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Il sottoscritto Prof. Giovanni Targher

ai sensi dell’art. 76, comma 4 dell’Accordo Stato-Regioni del 2 febbraio 2017
e del paragrafo 4.5. del Manuale nazionale di accreditamento per
l'erogazione di eventi ECM,

dichiara che di non aver ricevuto negli ultimi due anni compensi
e/o finanziamenti da Aziende Farmaceutiche o Diagnostiche.

Dichiara altresì il proprio impegno ad astenersi, nell’ambito dell’evento, dal
nominare, in qualsivoglia modo o forma, aziende farmaceutiche e/o
denominazione commerciale e di non fare pubblicità di qualsiasi tipo
relativamente a specifici prodotti di interesse sanitario (farmaci, strumenti,
dispositivi medico-chirurgici, ecc.).

Dichiarazione di Potenziali Conflitti di Interesse
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Key Hepatic and Extrahepatic Clinical Outcomes of MASLD

Targher G et al. N Engl J Med. 2025; 393: 683-698.
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Management and therapeutic strategies 
for MASLD in patients with T2DM

Targher G, et al. Nat Rev Nephrol. 2017; 13: 297-310.
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* Low-fat hypocaloric diet 
[750 kcal/day less than the 
daily energy need] and 200 
min of weekly walking

*
293 overweight or obese patients with 
biopsy-confirmed MASH

Vilar-Gomez E et al. Gastroenterology. 2015; 149: 367-378.
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Romero-Gòmez M et al. J Hepatol. 2017; 67: 829-846.



8

Effects of an «ideal» drug candidate 
for MASLD/MASH therapy 

Tilg H, Byrne CD, Targher G. Lancet Gastroenterol Hepatol. 2023; 8: 943-954.



9

Current «treatment targets» based on 
pathophysiological concepts in MASLD/MASH

Tilg H, Byrne C, Targher G. Lancet Gastroenterol Hepatol. 2023; 8: 943-954.
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Petta S, Targher G, et al. Liver Int. 2024;44:1526-1536. Byrne CD, Targher G, Tilg H. Gut. 2024;73:573-581. 

Resmetirom for MASH and liver fibrosis
1st drug conditionally approved by FDA, 14 March 2024, and by EMA, August 2025



11

Resmetirom for MASH and liver fibrosis
1st drug conditionally approved by FDA, 14 March 2024, and by EMA, 19 August 2025

Harrison SA et al. N Engl J Med. 2024; 390: 497-509. 

Phase 3 placebo-controlled MAESTRO-NASH trial: 966 patients with biopsy-proven MASH and moderate-severe liver fibrosis
treated for 52 weeks (BMI 35.3 kg/m2, 65% had T2DM)
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Resmetirom for MASH and liver fibrosis
(1st drug conditionally approved by FDA, 14 March 2024, and by EMA, 19 August 2025) 

Harrison SA et al. N Engl J Med. 2024; 390: 497-509. 
(Phase 3 MAESTRO-NASH trial)
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Resmetirom for MASH and liver fibrosis
(1st drug conditionally approved by FDA, 14 March 2024, and by EMA, 19 August 2025) 

Harrison SA et al. N Engl J Med. 2024; 390: 497-509. 
(Phase 3 MAESTRO-NASH trial)
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Semaglutide for MASH and liver fibrosis
(drug conditionally approved by FDA, 15 August 2025) 

Sanyal AJ et al. N Engl J Med. 2025; 392: 2089-2099. 

Phase 3 placebo-controlled ESSENCE trial: 800 patients with biopsy-proven MASH and moderate-severe liver fibrosis treated
with semagluitide 2.4 mg/week for 72 weeks (BMI 34 kg/m2, 56% had T2DM)
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Semaglutide for MASH and liver fibrosis
(drug conditionally approved by FDA, 15 August 2025) 

Sanyal AJ et al. N Engl J Med. 2025; 392: 2089-2099. 
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Semaglutide for MASH and liver fibrosis
(drug conditionally approved by FDA, 15 August 2025) 

Sanyal AJ et al. N Engl J Med. 2025; 392: 2089-2099. 
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Possible Hepatoprotective Effects of GLP-1 Receptor Agonists (Semaglutide 
2.4 mg/week) or Other Dual or Triple Incretin–Based Receptor Agonists in 

Adults with MASLD or MASH and Fibrosis

Targher G et al. N Engl J Med. 2025; 393: 683-698.

(Phase 3 ESSENCE trial)
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Celsa C et al. Gut. 2025; 75: 815-824.Major adverse liver-related events (MALO): hepatic decompensation events, new-onset HCC, or liver-related deaths
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Use of glucose-lowering medications in the 
management of T2D (& MASLD)

ADA Standard of Care 2025. Diabetes Care. 2025; 48: S181-S206.
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ADA Standard of Care 2025. Diabetes Care. 2025; 48: S59-S85.

Treatment algorithm for MASLD in T2D

15 August 2025: Semaglutide 2,4 mg/week 
(FDA approval for MASH pharmacotherapy)
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Targher G et al. Lancet Gastroenterol Hepatol. 2021; 6: 578-588.
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Conclusions
• A person-centered, multidisciplinary and holistic approach to the treatment of 

individuals with MASLD, based on a careful evaluation of related cardiovascular-
kidney-metabolic risk factors and monitoring for the development of 
cardiometabolic, renal and liver complications, is warranted.

• Clinicians who manage individuals with MASLD (especially those with MASH and
significant liver fibrosis) should not only focus on liver disease but also recognize
the increased risk of extrahepatic (cardiometabolic) complications and undertake
early, aggressive risk factor modifications.

• Resmetirom (a liver-directed, thyroid hormone receptor beta agonist) and
Semaglutide 2.4 mg/week (a GLP-1 receptor agonist) are the two agents that have
now received conditional approval from the FDA and/or EMA for treatment of adults
with noncirrhotic MASH and moderate to advanced fibrosis (F2-F3 fibrosis stages).

• The possibility of MASLD - as a «new» chronic diabetic complication - should be
considered as a part of the routine examination of individuals living with T2DM, in
the same way we search for CVD, CKD or other chronic complications of T2DM.
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I documenti dello studio sono disponibili al seguente link: https://www.progettopiter.it/studio-ita-masld/

Per aderire allo studio inviare una e-mail all’indirizzo: masld@iss.it
Bugianesi E, Buscemi S, Burra P, Calvaruso V, Gastaldelli A, Germani G, Marra F, Masarone M, Miele L, Perseghin G, Persico M, Petta S, Sacco R, Sesti G, Baroni GS, Targher G,
Valenti L, Vespasiani-Gentilucci U, Vettor R, Rosato S, Ferrigno L, Buttari B, Mattioli B, Quaranta MG, Kondili LA. ITA-MASLD: A national observational study to characterize the
profile of patients with MASLD in specialistic care in Italy. Dig Liver Dis. 2025 Sep 15:S1590-8658(25)01079-5. doi: 10.1016/j.dld.2025.08.092. Epub ahead of print.

STUDIO OSSERVAZIONALE

ITA-MASLD: uno studio per valutare il profilo clinico epidemiologico e l’impatto economico dei 
pazienti con MASLD e fibrosi del fegato seguiti nei centri di cura multidisciplinari

https://www.progettopiter.it/studio-ita-masld/
https://www.progettopiter.it/studio-ita-masld/
https://www.progettopiter.it/studio-ita-masld/
https://www.progettopiter.it/studio-ita-masld/
https://www.progettopiter.it/studio-ita-masld/
mailto:masld@iss.it
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Grazie per l’attenzione !
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GLP-1RAs improve MASH and liver fibrosis: A meta-
analysis of randomized clinical trials

Mantovani A et al. Liver Int. 2025;45:e70256.

MASH resolution

Fibrosis improvement
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Semaglutide for MASH and liver fibrosis
(drug conditionally approved by FDA, 15 August 2025) 

Sanyal AJ et al. N Engl J Med. 2025; 392: 2089-2099. 

Phase 3 placebo-controlled ESSENCE trial: 800 patients with biopsy-proven MASH and moderate-severe liver fibrosis treated
with semagluitide 2.4 mg/week for 72 weeks (BMI 34 kg/m2, 56% had T2DM)



28Jara M, et al. Nat Med. 2025 Jul 21. doi: 10.1038/s41591-025-03799-0.
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Lee Y et al. Clin Gastroenterol Hepatol. 2019; 17: 1040-60.N = 32 cohort studies, including 3,093 patients with severe obesity
and biopsy-proven MASLD
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Beneficial effects of lifestyle intervention in both 
obese and non-obese patients with NAFLD

Wong VW et al. J Hepatol. 2018; 69: 1349-1356.

RCT trial: Effect of 12-month lifestyle intervention programme (diet + regular exercise) vs. standard care on remission of NAFLD (liver
fat <5% as measured by MR spectroscopy) in 154 Chinese adults with NAFLD

More patients in the intervention group (n=77) achieved remission of NAFLD 
compared to control group (n=77), regardless of baseline BMI 
(non-obese: 67% vs.18%, p<0.001; obese: 61% vs. 21%, p<0.001)
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Chew NWS et al. Circulation. 2025; 151: 98-119.



Date of Download:  5/21/2025

From: Sodium–Glucose Cotransporter 2 Inhibitor Use and Risk of Liver-
Related Events in Patients With Type 2 Diabetes: A Meta-analysis of 
Observational Cohort Studies 

Mantovani A et al. Diabetes Care. 2025;48:1042-1052.
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