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Conflitti di interesse

Negli ultimi due anni, I. Dicembrini ha ricevuto compensi per relazioni e/o consulenze da 

Astra Zeneca, Boehringer Ingelheim, Dexcom, Eli Lilly, Medtronic, Novo Nordisk, 

Sanofi.

La struttura di appartenenza ha ricevuto :

- Finanziamenti per ricerca indipendente non condizionata da Abbott

- Compensi per studi clinici sponsorizzati da Amgen, AstraZeneca, Boehringer

Ingelheim, Daiichi Sankyo, Eli Lilly, Genentech, Molteni, Novo Nordisk
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Italian Guidelines for the treatment of T2 Diabetes, 2025

Drug therapy
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Rinella ME, et al. Nat Rev Gatroenterol Hepatol, 2026
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Li J et al. J Med Chem 69:823-44, 2026
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6Harrison SA et al. Nat Med 29:2919-2928, 2023

MAESTRO-NAFLD-1 RCT
Treatment: Resmetirom

Comparator: placebo

Patients: 1,145 NAFLD/NASH with F1-F3 (Fibroscan)

Primary endpoint: Safety (AE)

Follow-up: 52 wk
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7Harrison SA et al. N Engl J Med 390:497-509, 2024

MAESTRO-NASH RCT
Treatment: Resmetirom

Comparator: placebo

Patients: 966 NASH with F1B-F3 (biopsy)

Co-primary endpoints: 

1. Improvement of NASH with no worsening of fibrosis

2. Improvement of fibrosis with no worsening of NASH

Follow-up: 52 wk
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Li J et al. J Med Chem 69:823-44, 2026
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9

ESSENCE trial

Treatment: semaglutide 2.4 mg OAW

Comparator: placebo

Principal outcome: cyrrhosis-free 

survival (composite of cyrrhosis and all-

cause mortality)

Patients: 1,197 patients with MASH and 

fibrosis stage 2-3 (biopsy)

Follow-up: 240 wk

Sanyal AJ et al. N Engl J Med 2025

Interim analysis at 72 wk

-11% weight
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Mediation analysis using natural  

effects model of an RCT

Treatment: semaglutide 0.4 mg OAW

Comparator: placebo

Principal outcome: Histological resolution of 

steatohepatitis and no fibrosis worsening

Patients: 320 patients with MASH and 

fibrosis stage 1-3 (biopsy), BMI>25 kg/m2

Follow-up: 72 wk

Jara M et al. Nat Med. 2025 Sep;31(9):3128-3140.Diap
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1

Systematic Meta-analysis 
32 cohort studies

Treatment: bariatric surgery

Principal outcome: Histological NAFLD and 

NASH

Patients: 3,093 patients

Follow-up: 52 weeks

Lee Y et al. Clin Gastroenterol Hepatol. 2019;17(6):1040-1060

-66% -40%
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Network Metanalysis of RCT (n=14)

Treatment: SGLT-2i

Comparator: standard care

Principal outcome: controlled attenuation parameter 

(CAP) and liver stiffness measurement (LSM)

Patients: 855 MASLD patients 

Follow-up: 6 months

Gomez DP et al. JGH Open. 2026;10(3):e70364.

LSM

CAP
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Network Meta-analysis of RCTs

Treatment: any treatment for obesity

Comparator: placebo, any for obesity

Principal outcome: resolution of MASH

Patients: Obese with MASH

Monami M  et al. Diabetes Obes Metab 28:4253-60; 2026Diap
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Mannucci E, Dicembrini I. Nature Rev Clin Oncol, 2026
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Mannucci E, Dicembrini I. Nature Rev Clin Oncol , 2026
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Li J et al. J Med Chem 69:823-44, 2026
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Phase 2 trial on MASH

Treatment: Tirzepatide 5-15 mg

Comparator: placebo

Principal outcome: Improvement of 

fibrosis with no worsening of MASH 

Patients: 157 patients with MASH and 

moderate/severe fibrosis

Follow-up: 52 weeks

Loomba R et al. N Engl J Med 391:299-310; 2024

-10/-15% weight
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1

8Sanyal AJ et al. N Engl J Med 391:311-9, 2024

Phase 2 RCT on MASH

Treatment: Survodutide

Comparator: placebo

Patients: 247 with NASH, F1-F3 (biopsy)

Primary endpoint: Improvement MASH with 

no worsening of fibrosis

Follow-up: 24 wk

-19% weight with 4.8 mg
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Wharton S, et al Diabetes Obes Metab. 2026;28(2):1490-1498.                            Platz E, et al. JACC Heart Fail. 2026 May;14(5):102780.
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0Sanyal AJ et al. Nat Med. 2024;30(7):2037-2048.

Phase 2a RCT on MASH

Treatment: Retatrutide (1, 4, 8 or 12 mg/week)

Comparator: placebo

Patients: 247 with NASH, F1-F3 (biopsy)

Primary endpoint: liver fat (LF by magnetic 

resonance imaging proton density fat fraction 

(MRI–PDFF) at 24 week

Follow-up: 48 wk

-9/-26% weight
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Li J et al. J Med Chem 69:823-44, 2026
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2
Noureddin M et al. Lancet 406:719-30, 2025

HARMONY (phase 2b) RCT
Treatment: Efruxifermin 28 or 50 mg

Comparator: placebo

Patients: 126 with MASH, F2-F3 (biopsy)

Primary endpoint: Improvement fibrosis with 

no worsening of MASH

Follow-up: 96 wk
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3

Li J et al. J Med Chem 69:823-44, 2026

𝛄 (pioglitazone), ⲁ (fibrati), δ (seladelpar)
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4Cusi K et al. Ann Intern Med 165:305-15, 2016

RCT
Treatment: Pioglitazone

Comparator: placebo

Patients: 101 IGT/T2DM with NASH (biopsy)

Primary endpoints: Improv. NASH with no wors. fibrosis

Follow-up: 18 mo (+ 18 mo open-label pioglitazone)

Diap
os

itiv
a p

rep
ara

ta 
da

 IL
ARIA D

IC
EMBRIN

I e
 ce

du
ta 

all
a S

oc
iet

à I
tal

ian
a d

i D
iab

eto
log

ia.
 

Per 
ric

ev
ere

 la
 ve

rsi
on

e o
rig

ina
le 

si 
pre

ga
 di

 sc
riv

ere
 a 

sid
ita

lia
@

sid
ita

lia
.it



2

5Francque SM et al. N Engl J Med 385:1547-58, 2021

NATIVE (phase 2b) RCT
Treatment: Lanfibranor

Comparator: placebo

Patients: 247 with NASH, F1-F3 (biopsy)

Primary endpoint: Improv. NASH

Follow-up: 24 wk
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Italian Guidelines for the treatment of T2 Diabetes, 2025

Drug therapy
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Titolo presentazione 

arial bold 8 pt

Luogo e data arial regular 8 pt

Algoritmo diagnostico per la stratificazione mediante FIB-4 e VCTE

Targher G, et al. N Engl J Med. 2025;393(7):683-698.Diap
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