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TOPICOS DE LA PRESENTACION

e De NAFLD a MASLD: cambio de nomenclatura

* Principios terapéuticos

* Farmacoterapia: presente y futura
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A paradigm shift: New SLD nomenclature

Metabolic
Dysfunction-Associated
Steatotic Liver Disease

(MASLD)

7’
4 Metabolic TR
| Associated

2 (MASH) .
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~ -
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/ Dysfunction- A

Steatohepatitis /

MASLD and increased alcohol intake*
(MetALD)

MASLD ALD.
predominant predominant

'140/210 210 280 350/420

Weekly alcohol intake (g)

MASLD ALD
predominant predominant

20/30 30 40 50/60

Weekly alcohol intake (g)

. _4

Alcohol- associated
(Alcohol-related)

Liver Disease (ALD)

*Weekly intake 140-350g female, 210-420g male (average daily 20-50g female, 30-60g male)
**e.g. Lysosomal Acid Lipase Deficiency (LALD), Wilson disease, hypobetalipoproteinemia, inborn errors of metabolism
***e.g. Hepatitis C virus (HCV), malnutrition, celiac disease

*tMASH is under the umbrella term, MASLD; *weekly intake 140-350’9
Modified from Rinella, ME et al. Hepatology. 2023. doi: 10.1097/HEP.

Specific aetiology SLD

Cryptogenic SLD

/a )
Drug-Induced Liver
Ly Injury (DILI)
G 4
f N
L, N!onogemc
diseases**
s _
7 B\
Miscellaneous
—>| %k ok
\ J

Adapted from Rinella ME, et al. Hepatology 2023

ggwé:g/(eméégggg zbnale (average daily 20-50g female, 30-60g male); **e.g. Lysosomal Acid Lipase Deficiency (LALD), Wilson disease, hypobetalipoproteinemia, inborn errors of metabolism; ***e.g. Hepatitis C virus (HCV), malnutrition, celiac disease; HCP, health care professionals.



Healthy  Steatotic Hepatitis Cirrhosis Cancer

Genetic factors
(e.g. PNPLA3,
TM6SF2, MBOAT?7, etc)

Cardiometabolic risk factors

*
(Obesity, diabetes, —
hypertriglyceridaemia,

dyslipidemia, and hyperglycaemia)

Unhealthy diet
(Overnutrition with a poor-
quality diet rich in glucose, = _ , :

high-fructose corn Syrup W R T CE————— L L L PR
and saturated fat) ’

Impaired Kupffer cell homeostasis

Viyeloid cell/lymphocyte-mediated Inflammation
Inflammatory signaling pathway
Immunometabolism
Epigenetic factors in immune cells
Immune cells from extrahepatic organs
DAMPs orchestrate immune cell infiltration

(below 20 g/day for women ™=

| or 30 g/day for men)

i " ! Alcohol drinking

He et al. Cellular & Molecular Imnmunology 2025



MASLD: a global health threat
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Western Europe
25.10 %

North America
31.20 %

MENA
36.53 %

Latin America
>40% 33.07 %

35%
30%

25%

Miao et al. Trends in Endocrinology & Metabolism 2024

/

East Asia
29.71 %

South-East Asia E
33.07 % \’

<

[ Australia ] / )

31.20 %

Trends in Endocrinology & Metabolism



Graphical abstract

Research Article
MASLD and Alcohol-Related Liver Diseases

Gabriel Issa, Ying Shang, Rickard Strandberg, Hannes Hagstrém, Axel Wester*

-

Nationwide Swedish
cohort study
2002-2020

Patients with MASLD
(n =13,099)

@ @
General population
controls (n = 118,884)

iy

JOURNAL
OF HEPATOLOGY

Cause-specific mortality in 13,099 patients with metabolic
dysfunction-associated steatotic liver disease in Sweden

Authors

Cause-specific mortality

Mortality rates

All-cause, HR = 1.85

Liver, HR = 26.9
HCC, HR =35.0
Non-HCC cancer, HR = 1.47
CVD,HR =1.54

Infection, HR = 1.79
Gastrointestinal, HR = 2.73
Respiratory disease, HR = 1.65
External causes, HR = 1.88
Mental health, HR = 1.03
Endocrine disorders, HR = 3.86
Other, HR = 1.71

Probability of death (%)
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Absolute risks of death
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Holistic and personalized treatment in MASLD

Internist Cardiologist Nephrologist
Patient-centred Managing
Diabetologist multidisciplinary cardiometabolic
Snd holistic comorbidity and
approach multimorbidity
in NAFLD
Hepatologist Dietitian and General
lifestyle coach practitioner

Improved patient
outcomes

Lancet Gastroenterol Hepatol 2021; 6: 578-88




MASLD: Opciones terapéuticas

Normal liver

3-5% Lifestyle modification
weigt loss (1) Change unhealthy lifestyle; (2) A low-calorie diet with
daily calorie reduction of 500-1000 kcal/day; (3) Exercise
Steatosis includes aerobic exercise and resistance training 9based on
e :,_ patients); (4) digital health interventions
{ Pharmacological treatment
; (1) Anti-obesity and antidiabetic medications; (2)
Medications for dyslipdemia and hypertension;
7-10% (3) Medications for MASH and significant
weigt loss fibrosis
MASH with without

fibrosis Bariatric surgery

: . Atreatment option in non-

combination cirrotic MASLD/MASH patients
therapies /

who meet the criteria for
_> metoblic weight loss surgery |

Liver
transplantion

Hepatpcellular
carcinoma

bariatricos

EASL-EASD—-EASO Clinical Practice Guidelines on the management of metabolic dysfunction-associated steatotic liver disease (MASLD) Journal of Hepatology 2024;81:492-542.



The Mediterranean Diet = go.m

The Mediterranean diet (MD) is the
best diet recommended for
managing MASLD (Metabolic
dysfunction-associated steatotic liver
disease), according to experts from
EASL, EASD, and EASO.

Unlike low-fat diets, the
Mediterranean diet not only helps
with long-term weight loss but also
improves liver health and
metabolism, even if you don't lose
weight.

It is also one of the best diets for
preventing Type-2 diabetes and
heart disease, as proven by high-
quality scientific studies.

Less often

Poultry and eggs, Cheese

and yoghurt '4) :
Moderate portions, ~ ‘ ~—-—[_‘, Drink Water
daily to weekly T = always!
Fish and Seafood /

Often, at least g X

twice weekly \ " o N

Fruits, vegetables, grains
(mostly whole), olive oil,
beans, nuts, legumes and
seeds, herbs and spices B

Base every meal on these
foods!

Be physically
active, enjoy
meals with

others! % —
Clinical outcomes Metabolic profile
. Diabetes . Blood pressure
. Cardiovascular Disease . Lipid profile

. MASLD « Glucose
« CRP

#worldliverday worldliverday.org



MASLD: diet tips

Minimise

Minimise (or eliminate) these from your diet:

e il o

Alcohol Su%ar & Sugar Saturated
HFCS sweetened fats & red
beverages meat

Trans-fat & Sodium Vegetable Simple
processed {<100dumg per seed oils starches
foods ay) (white rice,

white flour, etc.)

Source: Fatty Liver Foundation, Liver Friendly Diet (https://bit.ly/2RePyJr)

Non-skim
dairy

Most
supplements

-a-
~ \

. —
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Maximise Food Benefit

Maximise (or, for alternative options, moderate)
these in your diet:

=4
Unsaturated Non- Fruits & Nuts &
fats starch berries seeds
vegetables
Plant Fatty fish & Poultry Whole
protein omega-3s wheat
grains

Source: Fatty Liver Foundation, Liver Friendly Diet (https://bit.ly/2RePyJr)

Coffee
in the amount of 3 cups per day has been
shzgv&)to significantly reduce the incidence of

Extra Virgin Olive Oil

has demonstrated beneficial effects on MASLD,
such as improving glucose and lipid metabolism
and preventing fat build up in the arteries.



Adherence to lifestyle recommendation is low

1 / \‘\ \) ’\%
ALTHY

QHEA_UHV LIFESWLE @

DIETS
%u

Lifestyle
changes

Medicines




Agents in Development for NASH in US, EU, and Japan:

Phase I-llI

Updated Dec 2, 2021

PPAR Modulators (5)

® T3D 959/T3D, Bayer

RAAS Modulators (0)

@ PBF 1650/
Pzlobiofarma, XOMA
@ PHP-303/8ayer, pH-Pharma @ nitazoxanide/
@ HPN-01/Hepanova @ RXCDD7/ Genfit, Pinnacle :
Redx @ FM101/ @ LYS 006/Novartis
Future Medicine

Anti-fibrotic/Anti-inflammatory (22)

‘e hydronidone/
Shanghai Genomics
pegipanermin/INmung

ARTham

@ *belapectin/Galectin

@ leronlimab/CytoCyn
@ ‘*tipelukast/

® tohmudone/Mello
@ ART 648/Takeds,

® BMS-963272/8MS

@ pemafibrate/Kowsa

@ PXLO65/Deutery,
Poxel

Shenzhen, HighTide
e cagrilintide/Novo Nordisk
@ AXA1125/axcella

@ saroglitazar/Zydus

® ***lanifibranor/
Inventiva

]
Other (13) OCETEREU WD Neurotransmitter Modulators (3) Oral
Durect
. ® 'M-102/Integral Molecular @ CB4211/Cohgar ® Subcutaneous
e cibinetide/Araim e @ SC0-267/5cohia 2 v
Sinirt Nova L xave R 3 hi .
@ LPCN-1148/Uipocine B ::‘n;;c‘;cn;a?s/d @ MT 2004/Xian Biocare @ S 2.3595/5 1onogl Parenteral
. 1144°/upoc|ne » ° BMS—SSGIJI/BMS ® ldebemnelsanthefa <
@ GDD 3898/Lipidio ® LPCN- ; —_ ® Unspedcified
HepaStem/ @ dlofexor/Gilead & ® HPG1860/Hepagens
@ tesamorelin/ @ miricorilant/ Promethera ® HU6/Rivus i
i *HTD1801/ Corcep.t ORMD-0801/0ramed @ PXL770/Poxel Metabolism Modulators (27)
- LM 011/LifsMax @ °*TERN 101/Terns . — -

® BOS-580/Boston, Novartis
@ vonafexor (EYP0OO1)/

® *ASC42/Gannex
® MK3655/NGM, Merck

@ 2azemiglitazone (MSDC-0602K)/ ® NN9500/Novo Nordisk

Cirius ® Poxel, ENYO
. @ NN9493/Novo Nordisk @ @
® **, *efruxifermin/Aksro @ firsocostat/Gilead @ LY3522348/¢li Lilly
@ ‘tropifexor/Novartis
. @ desacostat/Phizer @ 0304/Betagenon
@ **obeticholic acid/Intercept @ BFKB8488A/Genentech @ “META09/Metacring BIO89-100/Teva, B9bio
Pre-reg Phase Ill Phase Ilb Phase Il Phase |

® *aramchol/Galmed @ TVB2640, ASC40/

@ *resmetirom/Madrigal Sagimet, ‘}sdetis
@ I0N224/1onis

2 Sia : bulevirtide/MYR
@ PLN-1474/ Kyorin, MediciNova e **semaglutide/ = Niking &
@ GB1211/Galecto  Ppliant, Novartis © *BMS-986263/ o tirzepatide/li Lilly Novo Nordisk @ PF-07202954/Pfizer
S o Nitto Denko, BMS & 3 7 2 @ icosabutate/Northsea S ( y
E omedior, Roche */HeD; HM15211/Hanmi epeleuton (DS102
’ @ CRV 431°*/Hepion . veodenschos 4
® 160030317/ @ °TERN 201/Terns e Bl456506/ @ licozliflozin, e ';,,“:a.k s oo Lipid Modmato's (20 \
LG Chem, TransThera @ SYNO20/ Bl/Zealand . Novartis ' ® ALG-009/Ali
g RS Novartis gos i
NT-0167/NodThera  Synthetic Siologics e cotadutide/AZ @ ervogastat/Pfizer ® CER-200/ Ab'°"yx
i ife sci ALN-HSD/Al R
adalimumab/180 Life Sciences e efinopegdutide/ ™ /Alnylam, Regeneron
5 e . Merck/Hanmi dapagliflozin/ AZD2693 (ION839 loni
Apoptosis Inhibitors (0) 5C0-094/5cohia e ¢ AL o s
~ ‘ PB-718/PegBio ® AMG 609/Amgzn
“ - 2 @ CT 388/Carmot TERN 501°*/Terns
Incretin Combinations (10 foralumab, * : :
*FDA Fast Track Status ® pemvidutide (ALT-801)/Us ® Ti;:ama / et Assets in blue only combi Tx

**FDA Breakthrough Designation
*** EU PRIME Designation

Courtesy of Nina Brant, PhD

® DD 01/D&D

Glucose Pathway Modulators (2)

Incretins (1)

m

Slide credit: clinicaloptions.com

e ARO-HSD/Arrowhead, G3K



Pharmacological treatment for MASLD

FDA approved In Phase lll clinical trial

FGF21 analogue-
Pegozafermin, Efruxifermin

ThR B agonist Resmetirom GLP-1 receptor agonist- | Pan-PPAR activator -
Semaglutide - - Lanifibranor

. Whlte tlssue brownlng PPARaq, Ko
AMPK \ f/ B ! )

. = LDLR? ' Fattyacid B

\;” : " ‘ 3 N7 .' /'/ . / Odeatlon
FFAs Mltochondnal VLDL Bile aC|d Enteroendocrine cell l / ‘Hepat.c steatosis | m

OX|dat|on biogenesis reduction ; Insulint /1
~, e
Ny > *«é Glucose| —» Hepatocyte injury |

_. \»Inﬂammationl

In Phase lll clinical trial

Pharmacological Reviews 2025;77(2)




Resmetirom: First MASH drug approved

Wk12 Wk 36
Placebo

Relative Fat Reduction (%)

40 3
-50

All All 60mg

80mg 80-100 100 mg
mg

Wk 12 Wk 36 Week 36 Week 36 Week 36 Week 36

Resmetirom (NASH Phase 2)

Resmetirom

(Phase 2 Open Label
Active Extension Study)

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 FEBRUARY 8, 2024 VOL.390 NO.6

A Phase 3, Randomized, Controlled Trial of Resmetirom
in NASH with Liver Fibrosis

S.A. Harrison, P. Bedossa, C.D. Guy, J.M. Schattenberg, R. Loomba, R. Taub, D. Labriola, S.E. Moussa, GW. Neff,
M.E. Rinella, Q.M. Anstee, M.F. Abdelmalek, Z. Younossi, S.J. Baum, S. Francque, M.R. Charlton, P.N. Newsome,
N. Lanthier, I. Schiefke, A. Mangia, J.M. Pericas, R. Patil, AJ. Sanyal, M. Noureddin, M.B. Bansal, N. Alkhouri,
L. Castera. M. Rudraraiu. and V. Ratziu. for the MAESTRO-NASH Investigators*

A NASH Resolution with No Worsening of Fibrosis

100
P<0.001 P<0.001
K|
30 29.9
% 259
B 25 '
&
‘8 20_
8
8 50
o 9.7
g 107
5|
0
Placebo Resmetirom, Resmetirom,
(N=318) 80 mg 100 mg

(N=316) (N=321)

B Fibrosis Improvement by =1 Stage with No Worsening
of NAFLD Activity Score

100+
P<0.001 P<0.001

259
25 212

20+
154 142

Percentage of Patients

104

Placebo Resmetirom, Resmetirom,
(N=318) 80 mg 100 mg
(N=316) (N=321)

N= 966



Glucagon like peptide-1

Hepatic tissue:

White adipose tissue: 4 De novo lipogenesis Gastrointestinal tract:
T Increase uptake of FFAs J VLDL production 4 Gastric relaxation
1 Increase uptake of J Hepatic lipotoxicity 4 Gastric emptying
lipotoxic metabolites J Hepatocyte apoptosis J Proximal intestinal motility
J Hepatic macrophage infiltration
4 ECM expansion
Healthy liver MASH
Enterocytes: $it Pancreas:
4 Chwlomicron production 4 Central nervous system: Tinsulin secretion
4 Appetite J Glucagon secretion
4 Inititation of mealks 1 Beta cell mass
2 9 o Ey B 4 Beta~cell apoptosis

FIGURE1 | Pathophysiology of receptor glucagon-like peptide 1 agonism. Glucagon-like peptide-1 receptor agonism ameliorates MASLD/MASH
at distinct points during pathogenesis. While the predominant actions of enhancing insulin sensitivity and weight loss result in a reduction of hepatic
steatosis (green), certain activities mitigate inflammation (red) and fibrosis (blue). ECM =extra-cellular matrix, FFAs=free fatty acids, VLDL =very

low-density lipoprotein. Created with BioRender.com. Alimentary Pharmacology & Therapeutics, 2025; 0:1-17
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Phase 3 Trial of Semaglutide in Metabolic
Dysfunction-Associated Steatohepatitis

100%

80%

60%

40%

20%

Proportion of patients (%)

0%

Proportion of patients at Week 72 (full analysis set)

Resolution of MASH
and no worsening of liver fibrosis*

EDP [95% Cl]
28.9%-points [21.3; 36.5], p<0.0001

62,9%

EDP: 28.9%-points

34,1%
Semaglutide 2.4 mg I Placebo
n=534% n=266*

Proportion of patients (%)

100%

80%

60%

40%

20%

0%

= Steatohepatitis resolution and

Primary

improvement in liver fibrosis

Improvement in liver fibrosis
and no worsening of MASH'

EDP [95% CI]

14.4%-points [7.5; 21.4], p<0.0001

37,0%

EDP: 14.4%-points

22,5%
Semaglutide 2.4 mg I Placebo '
n=534* n=266*

Significantly more patients with MASH F2—F3 treated with semaglutide 2.4 mg achieved both primary endpoints of MASH resolution (62.9%) and

improvement in liver fibrosis (37.0%) than those treated with placebo (34.1%, 22.5% respectively)




ESSENCE: Safety
- 86.2% (semaglutide) vs 79.7% (placebo)

_ 13.4% in both groups

Discontinuation due to AEs 2.6% (semaglutide) vs 3.3% (placebo)

_ Gastrointestinal (nausea, diarrhea, constipation, vomiting)

_ safety concerns identified




Selected phase 2 Trials

Dual agonism of GIP* and GLP-1

52-week, phase 2 trial, ID administered
once weekly

190 MASH (F2/F3) patients, biopsy
confirmed

Primary end point was histologic
improvement in MASH with no worsening
of fibrosis

A key secondary end point was an
improvement of at least one fibrosis stage
without worsening of MASH

*glucose-dependent insulinotropic polypeptide4

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Tirzepatide for Metabolic Dysfunction—
Associated Steatohepatitis with Liver Fibrosis

R. Loomba, M.L. Hartman, E.J. Lawitz, R. Vuppalanchi, ]| Boursier,
E. Bugianesi, M. Yoneda, C. Behling, O.W. Cummings, Y. Tang, B. Brouwers,
D.A. Robins, A. Nikooie, M.C. Bunck, A. Haupt, and A.J. Sanyal,
for the SYNERGY-NASH Investigators*

Resolution of MASH and No Worsening of Fibrosis B Decrease of =1 Fibrosis Stage and No Worsening of MASH

Risk difference,
34 (95% Cl, 17-50)
P<0.001

Risk difference,
25 (95% Cl, 5-46)

Risk difference,
46 (95% Cl, 29-62)

Risk difference,

P<0.001 22 (95% Cl, 1-42)
| l | |
Risk difference, _
100 53 (95% Cl, 37-69) 100 Risk difference,
90 P<0.001 90+ 21 (95% Cl, 1-42)
1 1
£ s0- £ 30-
& 70 &2 & 70
S i 56 i, ] 55 51
B g Y 60
g o @ £
° 7 T 6 .
8  40- 8  40-
8 8
S 304 S 30
= I~
S 204 10 K 20
0
Tirzepatide, Tirzepatide, Tirzepatide, Placebo Tirzepatide, Tirzepatide, Tirzepatide, Placebo
5mg 10 mg 15 mg (N=43) 5mg 10 mg 15 mg (N=48)
(N=47) (N=47) (N=48) (N=47) (N=47) (N=48)
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Selected phase 2 Trials

‘ ORIGINAL ARTICLE

A Phase 2 Randomized Trial of Survodutide
in MASH and Fibrosis

Dual agonism of glucagon receptor and
GLP-1

100+
48-week, phase 2 trial, ID Administered

once weekly

293 MASH (F1 through F3) patients, biopsy
confirmed

904
80

60 47

504 -|-

40-

Primary end point was histologic
improvement in MASH with no worsening

of fibrosis 30-

14

Percentage of Participants

Secondary end points included a decrease )

in liver fat content by at least 30% and 10

biopsy-assessed improvement in fibrosis 0

b | Survodutide, Survodutide, Survodutide, Placebo
y at least one stage. 2.4 mg 4.8 mg 6.0 mg (N=74)

(N=73) (N=72) (N=74)

Sanyal AJ et al. NEJM June 7, 2024

Additional findings

Improvement in fibrosis (34%
survodutide 6.0-mg group vs.
22% placebo group)

Trial discontinuation due to
adverse events occurred in 20%
of participants (gastrointestinal
events)

No unexpected safety issues
were identified
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Randomized, Controlled Trial of the FGF21
Analogue Pegozafermin in NASH

Phase 2b: 222 pts randomized to 4 groups

Pegozafermin Treatment Led to a Significant Improvement on Primary Endpoints at Week 24

A Fibrosis Improvement =1 Stage without Worsening of NASH B NASH Resolution without Worsening of Fibrosis
Difference, 20 percentage points Difference, 24 percentage points
(95% C1, S to 35) P=0.008 (95% CI, 10 to 37)

I | f |
Difference, 19 percentage points Difference, 21 percentage points

50- ; (95% CI, 5 to 32) P=0.009 | 70+ (95% €1, 9 to 33)
I |
Difference, 14 percentage points 60 Difference. 35 :
, 33 percentage points
g 40 : (95% CI, -9 to 33)l . (95% C1, 10 to 59)
5 r a
30+
404 37
5 »
g’ 20~ 304
i 20+
104 7 .
............... - l°<
o " : '
in' hmin. in' c l......'.-.......:;;". ...... . n mm‘m;ﬂ -
(N=61) 15 mg Every Wk 30 mg Every Wk 44 mg Every 2 Wk (N=61) 15 mg Every Wk 30 mg Every Wk 44 mg Every 2 Wk

(N=14) (N=66) (N=51) (N=14) (N =66) (N=51)
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CrossMark

Safety and efficacy of once-weekly efruxifermin versus
placebo in non-alcoholic steatohepatitis (HARMONY):
a multicentre, randomised, double-blind, placebo-
controlled, phase 2b trial

Stephen A Harrison, Juan P Frias, Guy Neff, Gary A Abrams, K Jean Lucas, William Sanchez, Sudhanshu Gogia, Muhammed Y Sheikh,

Cynthia Behling, Pierre Bedossa, Lan Shao, Doreen Chan, Erica Fong, Brittany de Temple, Reshma Shringarpure, Erik ) Tillman, Timothy Rolph,
Andrew Cheng, Kitty Yale, for the HARMONY Study Group*

E
-53(95% CI —7-2 to -3-3); p<0-001
I 1
-5-2 (95% C1-7-1 to-3-3); p<0-001
- 1
2 o 14
This phase 2b study showed that 24 weeks of efruxifermin por
treatment produced significant regression of fibrosis and 2 17T TS
2 S : : £
resolution of steatohepatitis in patients with NASH. g3
. S c =
The results from this study reproduced the results of hepatic 33 -2
=
fat normalisation and the reductions in markers of liver 88 5
=
injury and fibrosis reported from our phase 2a studies. 5 4
v o 4T
The combination of improvements in liver and whole-body 4
: : : e o = 5
metabolic health, including enhanced insulin sensitivity, better 51t 5.2t
glycaemic control, and improved lipid profile and modest @ ' ' |
weight loss, appears unique to NASH therapeutic agents in G
-3-6 (95% Cl -6-1 to-1-1); p=0-005
late-stage development. . 1
-1-9 (95% C1-4-3 to 0-6); p=0-131
1
0 T P D S SS— —
N
2
o by -0-7
§
5 -
EFX, efruxif %
=0
|-G 26|
2 4
-
=5 T T 1
Placebo Efruxifermin 28 mg  Efruxifermin 50 mg

(n=40) (n=37) (n=35)

Least-squares mean change

in ELF score from baseline

0-2—+
0-1+

-0-1-
=02
23
~0-4-
-0-5-]
-0-6
0.7
-0-8

-0-8 (95% CI -1-1 to-0-5); p<0-001
J 1

-0-7 (95% CI-1-0 to -0-4); p<0-001

0.6t

-07t

T T 1
Efruxifermin 28 mg Efruxifermin 50 mg
(n=37) (n=35)

Placebo
(n=40)

Lancet Gastroenterol Hepatol 2023;8:1080-1093



ORIGINAL ARTICLE

Efruxifermin in Compensated Liver Cirrhosis
Caused by MASH

Mazen Noureddin, M.D.,*? Mary E. Rinella, M.D.,> Naga P. Chalasani, M.D.,*
Guy W. Neff, M.D.,’ K. Jean Lucas, M.D.,® Manuel E. Rodriguez, M.D.,’
Madhavi Rudraraju, M.D.,* Rashmee Patil, M.D.,* Cynthia Behling, M.D., Ph.D.,?
Mark Burch, Ph.D.,!° Doreen C. Chan, Ph.D.," Erik J. Tillman, Ph.D.,*
Arian Zari, B.S.,'? Brittany de Temple, B.S.,'° Reshma Shringarpure, Ph.D.,*
Meena Jain, M.B., B.Chir., Ph.D.,*® Timothy Rolph, D.Phil.,*®
Andrew Cheng, M.D., Ph.D.,'? and Kitty Yale, B.S.1°

A Reduction in Fibrosis of =1 Stage without MASH B Reduction in Fibrosis of =1 Stage without MASH
Worsening at Week 36 Worsening at Week 96
100 100
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(N=61) 28 mg 50 mg (N=61) 28 mg 50 mg
(N=57) (N=63) (N=57) (N=63)




Preferred pharmacological options for treating comorbidities

MASH-targeted T2D Dyslipidaemia Obesity
GLP1RA
Mnf :SLI-? . If locally approved: (e.g. semaglutide,
withcuteinhosis resmetirom liraglutide, dulaglutide) GLP1RA -
FO-F3 in F2/F3 fibrosis and coagonists (e.g. semaglutide,
F0-5) (e.g. tirzepatide) liraglutide) and
coagonists
SGLT2 inhibitors (e.g. tirzepatide)
(e.g. empagliflozin, .
dapaglifozin) Statins
- Bariatric
Metformin interventions
MASLD/ ChEckindication o8 (special caution in
MASH with liver t.ransplantatlon Insulin case of compensated
compensated d 1 850 o_f (in case of cirrhosis)
cirrhosis (F4) ecomp: gzatlon 2r deC;rrrrlﬁggize))ted

*if glomerular filtration rate >30 ml/min

Fig. 4. Treatment recommendations beyond lifestyle modification in MASLD/MASH. The recommended choice of pharmacological treatment options in in-
dividuals with MASLD/MASH is dependent on comorbidities and stage of disease. GLP1RA, glucagon-like peptide 1 receptor agonist; HCC, hepatocellular carcinoma;
MASH, metabolic dysfunction-associated steatohepatitis; MASLD, metabolic dysfunction-associated steatotic liver disease; SGLT2, sodium-glucose cotransporter 2;

T2D, type 2 diabetes.
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Mensajes finales

v MASLD es una enfermedad multisistémica y necesita un enfoque de equipo
multidisciplinario (MDT).

v' Las intervenciones en el estilo de vida son la piedra angular del tratamiento.

v Los tiromiméticos (Resmetirom), agonistas de GLP-1 (i.e, Semaglutida) y
compuestos relacionados, agonistas de PPAR y agonistas de FGF21, son los
agentes mas prometedores.

v Los enfoques combinatorios disefiados racionalmente (es decir, personalizados)
son el siguiente paso logico.




Invitacion proximos eventos
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