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Introduccion

EHGNA / MASLD

ESTEATOSIS

SIMPLE ESTEATOHEPATITIS

CIRROSIS HEPATICA

Serio problema de salud publica mundial.

Prevalencia global del 38 %.

Causa frecuente de enfermedad hepatica cronica e
Indicacion frecuente de trasplante de higado.




Historia del nombre.

e Tomas Addison usa el término de "higado graso”.

N

e Connor: EH precursora de CH en DM2 y en alcoholismo.

1980

e Ludwig introduce el término de EHNA.

1986

e Schaffner emplea por 1ra vez NAFLD.

e Grupo de expertos decide llamarla MAFLD.

e Se sustituye por consenso NAFLD y MAFLD por MASLD.
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Enfermedad hepéatica esteatdsica y sub-categorias.

. =
Steatotic liver disease
Hepalic stealosis identified by imaging or biopsy
.
ra R
Presence of any of the cardiometabolic
criteria?

%, - | A
YES E
' 1

Metabolic dysfunction- Presence (history) of
associated =——MND alcohol consumption =20 g/day in women
steatotic liver disease and =30 g/day in men?
(MASLD) - .
YES i
1 :
Alcohol intake ; Other causes of
>50 g/day inwomenand |* YES stealosis?
=50 g/day in men? ! | |
if inflammation and I —
ballooning on histology NO YES | l YES NO
i ' P ' :
Metabolic dysfunction- MetALD Alcohol-related liver = Drug-induced liver Cryptogenic SLD
associated (20-50 g/day in women disease (ALD) disease (DILI)
steatohepatitis and (>50 g/day in women = Monogenic diseases
(MASH) 30-60 glday in men}) and >80 g/day in men) = Mizcellaneous

Spacific astiology SLD
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ESTEATOSIS HEPATICA METABOLICA.
CRITERIOS DIAGNOSTICOS.

ESTEATOSIS

HEPATICA.
(imagen o biopsia)

Adult criteria_

At least 1 out of 5:

E] BMI 225 kg/m? [23 Asia] OR WC >94 cm (M) 80 cm
(F) OR ethnicity adjusted equivalent

[[] Fasting serum glucose 25.6 mmol/L [100 mg/dl] OR
2-hour post-load glucose levels 27.8 mmol/L
[2140 mg/dl] OR HbA1c 25.7% [39 mmol/L] OR
type 2 diabetes OR treatment for type 2 diabetes

[[] Blood pressure 230/85 mmHg OR specific
antihypertensive drug treatment

[] Plasma triglycerides 21.70 mmol/L [150 mg/dl] OR
lipid lowering treatment

Plasma HDL-cholesterol 1.0 mmol/L [40 mg/dl] (M)
and 51.3 mmol/L [S0 mg/dl] (F) OR lipid lowering
treatment




Historia Natural de la MASLD

20-30 % 25-30 %

e ———

Higado =Y wmasLD Cirrosis/CHC

Fibrosis

\ Riesgo ECV

Factores gque favorecen y aceleran la progresion de la enfermedad

normal




Evaluacidn no invasiva del riesgo de fibrosis en
pacientes con factores de riesgo metabolicos.

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

cas
FIB-4*
- \ J ™
<1.3 1.3-2.67 @ 1 >2.67

VCTE
or alternative test***

T i T

\l

<8.0 kPa =28.0 kPa
Intensified management
[ of comorbidities** " B L*( Hepatology referral ]

re-assess FIB4 = Diagnostic work-up and management plan for
at =1 year liver-reiated outcomes

* Intensified management of comorbidities (in a
Re-assess FIB-4 FIB-4 FIB4 | | o ey laar) ey
every 1-3 years <1.3 213
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MASLD
with
overweight
lobesity

—ee

MASLD
with
class llor
obesity

MASLD

weight

Tratamiento de la MASLD.
Cambios en el estilo de vida recomendados.

Type of weight-loss diet chosen based on the individuals's

prefarances and clinical condition

Weight loss goals

25% for steatosis
reduction

27-10% for MASH
and fibrosis reduction

Consider incretin-
based weaight loss
drugs

Consider bariatric
procedures

3-5% weight reduction

Lifestyle adapted to the severity of liver disease and

nutritional status

Sarcopenia or decompensated cirrhosis: high-protein diet

and late-evening snack

Compensated cirrhosis with obesity; moderate weight
reduction plus high-protein intake and physical activity

Recommendations to all MASLD Implementation
[ Diet quality | Physical activity
+  Mediterranean diet « Tailored to the individual's Multidisciplinary care
= Minimising processed preferance and ability Lifestyle evaluation during
meat, ultra-processed < =150 minfweek of healthcare visits
foods and sugar- moderate- of 75 minfweek Affordable structured
sweetened beverages of vigorous-intensity lifestyle interventions
»  Increasing unprocessed/ phy ’ Individualised plan
minimally processed foods || * Minimising sedentary time depending on the "
. . patient's preferences
Gﬂ:’ s economic constraints
3 king: idance
Ll Behavioural therapy
= Alcohol: discouraged or
avoidance in advanced
fibrosis or cirhosis
[ MASH cirrhosis
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Otros tratamientos de la MASLD/MASH.

( Frefermmed pharmacological options for treating comorbidibies
MASH-targeted T2D Dyslipidaemia Obesity
GLP1RA
H:f:.'}‘gf If locally approved: (e.g. semaglutide,
without cirrhosis resmetirom liraglutide, dulaglutide) GLP1RA
(FO-F3) in F2/F3 fibrosis and coagonists (e.g. semaglutide,
(e.g. lirzepalide) liraglutide) and
coagonists
SGLT2 inhibitors (e.g. tirzepatide)
(e.q. empagliflozin, .
dapagliflozin) Statins
. Bariatric
MAS Check indication fo " inte fons
indi on for special caution in
LD."' liver transplantation Insuli {
MASH with . in case of compensated
compensated d in case nf (in case of cirhosis)
cirrhosis (F4) B flecnmponested

*if glomenular filtration abe =30 miimin
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Tratamiento

New Regimens: Drugs in Phase 3

Agent Mechanism

@
Inflammation/ immune activation CENTAUR {n=289, fibrosis stage 1-3)
(CCR2/S antagonist) . Improvement in NAS by =2 points and =1-point decrease in lobular inflammation or hepatocellular balliooning without worsening of fibrosis at Year 1

I: 3 iyl GOLDEN-505 {n=276, fibrosis stage 0-3)
*  Reversal of NASH without worsening of fibrosis
PPARa/S

STELLAR-4 (n=883, compensated cir rhosis) STELLAR-3 (n=808, fibrosis stage 3)
Selonsertib «  Fibrosis improvement 21 stage without NASH worsening *  Tibrosis improvement =1 stage without NASH worsening
. 2 Jiv +__tventfree survival
o
Aldaferm FGF19 Phase 2b n=171, ALPINE 2/3)
OBYE: . Improvement of fibrosis without worsening NASH
£ SRl Phase 2b (N=317) Falcon 2
PEG-FGF-2 v 5
@ Pegbelfermin Stob2t «  Improvement of fibrosis without worsening NASH

Phase 3 SEM -1200. fibrosis stape
! EMA {r ( i nge

«  Improvement of fibrosis without worsening NASH
*  Reversal of NASH without worsening ot fibrosis

2.3

MAESTRO-NASH (n=2000, fibrosis stage 2-3)
. NASH resolution with at least a 2 point improvement in NAS without worsening of fibrosis

Lipotoxicity/oxidative stress (FXR REGENERATE (n=2370, fibrosis stage 1-3)

i S )
Obeticholic acid dponist) . Fibrosis improvement 21 stage withuut NASH worsening

PPAR agonists NATIV3 (=2000, fibrosis stage 2-3)

Lanifibranor - 5 . Rl
. Primary composite endpoint of NASH resolution and fibrosis improvement of at least one stage

ARMOR (n=2000, fibrosis stage 2-3)
*  Fibrosis impr =1 stage with NASH worsening

SCR-1 Modulator




The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 FEBRUARY 8, 2024 VOL. 390 HNO. 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, G.W. Neff
M.E. Rinella, Q.M. Anstee, M.F. Abdelmalek, Z. Younossi, S.). Baum, S. Francque, M.R. Charlton, P.N. Newsome
N. Lanthier, I. Schiefke, A. Mangia, |.M. Pericas, R. Patil, A.). Sanyal, M. Noureddin, M.B. Bansal, N. Alkhouri,
L. Castera, M. Rudraraju, and V. Ratziu, for the MAESTRO-NASH Investigators*




Resultados del estudio

A NASH Resolution with No Worsening of Fibrosis

100+

rd

n 30+
=
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o
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P<0.001 P<0.001

299

259

9.7

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
&
30+
25.9
24.2

Percentage of Patients
o ]
=
|

142

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

N Engl J Med 2024,390:497-5009.




March 28 2024

Resmetirom, the First
Drug Approved by the U.S.
FDA for Treating Patients
with Nonalcoholic
Steatohepatitis

Allan S. Brett, MD

Approval was based on 12-month liver biopsy
findings.







