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MASLD: Inquadramento diagnostico-terapeutico
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Definition and (new) nomenclature





NONALCOHOLIC FATTY LIVER DISEASE (NAFLD)

• Steatosis (>5% of hepatocytes)

• Evidence for minimal (<20g/d)  alcohol consumption

• Exclusion of other causes of liver disease



Insulin resistance and NAFLD

Sanyal et al.,  Gastroenterology 2001

 Higher histopathologic

grading

 More severe fibrosis 

Marchesini et al., Hepatology 2003



NASH as a cause of cryptogenic cirrhosis

Caldwell et al., Hepatology 1999



NASH as a cause of hepatocellular carcinoma

Crypto

HCV

HBV

EtOH

Bugianesi et al., Gastroenterology, 2002



Natural history of NAFLD

Loomba et al., Cell 2021



All-cause mortality according to NASH and histological severity

Simon et al., Gut 2020

• Cardiovascular events

• Extrahepatic neoplasia

• Liver-related events



11Svegliati Baroni, Vitale et al., Gut 2022



Forms of NAFLD

 “Primary” NAFLD:  Associated with the metabolic syndrome

 “Secondary” NAFLD: Associated with different conditions

Drugs: Steroids, Amiodarone, Tamoxifen, ART, chemotherapy

Metabolic or genetic alterations: Lipodystrophy, Dysbetalipoproteinemia, Weber-

Christian disease

Nutritional: TPN, Rapid weight loss, Bariatric surgery, Starvation

Small bowel diseases: IBD, Bacterial overgrowth

Environmental hepatotoxins: e.g. Petrochemicals

 Steatosis accompanying other forms of liver disease

HCV genotype 3, Wilson’s disease, celiac disease



New nomenclature for steatosis

Rinella et al., J Hepatol 2023



New nomenclature for steatosis

Rinella et al., J Hepatol 2023



Alcohol consumption in presumed NAFLD

Staufer et al., J Hepatol 2022
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Distinct prognoses for the common subclasses of steatotic liver disease

Israelsen et al., Lancet 2024



Diagnostic strategies and referral



Hardy et al. Annu Rev Pathol 2017



Castera, Liver Int 2020



Italian NAFLD Guidelines, 2021



EASL guidelines 2024



Prevalence of NAFLD, advanced fibrosis, cirrhosis

and HCC in people with type 2 diabetes

Ajmera et al., J Hepatol 2022
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Prognostic performance of the

two-step clinical care pathway

Cheuk-Fung Yip et al, J Hepatol 2025
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A blood-based biomarker panel for non-invasive diagnosis of MASLD

Zhang et al., Cell Metab 2024



Semmler et al., Gastroenterology 2023



Current situation in NASH treatment



Romero-Gomez et al., J Hepatol 2017

Data from Vilar-Gomez et al.



Pathogenesis of MASH and MoA of emerging therapies 

Tincopa et al., Cell Metab 2024



Endpoints in MASH trials

Tincopa et al., Cell Metab 2024
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Resmetirom for the treatment of MASH: the MAESTRO-NASH study

Harrison et al, NEJM 2024
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Patient selection for resmetirom treatment

Noureddin et al., Clin Gastroenterol Hepatol 2024
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Assessment of treatment response to resmetirom

Noureddin et al., Clin Gastroenterol Hepatol 2024



Incretins and MASLD

Newsome & Ambery, J Hepatol 2023





Semaglutide in MASH with fibrosis: the ESSENCE study



Dual GLP-1/GIP agonists for MASH and fibrosis



Retatrutide, a triple agonist, reduces liver fat

Sanyal et al., Nat Med 2024Kaur & Misra Eur J Clin Pharmacol 2024 



Loomba et al. NEJM 2023

The FGF-21 agonist pegozafermin in MASH



Efruxifermin and MASH

Harrison et al., Lancet Gastro Hep 2023 



SGLT2 inhibitors and the treatment of MASLD

Xu et al., Front Biosci 2023



Ciardullo et al., Gastroenterol Hepatol 2024



Kanwal et al., Hepatology 2023 
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