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Definition and natural history



The spectrum of nonalcoholic steatosis

Diehl & Day NEJM 2017

The hepatic manifestation of the metabolic syndrome



Younossi et al Hepatology 2016

Global prevalence of NAFLD



Powell et al., Lancet 2021



Younossi et al., Hepatology 2019



Powell et al., Lancet 2021

Multiple pathways and interactions between different 

organs, affect the pathogenesis of NAFLD



All-cause mortality according to NASH and histological severity

Simon et al., Gut 2020



Sanyal et al., N Engl J Med 2021



Diagnostic strategies and referral
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Steatohepatitis as a phenotype determined by different 

types of injury



Eslam et al., J Hepatol 2020

‘Positive’ diagnostic criteria for MAFLD



Burra et al., Liver Int 2021

Sexual dimorphism in NAFLD



Castera, Liver Int 2020



Accuracy of CAP and stiffness measurement in

in patients with Nonalcoholic Fatty Liver Disease

Eddowes et al., Gastroenterology 2019



Validity criteria for the diagnosis of fatty liver by 

controlled attenuation parameter

Wong et al., J Hepatol 2017





Italian NAFLD Guidelines, 2021



NAFLD and HCV



Negative impact of MAFLD in the SVR population

Fouad et al., Aliment Pharm Ther 2021



Modified from: Fouad et al., Aliment Pharm Ther 2021

 MAFLD should be incorporated to the glossary of liver diseases either as a 

specific liver disease or as comorbid or superimposed disease (with viral 

hepatitis, hemochromatosis and PBC among others).

 Patients cured of CHC with MAFLD need monitoring given their risks of 

adverse outcomes, including increased risk for new diagnosis of cirrhosis, 

development of liver-related complications and HCC as well as extrahepatic-

related complications

 The simplicity of the diagnostic criteria of MAFLD will help raise clinical 

awareness and should facilitate the monitoring process. However, the exact 

monitoring parameters remain undefined



Fouad et al., Aliment Pharm Ther 2021



Degasperi et al., Hepatology 2020

Proportion of patients with de novo HCC according to a 

combination of independent risk factors



NAFLD and HCC



26

Trends in HCC etiology

Svegliati Baroni, Vitale et al., Gut 2022



27Svegliati Baroni, Vitale et al., Gut 2022



AGA clinical practice update on screening and 

surveillance for HCC in patients with NAFLD

Loomba et al., Gastroenterology 2020



NASH and 
immunotherapy

Nature 2021



Current situation in NASH treatment



Romero-Gomez et al., J Hepatol 2017

Data from Vilar-Gomez et al.
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Primary endpoint (ITT): NASH resolution 

with no worsening of fibrosis
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• OCA 25 mg QD met the primary endpoint of improvement in liver 

fibrosis with no worsening of NASH

• Although the additional primary endpoint of NASH resolution with no 

worsening of fibrosis was not met, resolution of NASH based on the 

overall pathologist’s assessment was more frequent with OCA 25 mg

REGENERATE: a Phase 3 trial of 

obeticholic acid (OCA) for NASH

Younossi, EASL 2019



Aldafermin, a FGF-19 analog, in patients with NASH

Harrison e tal., Gastroenterology 2021



The pan-PPAR agonist lanifibranor in NASH

Francque et al., N Engl J Med 2021



The GLP-1 agonist semaglutide induces NASH resolution 

but does not improve fibrosis

Newsome et al., NEJM 2020
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