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MASLD: una nuova 
frontiera terapeutica 

per i GLP-1 RA?
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Screening steatosis and fibrosis in T2D

76.2%

8.4%
7.7% 7.7%

F0-F1
F2
F3
F4

• 825 pats with DMT2: transient elastography
• Steatosis (CAP≥274 dB/m): 73.8%

• Fibrosis
• ≥ F2: 8.2 kPa
• ≥ F3: 9.7 kPa
• F4: 13.6 kPa

Ciardullo S et al. Diabetes Care 2021 
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ADA Standard of Care, 
Diabetes Care, 2024

*

2024
A new era
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ADA Standards of Care 2025

ADA Standards of Care,
Diabetes Care, 2025Diap
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EASL–EASD–EASO
J Hepatol, 2024

Weight
loss !

Regardless
of diabetes
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Special task for the 
diabetologist
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ADA Standards of Care 2025

ADA Standards of Care,
Diabetes Care, 2025

 GLP1-RA
 GIP/GLP1-RA
 Pioglitazone
 GLP1-RA + Pioglitazone
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Pioglitazone

Belfort R et al N Engl J Med, 2006 - Sanyal AJ et al CRN N Engl J Med, 2007
Cusi K et al Ann Int Med, 2016Diap
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GLP1-RA
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Liraglutide

Armstrong MJ  et al, Lancet, 2016
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Newsome P et al, N Engl J Med, 2020

GLP1-RA – Semaglutide 0.4 die
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ESSENCE
Semaglutide 2.4 once weekly

Sanyal A et al 
N Engl J Med, 2025Diap
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Sanyal A et al N Engl J Med, 2025

ESSENCE: End-point
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Ciardullo S, Perseghin G. Diabetes Care, 2024

Compensated advanced
chronic liver disease (F4)

MASLD/MASH Clinically significant
portal hypertension 

?
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GLP1-RA in compensated cirrhosis (F4) - Semaglutide

Loomba R et al, Lancet Diabetes Endocrinol, 2023

Improvement fibrosis Improvement NASH

Phase 2:
71 patients
48 weeks
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Dual-agonists
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GLP1/GIP RA: Tirzepatide

Loomba R et al, N Engl J Med, 2024

Phase 2:
190 pats
54 weeks
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GLP1/Glucagon RA: Survodutide

Sanyal AJ et al, N Engl J Med, 2024

Phase-2, 48 weeks
Histologic improvement 
in MASH, with no 
worsening of fibrosis

Once weekly
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Triple-agonists
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GLP1/GIP/Glucagon – RA
(Retatrutide)

Sanyal AJ et al, Nature Med, 2024

Liver fat reductions were
significantly related to changes in body 
weight, abdominal fat and metabolic
measures associated with improved insulin 
sensitivity and lipid metabolism
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Resmetirom

Harrison SA et al, N Engl J Med, 2024

Resmetirom is an oral, liver-directed, 
thyroid hormone receptor beta (THR-β) –
selective agonist

MAESTRO – Phase 3
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Conclusions

Diap
os

itiv
a p

rep
ara

ta 
da

 G
IANLU

CA PERSEGHIN
 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



Anti
metabolic therapy
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Anti inflammatory and
anti fibrotic therapy
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Combination/sequential therapy

Anti metabolic therapy

Anti inflammatory and
anti fibrotic therapy

Anti inflammatory and
anti fibrotic therapy

Anti metabolic therapy
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Greater weight 
loss = better liver 
health outcomes
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Cortesia di Elisabetta Bugianesi (UNITO)Diap
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ADA Standard of Care, 
Diabetes Care, 2024Diap
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