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SLD = ALD + MetALD + MASLD
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ALD + MetALD



0S-034 Corticosteroids are ineffective in individuals with severe alcohol-associated hepatitis and early spontaneous
improvement: a multicenter randomized controlled trial

C. Moreno et al MoAukevtpwkn tuxaomotnpévn neAétn — 10 Noookopeia oto BEAylo ano Oef 2018- Maog 2024

Eva % aoBevwv e Bapld AH — dpeon BeAtiwon peta tnv elocoywyn
? Na toug xopnynOei koptlovn r avapovn ?°?

* 69 aoBeveic >18 eTtwv pe Bapld katdxpnon
aAKOOA , mpoodatn evapén tktépou, Boyia pe
Bapld AH kat mDF > 32 otn elocaywyn

 Me autopatn peiwon xoAepuBpivng > 10%

* 28 NUEPEC
* Corticosteroids (CS) (methylprednisolone 32 mg/d).
* Placebo (P).

NUEPEC 5 HETA TNV ELCAYWYN).

Parameter Corticosteroid (CS) Placebo (P) p-value
Parameter Corticosteroid (CS) Placebo (P) D_e_crea_se in . 31 + 15% 27 + 11% Not significant
Number of bilirubin level (%)
e 38 31
articipants i
parielp D= elieey o 0.18 (0.07-0.30) 0.18 (0.07-0.40) p>009
Age 52+8 5110 of treatment
Male (%) 76% 63% Sl Ul 83 (72-96) 82 (69-98) p=0.88
Total bilirubin probability (%)
7.4 (5.1-10.8) 9.3 (6.0-17.6) :
(mg/dL) 1-month survival _ 3 _
probability (%) 95 (88—100) 94 (85-100) p=0.85
INR 1.64 (1.48-1.80) | 1.70 (1.48-1.98) orobability of
r robauliity o 48% 36% p = 0.41
L. infection (%)
mDF at admission 44 (37-57) 45 (40-58)
MELD score 21 (19-23) 21 (19-24) » HAwia kat Lille score onpavtikn cuoxétion He emBiwon otig 3 HAVEQ

» Zlotaon yla avopovn 5 nrepwv npLv tnv Evapén KOPTLKOCTEPOELS WV




LB-P024 Metabolic dysfunction- and alcohol associated steatotic liver disease is associated with higher
risk of advanced fibrosis and mortality than metabolic dysfunction-associated steatotic liver disease: data
from a large global biopsy proven cohort

Z Younossi —40 xwpe¢
2KOTOG :
2UYKpLon KALVLKNG €LKOvVOC Kol EKBaonc acBevwy pe (amodedetypevn pe Bogia) MASLD vs MetALD

MéEBoédoc :
gevtaytnkav 8808 Atopa mou aveédepav oToLXEL Xpriong AAKOOA (EpwWTNHATOAOYLO)
MetALD = xpnion aAkooA 20-50h/30-60g/nuEpa yuvaikes/avopeg

AnoteAéoparta:

Méon nAwkia 49(SD 14)€tn, 50% avdpeg, 43% A, BMI 33(SD 8) kg/m2, 67% naxvoapkol, 46% AY, 55%
uTeEpAuTLd oLl

lvwon: >F2 44% , >F3 26%, kippwon 9%

11% €xavav xprion aAkooA (<50/60g) - 170 acbeveic pe MetALD




MetALD vs MASLD
T e s

Amo Evpwmnaikn xwpa 75% 32%
Méon nAkia 57 49
Avopeg 68% 50%
AY 64% 46%
Kapdlayyeloka voorpata 16% 5%
ZNUOVTLKA WVWon 57% 44%
Kippwon 16% 8%
JUVOALKN Bvnouotnta 11% 2%
(mapakolouBnon 4.9 xpovia) HR 4,93(95%CI 2,8-8,7;p<0,0001)

A, YriepAutdatpia, mayxvoapkia , xwpilc onuavtkn dtadopa

Meta and mpooappoyn yla 0Aouc touc apayovteg (Cox model)
MetALD = avetdptntoc mapayovtog KvdUuvou yla Bavato amod OAEC TNG ALTIEC



MASLD



LB2553 High prevalence of undiagnosed liver fibrosis in the adult European population driven by metabolic
risk factors and alcohol consumption. results from the prospective liverscreen cohort in 30,541 subjects

P. Gines — Barcelona + 40 Evpwnaika Kévtpa

2KOTOC :

AveUpeon N SLOYVWOUEVWY a0BEVWV LLE TTPOXWPNUEVN NTTATIKA LVWON O0ToV YEVLKO TANBuouo
JUOoXETION ME HETABOALKOUC TIapAYOVTEC KLvOUVOoU

MéEBoédoc :
Mawo 2018 - AekepPpn 2024, evtaytnkayv 30,541 atopa > 40 xpovwv XwPLG LOTOPLKO NTIATLKI G VOOOU
NURSE:

*  Anuoypadika Kol KALVLKA OTOLXELa

*  BoOKA EpyaOTNPLOKA

*  Metpnon nratikng akapyiac (LSM) pe Fibroscan®

Av LSM >8kPa, n/kat ALT>1.5 ADOT — mapamopnny o€ NIAatoAoyLkn povada




AmtoteAéopato/ZupunEpAoA

Méon nAwia |58 years
, Ffuvaikeg 57%
Anpoypadika
nuoypad Kaukaowot | 89%

EMUMOAQOOG KOl TIPOYVWOTLKOL TTAPAYOVTEG YLOL NTTOTLKA LVWwon

Metabolic risk factors and alcohol use

Liver stiffness measurement (LSM)

Prevalence of LSM > 8kPa

4.6%

Prevalence of LSM > 10 kPa / > 15 kPa

2.5% /0.8%

Prevalence of LSM > 8kPa according to the
number of metabolic risk factors (MRF)

1.3% (0 MRF), 2.3% (1 MRF), 5.2% (2 MRF), 9.8% (3 MRF) and
21.6% (4 MRF)

Metabolic risk factors

Overweight / Obesity

40% / 26%

Dyslipidemia

53%

Arterial hypertension

35%

Prevalence of LSM > 8kPa according to the
number of metabolic risk factors (MRF) +
hazardous alcohol use

1.7% (0 MRF + alcohol), 4.5% (1 MRF + alcohol), 8.1% (2 MRF +
alcohol), 14.9% (3 MRF + alcohol) and 28.5% (4 MRF + alcohol)

Type 2 diabetes (T2D)

10%

Strongest predictors of LSM > 8 kPa

Obesity (OR 3.8), T2D (OR 3.0), high-risk alcohol (OR 2.5)

Alcohol use

Steatosis (CAP = 275 dB/m)

32%

Hazardous consumption
(SDU 214-21/w or AUDIT-C=5)

18%

LSM > 8 kPa with / without steatosis

8.8% vs 2.6%

High-risk consumption
(SDU=35-42/w or AUDIT-C=8)

3.4%

Chronic liver disease diagnosis

Confirmed in 31% of referred subjects (67% via biopsy)

Main etiologies

MASLD, ALD, MetALD

In this large-scale European cohort, we found a remarkably high prevalence of undiagnosed liver fibrosis mainly related to
steatotic liver disease driven by metabolic risk factors and/or high-risk alcohol consumption




GS-001 Diagnostic performance of imaging and serum based MASLD biomarkers: robust validation in the prospective
LITMUS imaging study

e Avaykn oplopoU aglomiotwy Blodelktwy yla tnv owotn dtayvwon kot otadltontonon MASLD.

2KOTTIOG : Xprion tn¢ MPoomTikn G HEAETNG «LITMUS Imaging Study» pe okomo tnv aéloAoynon tng StayvwoTtikng akpiBeLag
BlodelkTwy o€ pLa LeyaAn moAuKkevTpkn kooptn acBevwv (Evpwrn kat HMA) pe anodedeypévn pe Broioe MASLD

@" Evaluated biomarkers included:
2toxol:

° E E
e MASH US Elastography (VCTE and CAP)

: . * MRI(MRE, cT1, PDFF, deMILI, DWI)
e At-risk MASH (MAS>4 with at least grade « Blood based (FIB4, CK18-M30/65, PROC3
1 in each component and F > 2) ' '

e Ad d fibrosis (F3-4 * Multimarker scores (ADAPT, ELF, N1S2+°)
dvanced fibrosis (F3-4) « Composite scores (FAST, Agile 3+/4, MAST, cTAG, MEFIB)
* Cirrhosis (F4)

* All biomarker analysis was blinded. <(,-§

Minimum acceptable criterion (MAC): an AUC of 0.80 was established a priori as the
minimum acceptable diagnostic performance criterion.




AntoteAeopata ( biopsy versus biomarkers)

Performance of biomarkers for at risk MASH Performance of biomarkers for MASH
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Kavévag Blodetktng dev Eemépaoce to MAC 6oov adopa “at risk MASH” kot MASH (....NIS2+ ?)
Agile 3+ (AUC 0.89 (0.84-0.94)) kat MRE (0.91 (0.88-0.95) — onpavtikr afLlOmLOTIO VLo TIPOXWPNHMEVN LVWON
MRE (AUC 0.91 (0.86 — 0.95), Agile 3+ (AUC 0.89 (0.84 —0.94), Agile 4 (AUC 0.88 (0.83-0.94) LSM-VCTE (AUC 0.87 (0.83- 092)0- yLa KIppwaon



0S-011-YI Comparison of diagnostic accuracy and utility of 10 non-invasive tests for clinically significant liver disease among
a general population with metabolic dysfunction

L. Van Kleef et al- Rotterdam study kot NHANES — Screening 11.404 datopa pe petofoAkn Statapaxn (BMI 29, A 16%, maxvoopkia 32%)
OTOV YEVIKO MANBuouo

AST to platelet ratio (APRI), Cirrhosis Outcome Risk Estimator (CORE), fibrosis-4 index (FIB-4), Fibrotic NASH index (FNI), FORNS, Hepamet
Fibrosis Score (HFS), LiverRisk score (LRS), Metabolic dysfunction associated fibrosis score-5 (MAF-5), NAFLD fibrosis score (NFS) steatosis
associated fibrosis estimated (SAFE).

Mo NIT sival kaAutepo ??? yia TV dtayvwaon cofopol NIATIKoOU VOOOU

Best NIT(s) AUCS/p Zi:}f:;‘;'ty/

MAE-5 AUC: 0.80 Highest AUC; better specificity & fewer
LSM 2 8 kPa (7.7%) 7.7 Specificity: 62% referrals than FIB-4

FIB-4 Specificity: 24% Lower specificity;
LSM = 12 kPa 2.2 MAF-5 AUC: 0.87 Superior performance
Advanced fibrosis (Agile 3+ = 0.679) 4,3 MAF-5 AUC: 0.90 Best for detecting advanced fibrosis
MASH (FibroScan® AST score = 0.35), | 6.8 FNI, MAF-5 AUC: 0.93, 0.92 Both highly accurate
Cirrhosis (Agile 4 = 0.565) 0,6 SAFE, NFS AUC: 0.92,0.91 Best for cirrhosis detection

FIB-4, SAFE, NFS, FORNS, HFS Sensitivity: <10% Poor performance in young adults
Age 18-35 (top 20% NIT scores) FNI Sensitivity: 40% Better in young population

MAF-5 Sensitivity: 71% Best in young adults

Avtikatdotaon tou FIB-4 pe kaAUtepa test (MAF-57) Hepatology - 07 May 2025



AST to platelet ratio (APRI)

Cirrhosis Outcome Risk Estimator (CORE)- age, sex, BMI, AST, ALT, yGT, cholesterol, platelet count, albumin, bilirubin, glucose, triglycerides.
fibrosis-4 index (FIB-4)

Fibrotic NASH index (FNI) — AST, HbAlc, HDL

FORNS index - age, total cholesterol, yGT, platelet count

Hepamet Fibrosis Score (HFS)- age, sex, AST levels, albumin levels, HOMA

LiverRisk score (LRS)- age, sex, AST, ALT, yGT, cholesterol, platelet count

Metabolic dysfunction associated fibrosis score-5 (MAF-5)- waist circumference, body mass index (BMI), diabetes, AST, platelet count
NAFLD fibrosis score (NFS)- age, BMI, AST, ALT, platelet count, albumin, impaired fasting glucose/diabetes

Steatosis associated fibrosis estimated (SAFE)- age, BMI, diabetes, AST,ALT, platelet count, and globulin

CK18-M30/65 - cytokeratin 18 (M30 and M65) — apoptosis marker

PROC3 — fibrosis marker

ADAPT - age, diabetes, PROC3, platelets

Enhanced liver Fibrosis ELF - hyaluronic acid (HA), procollagen 1l N-terminal peptide (PIIINP), tissue inhibitor of matrix metalloproteinase-1(TIMP-1)
NIS2+® - miR-34a-5p, YKL-40, a2-macroglobulin, HbAlc

FAST - FibroScan-AST

Agile 3+/4 - LSM - AST, ALT, platelet count, sex, diabetes status, age.

MAST — MRI-AST

cTAG — MRI- AST, glucose

MEFIB — MRI-Fib-4

Somasignal tests — proteomics



Oepareia MASLD... TLvea ?7?7?



LB25112 Efruxifermin improves fibrosis in participants with compensated cirrhosis due to MASH: results of a 96-week,

randomized, double-blind, placebo-controlled, phase 2b trial (SYMMETRY)

N. Nourredin et al.
181 acBeveic pe MASH kippwon (3 Bloiec : screening, €B6 36 kat 96)

EFRUXIFERMIN urtobopla 28 mg 1 50 mg / eBdopdda vs PLACEBO yia 96 eBSopadec
? BeAtiwon tn¢ vwon¢ Toulaxtotov 1 otadilo (avtiotpodn Kippwonc) xwpic embeivwon MASH €B6 36 kat 96

Baseline

AtroteAéopaTa

Outcome PIa:eb EFX28 mg EFX50 mg p-value vs placebo
Cirrhosis reversal without MASH
worsening
mef'gf)comp'emr 14% 22% 24% ns
Week 96 Completer 0 o 0 .131 (28 mg)
(N =134) 15% 29% 39% .009 (50 mg)
Week 96 ITT o o o .194 (28 mg)
(N = 181, missing = nonresponse) L s A .031 (50 mg)
MASH resolution at Week 96 0 0 0 <.001 (28 mg)
(N = 106) 18% | >9% >5% 001 (50 mg)

Age (mean) 61 yrs

Female (%) 67%

BMI (mean) 36 kg/m?
T2D (%) 80%

Outcome EFX
Non-invasive v
improvements

ELF, LSM (fibrosis) Improved
ALT, AST (liver Injury) Improved

Gl events T

Adverse events

(mild—mod, transient)

[

Synchrony Outcomes ®aon |




LB2593 Treatment with resmetirom for up to two years led to improvement in liver stiffness, fibrosis biomarkers, fibrosis
scores and portal hypertension risk in 122 patients with compensated MASH cirrhosis

N. Alkhouri et al.
122 kippwTtikoil aicBeveic amod tnv peAeétn MAESTRO-NAFLD-1
AmnoteAeopatikotnta RESMETIROM ota duo xpovia

-
Resmetirom 80mg/d p.o. BeATiwoE OTATIOTIKA ONUOAVTIKA

AnoteAéopata

Baseline

VCTE (mean change, year 1/2)
MRE (mean change, year 2)

6.1 (1.4)/-6.7 (1.3) kPa
-0.57 (0.14) kPa

Age (mean % SD)

61.3 + 9.1 years

Female

56%

Hispanic

27%

BMI (mean * SD)

35.3 + 7.6 kg/m?

Type 2 Diabetes (T2D)

65%

P3NP (mean change, year 2)

-1.6 (0.57) ng/mL

Agile 3+ / Agile 4

-0.06 (0.01) /-0.09 (0.02)

MRI-PDFF (% change)

-33%

ALT / AST / GGT (% change)

-25% 1 -21% | -45%

LDL / ApoB / Triglycerides (%)

-20% / -22% / -30%

VCTE response rates

VCTE (kPa) 20.1(17.1, 31.3) 225% decrease (year 1/2) 46% / 52%
CAP (dB/m) 327 (292, 370) 225% increase (year 1/2) 12% | 9%
FIB-4 24(17,38) === . e
MRE (kPa) 5.2(44,6.3) . CSPH (Baveno VIl Criteria)
median, (Q1,Q3) - o
ELF 10.7 (10.0, 11.5) Baseline CSPH (probable/definitive)  |63%
MRI-PDFF (%) 8.6 (6, 11.5) Reversion from CSPH (year 1/ 2) 20% / 28% of CSPH+ no longer met criteria
Agile 3+ 0.96 (0.89, 0.93) Fibrosis reversion A
Agile 4 0.64 (0.40, 0.84) F4 to F3 transition at year 2 (" 35% (of patients with confirmed F4 at baseline)
Z

N\

<

MAESTRO-NASH OUTCOMES, ongoing 845 MASH cirrhosis trial




Efimosfermin alfa (BOS-580): Long-acting, Once-monthly FGF21

: - _ ~ Efimosfermin Once-monthly Achieved Statistically Significant
Analogue with Extended Half-life and Balanced Pharmacological Activity

MASH Resolution and Fibrosis Improvement

Additional disulfide bond

Fc-FGF21 analogue with enhanced stability

improves thermodynamic stability .
and reduces proteolytic lability MASH Resolution’ Fibrosis Improvement 21 Stage
3 ; . Without Worsening of Fibrosis at Week 24 Without Worsening of MASH? at Week 24
» Half-life of 21 days to support once-monthly dosing kil
resistance and prevent 80% y g=0 002 B 80%
» Balanced pharmacological activity through protain aggregation 68%
FGFR1c, 2c, and 3c and co-receptor, B-Klotho 70% 2 70%
s ¥ . 60% 60% p=0.038
» Manufactured in a mammalian cell line for human- — e
like glycosylation 50% 50% 45%
» In a Phase 2a study’, efimosfermin treatment : e A0
resulted in statistically significant reductions in liver ( 2 0%
fat, biomarkers of liver injury and fibrosis, and i gt b 21%
improved metabolic biomarkers, with a favorable reduces Fc-mediated ; 2%
safety profile in participants with phenotypic MASH bl g 10 10%
eks
after 12 we B Human FGF21 0 0%
/ . Human IgG1 Fc domain Placebo Efimosfermin 300mg Q4W Placebo Efimosfermin 300mg Q4W
(n=34 (n=31) (n=34) (n=31)

it e, 321, i oo 2 FFR. i o ot 1 | » | BOSIONBY == ‘ M. Nourredin AASLD 2024
Higher Proportion of Participants Achieved Meaningful Reductions in

Cnllagen Biomarker Profiles and Rapldly Induces Proportion of Participants at Woek 24, %
Histological Fibrosis Regression in Subjects with Pro-C3 Reduction 220% ELF Score Reduction 20.5 Pro-C3 Reduction 220%
MASH Stage F2-F3 Fibrosis in a 24-week Phase 2 Trial L, e . || mmrsm R
Kris V. Kowdley, MD; Gerard Bain, PhD; Matthew D. o1 il I— S 1 —
Bryant, PharmD; Margaret James Koziel, D; Mazen Noureddin, MD, MHSc ook | | 59% o 55%
4% 0% 36% a0t
, , , 26%
84 acBeveic — SuMAEG Bloyieg sl d e
— tayela petwon KoAaywvikwy deiktwy £B6 4, T ramo  Gmomuosom O paso  Gnotemepngom U s S o




FRI 333- Exercise partly protects against semaglutide-induced muscle loss in obese LDLR-/-.Leiden mice

J A. Inia et al Einthoven Laboratory for experimental vascular medicine, LUMC, The Netherlands

YepayAoutidn (aywviotng GLP-1) - anwAeia Bapoug aAAd Kal akoUola armwAeLo HUTKACG HAalog

LDLr".Leiden mice
(n=8 chow mice;
n=15 HFD mice/grp)

MeA€tn og maxVoopka ovtikia pe LDLR-/-.Leiden

? €4V N aoknon Ba purnopouoe va PHETPLAOEL TNV TiBavr] anwAela HUikng nalag mov oxetiletal
LE TN ogpoyAoutidn

32
0.25= *
HFD reference //{Wm T i_l
=0 0.20- X [[ean™ % il
x
HFD eontral
HFD | wrp > 28 015
m —
L (=]
Semaglutide HFD > HFD + samaglutide > 26 - 0,10
Exercise HFD | HED + exercise > 24 0.05-
0 -!- | 1 L 1 I I 1 0,00 = T T
t=-20 Time { ks) & soleus

=0

t=14 weeks

O ouvbuaoHOC oEHaYAOUTIONC HUe Aoknon Ba UrmopoUoE Vo ATIOTEAECEL LA TILO ATTOTEAECUATIKN) OTPATNYLKA Yyl TNV
npowBnon tng uylouc anwAeLlag Bapouc, Statnpwvtog mapdAAnAa tn puikn pala.



Kot aAda moAAa

e 0S-013 Optimizing non-invasive screening to reduce biopsy screen failure in clinical trials for metabolic dysfunction-
associated steatotic liver disease SomaSignal best

e 0S-017 Long-term air-pollution exposure is associated with metabolic dysfunction steatotic liver disease and liver
fibrosis in the general population

* 0S-052 Chronic exposure to microplastics and nanoplastics exacerbates western diet-induced metabolic
dysfunction-associated steatohepatitis: the role of gut microbiota

e 0S-053-YI Periodontitis drives steatotic liver disease progression via a microbiome-dependent oral-gut-liver circuit

e 0S-018 Impact of weekend warrior physical activity on all-cause mortality in metabolic dysfunction-associated
steatotic liver disease

* 0S-010-YI Informing management of patients at increased risk of hepatic decompensation by two-step non-
invasive assessment - a multicentre cohort study of 12,950 patients with metabolic dysfunction-associated steatotic
liver disease (MASLD)-low FIB-4 (<1,3) annual risk 0,04% - exclusion

* 0S-098 Direct effects of survodutide on liver endpoints beyond weight loss: insights from a phase 2 trial of the
glucagon receptor/glucagon-like peptide-1 receptor dual agonist survodutide in people with metabolic dysfunction-
associated steatohepatitis and fibrosis

* LBO-006 Belaﬁectin at 2 mg/kg/LBW reduces varices development in MASH cirrhosis with portal hypertension:
results from the NAVIGATE trial ( 78c6bou supavion kipowv : 17% pla vs 10% BLP)

e 0S-014-YI Bariatric surgery identifies a protective amino acid in metabolic dysfunction-associated steatotic liver
disease (glycin)



Glycine rich foods
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