibrosis among

NAFLD MASLD \

individuals classified as NAFLD and MASLD

pecific mortality rates per

1,000 person years (PY) among individuals
classified as NAFLD and MASLD in the U.S.

25
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NAFLD

[ ] Age 47.8vs. 486 yr 20| 2 19 ENAFLD  EMASLD
o : n=235
Male  52.5% vs. 53.8% s -
o 15
=3
White  75.4% vs. 75.8% %
/ a 10
2
NAFLD MASLD &w
High BMIWC 86.7% 91.5% 5
High glucose 48.0% 50.7%
High blood pressure 58.0% 61.3% . F ] .
i - & All-causes Cardiac Cancer Diabetes
High triglycerid 58.9% 61.9% i
ligh triglycerides | 5
Low HDL cholesterol 60.2% 63.2% 5 cemEn N
=t I There were no differences in all-cause and cause-
T rdance between NAFLD and r— — p cific mortality rates between NAFLD and MASLD
MASLD is Cohen' kpp a coefficient of 0.968 up to total PY of 53,984 and 50,894 (p >0.05)

) NAFLD&:MASLDw—H$ 99%

Younossi ZM, et al. J Hepatol 2024;80:694-701

Concordance between metabolic dysfunction-associated steatotic liver disease (MASLD)
and nonalcoholic fatty liver disease (NAFLD)

NAFLD
(n = 3709)

E£APIT—4 NAFLDEMASLDO—HE : 94%

Iino C, et al. APASL2024% 3
Tateda T, Iino C, et al. PLOS ONE. 2022

-—————

Over 96% of Japanese patients

was ) whowsreprviousyaagnosed  + NAFLDEMASLDIH(EE—BL THD. BEONAFLDT —SIEHAT
MASLD. ZBREEZBNTL,

HA NAFLDEMASLDOD—IE : 96%

MASLD diagnosed by the original waist circumference criteria
(> 94 cm for males and > 80 cm for females)

—HR(GBI TEL NI TEPODESH T, E27 —
9 30REEN'®DD.

ATIESHITIET

Suzuki K, et al. J Hepatol Res 2024,;54:600-605
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MASLD prevalence!
) 30.05% (27.88-32.33%)
! MASH prevalence 5.27%

|

25.10 (20.55-30.28)

36.53 (28.63-45.22)

28.02 (24.69-31.60)
East Asia
29.71 (25.96-33.76)

A

Japan
25.51 (23.29-27.87)

South Asia
33.83 (22.91-46. 79)

33.07 (18 99-51. 03)

North America and
Australasia
31.20 (25.86-37.08)

South America
44.37 (30.66-59.00)

Y Seko et al. J Gastroenterol 61:880-908 MASLDEZER 1 RS1>2026
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Hokkaido, 25.06%

. % (16.88-35.52%] 60.0
Prevalance Total NAFLD prevalence in Japan .. e 54.2
W 27-30% Overall 25.51% o
B 2¢-27% [23-29%-27-87%) < 50.0
- >30% N=36, n=145,853 'v | §
<21 %
© 40.0 33.7 33.0
21-24% Tohoku, 29.60% © .
[27.72-31.56%) > 28.0 .
Chubu, 20.37% N=1; n=2,172 &’ 30.0 ./

[17.73-23.28%] 4 _ 22-9/
N=5; n=72,684 - .

0,

Chugoku, 26.84% f Kanto’ A 20.0

[i,ifgniiizl? M [21.88-32.36%] — 2020 2030 2040

N=8; n=18,772

4 : —o— QOverall —e—Male —#—Female
hu, 22.12% < Kinki, 27.38% = .
K‘[Il‘:zs.7:-25.941%] ,’ g [2"3‘.olo-32.23%] MASLD@{%&M#’;E@%&E
N=6; n=3,810 -y Shikoku, 31.14% N=5; n=5,548
[23.48-40.00%)
' N=3; n=11,042 .
)
%ﬁﬁ Ito T, Hepatology international 2021 15:366-379 14_' / 0 ) i
s s with diabetes mellitus
EARGERIGHE
O v
~
20317k -
with hypertension
4%
Not SLD o MetALD
67% 3% ALD
1% Specific Etiology SLD 48%

2% Cryptogenic SLD

with dyslipidemia
T
Furusawa K, Iino C, et al. J Clin Med. 2026;15:2860. Y Seko et al. J Gastroenterol 61:880-908
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Huby T. Nat Rev Immunol. 2022, 429-443
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Targher G. et al. N Engl J Med 2025 393:683-698
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1.01
(]
& 0.8-
©
; 7 P=.238
S 0.6
s I Non-NASH, Fib (-)
> "1 Non-NASH, Fib (+) _
w 947 | 7 NASH, Fib (1) fe00)
= 11 NASH, Fib (+)
= — Censored
8 0.219 | 4+ censored
—— Censored
—— Censored
0.01
1 1 1 1 I
0 D 10 19 20

Follow-up (years)

® R LOHBIEFITEFRIMTETHS.

Angulo P, et al. Gastroenterology 2015

REABAE - SEhE - FRiEICE FiRDBAGR

Higher
prognostic
value

Lower
prognostic
value

Fibrosis

® HRIEALER(IMASLDD FRARERF THd,

Loomba R, et al. Gastroenterology 2015
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1398

FO-F1 \ F2 F3 4
Adults with nonalcoholic loor mild fibrosis /  Moderate fibrosis Bridging fibrosis Cirrhosis
fatty liver disease N=780

4.6 years
(range, 0.3-21.6)

N=394 N=198 N=26
»y Incidence per 1,000 person-years I‘

ity 4.5 4.9 8.2 24.2
4 G 2.8 5.4 215 B
9

oo ﬁ:ﬁatocellular | A
L ‘ 'éarcinoma 1 .7 4.5 14.2 1 K:‘)

Increasing fibrosis stage is associated with increased risks of liver-related events.

Fujii H, et al. Clin Gastroenterol Hepatol 2023,21
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IL-15
T Innate immunity:
Proinflammatory %&
cytokines
NF-
ROS
ER stress
JNK
NLRP3
STAT3

kB

TAdagtive Immunity:

Stroke

Th1/Th17 cells
CD8*CXCR6*PD1* T cells

L4

Pro-inflammatory
diet

- Heart failure
arrhythmias

Myocardial infarction
Atherosclerosis

I~ Chronic kidney
| disease

Stomach
cancer

Colorectal
cancer

G Targher, et al. Gut. 2024 7:691-702
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FFHEZE Rk X DHETS FHEZRE (2017 /1£2018-2021FDLEER)

(%)
()
. Specific infectious Cryptogenic liver cirrhosis
Specific infectious Cryptogenic liver cirrhosis D[l“‘lgr""::“" diseases 2
diseases 6% ,j y 0.02%
Drug-lnduoc;gvllver injury 0.01% - Congestive liver
o o
50 Congestive liver Cholestasis o
diseases 3.4% Hereditary 0-7% ¢\ tasis
0.4% AlH metabolic 4.4%
Hereditary metabolic 2.7% dlze;;es
diseases NASH A Al
40 025 6.3%
35.4
ALD
30 09 »
19.9%
23.8 24.9
19.6 HCV 234 — HBV+HCV
0.4%
20 Others 35.4%
13.7 14.5 16.3 —@ 18.1 HBV+HCV
13.6 . NASH

| : —Q— 14.6 N |
10 Hj :fg//. ® 5 -2017 2018-2021
52 5 BV (N=48,621) (N=15,517)
M HBV+HCV
: 0:6 0.5 0.6

-2007 2008-2010 2011-2013 2014-2017 2018-2021

(N=14,051)  (N=6,506) (N=8,284)  (N=16,993) (N=15,517)
Diagnostic year

® HCV. HBV(E&EIU. MASHY®Z)Ld—-ILAMENIL TLVS,

Enomoto H, Hepatology Res 2024 54:763-772
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0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

(N=15,517)
(N=2,690)
Took 65 a3
(N=2,081)
(N=3,578)
(N=1,504)
N T e— 02 - -
(N=3,056)
(N=799)
Tl — I s s
(N=770)
(N=1,039)
HBV HCV HBV+HCV ALD NASH AlH Cholestasis Others Cryptogenic LC

Enomoto H, Hepatology Res 2024 54:763-772
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D

Hokkaido | 96 s [ PO .o |
(N=2,690) -
AR

’ BE
(N=3,578) 1
7

i ES

(N=1,504) 2L

o EEEN Wl - - s
(N=3,056) i £[E¥19 : 75.4 L/E

cugoke [ ma 27.7 36 i
(N=799) E— = Bitith5 : 81.8 L/£F

K
Shikoks &4 s s s =

(N=770) - Bala 194.1L/%

Bl

(N=1,039) L

HBV HCV HBV+HCV ALD NASH AlH Cholestasis Others Cryptogenic LC g;

Enomoto H, Hepatology Res 2024 54:763-772 &k
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Cederbaum Al, et al. Clin Liver 2021 Seitz HK et al. Life 2023




HERB AT D F 1R FRTE

A OiwHEAL

MASLD MASH BFREZS

Rt Oy i 7 8

AHiEEL 5 D 2 lisiaa T H:FE H:Fzzé

FE A BhE FFBaiE

NAFLD-NASHEZEHA R514>2020




SLDODHTMASLD. MetALD. ALDOANRY MRERLFIRELE

‘ Steatotic Liver Disease

(SLD)
Alcohol-
" 7J) Metabolic MASLD and increased alcohol intake* Specific aetiology SLDJ [ Cryptogenic SLD
' \ — \ Py Dysfunction-Associated (MetALD) associated
q: Steatotic Liver Disease lA:?\?;Oglfse;aat::)
(MASLD)
, MASLD ALD (ALD)
pr Drug-Induced
Liver Injury
------- I 140/210 210 280 350/4@ (DILI)

Metabolic Weekly alcohol intake (g)

#Dystunclion-Associated® I = . SR mEmEmate E -0 2
1 Steatohepatitis ',‘ MASLD ALD 1 Monogen'lt:
X ¢ (MASH) J predominan t predominan t diseases
ol 20/30 30 40 50/60!
Miscellaneous***
Average daily alcohol intake (g)
FFEEA N> b DIIEAARY B Fi&

05 = MASLD 20 — MASLD 1.0 - MASLD
— MetALD = MetALD — MetALD

. ALD ALD 08 ALD
x s 157 =
[} o ;—
Q o [z}
c _
g o3 g g 06
2 £ 10 2
2 2 g
& 02 T 5 2 o4
= S S
£ £ £
3 3 5

05 i
01 02 -
4.‘-_--
00 | — 00 | = 0.0 |- e
T T T T T T T T T T T T ' T T T T T T
0 1 2 3 4 5 Yyears 0 1 2 3 4 5 years 0 1 2 3 4 5  years

o FFEHEANY MEFIUFETDRIEFHELERFALDTRESL LMEANY MOFEEEEIMASLD TREEN O,

Tamaki N, et al. Aliment PharmacolTher 2024
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D/NASH
MASLD j"‘ﬁ?.‘;‘( I~74J

2020 &
ws BEHLBRYS - BEFRYS

iRl (FFERR)

MASL MASH
EEBIEONE s ool
PR AR ORE AL
=E DL W) 72U
B SEIEL BitRBOEHE
(CLDIRE
W) 2L
IR IZERK, PIES 2 BIEPRIR fEE =0T
(BEZE7%ULE) At50 (1>RUARIE) EEIE
s g g EATUIY> 29F>  ARB  EHISE
XL LT GLP-171=2Z ACEFR=
SGLT2PHESR

NAFLD-NASHEZERA R51>2020
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[£EFBEDURE] RE L SHEE - EEFDIEE
FERLDOEIR ZEEIEIC L DZIE
« BMI<25kg/m? 1 3~5% : BFAERH LD E « EHAN AR SE BB DFTAM
« BMIZ25kg/m? : 5%t : FFARESL D E - ERME L IAERIBRETO IS A
7% AL RIE &R EDE « ITENEDE
FFEEDYRZI AU ~ MASLD D EZ BN E ULTEHBFEZBDNY R IA Y S
20264 6H GLP-1 SHAIFEE BB IE 2 BUNEPKTR FEEEEE
RPRAEE (F2/3 ; #EEA | 55) ™
ggng%4;§g§‘$;’§@% BMIZ27 kg/m? + GLP-1 SEMHMAEEE | « 29F Y
i i * CLP1ZHAMEE || .« GIP/GLP-18R% || + RYT4 75—k
SGLT2MAZEE = {EENEE
(EREB ; 58) * GIP/GLP-12&4 || . SGLT2REE
CAIVE)Y U7 AUV
SRR E
PY4=VE < HE - HHE
(ZEB ; B) Ff
[ = F L (2 )
(RFBRARE
FFsiE

CGEVEIEAEZR | BQ)
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GLP- 123k {FE)ZX(IMASLDICEEH ?

® MASLDICIFUT. GLP-1SBSMAMEINZENEAEIRERT 3,
BB AR RA e AT —(2025 9D

[}Ei‘%@%ﬁé 55 (BEZ92%) (. IEFT VAL - Al BYIIFR 2026568 ERGEIMAKER

GLP-1Z&&{FEhZEDIERERF GLP-1 (glucagon-like peptide-1)
GLP-12Z5{b{EEn =S o /NEOADwHIAE (L) hSBR&IC
DESNBD1ILFORIVES
\ 4 \ 4 ® [MEMTFIECA AV i E{EE. J)

N p N> oyl BHERIELE, Bak%

) mpmmprEe (0 140R0: el

Vasnozm ) 1oy | DRLBEREEDI. e
o EROIMMEESMEMHIFEIRIF—H

LG e VMYURUR
@@ dLDLOLAFTO-
ftHDLOVAFO-)V

M AEEED D I7 1 N DE ViAE § I¥EE DFRER,
KRHBEEEFORENDERZEN{EA
I AERG{EDERE

>

MASH®DjH%

AR E{EDRE

[ AEEHHEIDLE DERE DEER 1AV AR D E ]

Abushamat LA et al. : Clin Gastroenterol Hepatol : 2024 1565-1574 Yabut JM, Drucker DJ. : Endocr Rev 2023 44 : 14-32 MASLDZHEAARS5422026 76— &D5| A
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