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TOPICOS DE LA PRESENTACION

• De NAFLD a MASLD: cambio de nomenclatura

• Principios terapéuticos 

• Farmacoterapia: presente y futura 



A paradigm shi,: New SLD nomenclature

†MASH is under the umbrella term, MASLD; *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; HCP, health care professionals. 
Modified from Rinella, ME et al. Hepatology. 2023. doi: 10.1097/HEP.0000000000000520



He et al. Cellular & Molecular Immunology 2025



MASLD: a global health threat

Miao et al. Trends in Endocrinology & Metabolism 2024
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Holistic and personalized treatment in MASLD

Lancet Gastroenterol Hepatol 2021; 6: 578–88
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MASLD: Opciones terapéuticas

Dieta Ejercicio

Procedimientos 
bariátricos

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

Fármacos





MASLD: diet tips
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Adherence to lifestyle recommendation is low

Fron:ers in Public Health. 2023;11:1131827.
World Journal of Gastroenterology. 2024;30(10):1393-1404

• A substantial proportion of patients have
poor adherence to recommended lifestyle
changes

• Social factors, lack of time, fatigue, and
environmental factors are major
determinants of low adherence

• Effective planning and regular feedback
from healthcare providers can enhance
adherence
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Pharmacological treatment for MASLD

Pharmacological Reviews 2025;77(2) 
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Resmetirom: First MASH drug approved

N= 966
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Steatohepa((s resolu(on and 
improvement in liver fibrosis
Propor\on of pa\ents at Week 72 (full analysis set)

Analysis set: FAS (interim), first 800 randomized subjects. EDP: Estimated difference in responder proportions with 95% confidence interval and two-sided p-value. *Resolution of steatohepatitis is defined as a NAS of 0-1 for inflammation, 0 for ballooning and any value for steatosis according to NASH 
CRN. No worsening of liver fibrosis is defined as no increase in fibrosis score. Fibrosis is graded on the NASH CRN fibrosis scale from 0-4. †Improvement in fibrosis is defined as >= 1 grade improvement on the NASH CRN fibrosis scale. No worsening of steatohepatitis is defined as no increase from 
baseline in NAS score for ballooning, inflammation or steatosis. The absolute difference between responder proportions, 95% confidence interval, P value was generated with the use of Cochran-Mantel-Haenszel (CMH) test stratified by baseline diabetes status (medical history) and fibrosis stage 
(eligibility read). ‡Missing data were handled by reference-based multiple imputation and Rubin’s rule based on the Mantel-Haenszel estimator and Sato's estimate of the standard error (reference) were used to aggregate results. CI, confidence interval; EDP, estimated difference in responder 
proportions; F, fibrosis stage; MASH, metabolic dysfunction associated steatohepatitis; NASH CRN, Non-Alcoholic Steatohepatitis Clinical Research Network. Newsome PN et al. Oral Presentation at American Association for the Study of the Liver The Liver Meeting; Late Breaker 5018; November 19 
2024; San Diego, USA.
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Resolu'on of MASH 
and no worsening of liver fibrosis*

Improvement in liver fibrosis 
and no worsening of MASH†

Primary 
endpoints

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)

EDP: 28.9%-points

EDP: 14.4%-points



ESSENCE: Safety
Any AEs    86.2% (semaglutide) vs 79.7% (placebo)

Serious AEs    13.4% in both groups

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

Most common AEs    Gastrointestinal (nausea, diarrhea, constipation, vomiting)

No new or liver-specific    safety concerns identified

Sanyal. NEJM. 2025;392:2089.



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

June 8, 2024



Selected phase 2 Trials

• Dual agonism of glucagon receptor and 
GLP-1

• 48-week, phase 2 trial, ID Administered 
once weekly

• 293 MASH (F1 through F3) patients, biopsy 
confirmed

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

• Secondary end points included a decrease 
in liver fat content by at least 30% and 
biopsy-assessed improvement in fibrosis 
by at least one stage.

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



Loomba R, et al. NEJM. Published online June 24, 2023. Presented at EASL 2023

Phase 2b: 222 pts randomized to 4 groups

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



Lancet Gastroenterol Hepatol 2023;8:1080-1093
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ü MASLD es una enfermedad multisistémica y necesita un enfoque de equipo 
multidisciplinario (MDT). 

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

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

ü Los enfoques combinatorios diseñados racionalmente (es decir, personalizados) 
son el siguiente paso lógico.

Mensajes finales
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Invitación próximos eventos
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