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Not only lipid but also glucose metabolism is altered in MASLD
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Younossi ZM et al. Hepatology 2019 and 2023

Mantovani et al Gut 2021

Stronq correlation between MASLD and T2D
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Diabetes predictions
WORLD

€25 700 million 4\ 51%

EED 578 million increase
463 million

IDF Atlas 9th edition

Europe

E53 68 million 1\ 15%

EED 66 million increase
EEER 59 million

* The global prevalence of MASLD in T2D is 67% (was 55%)

* The global prevalence of MASH in T2D is 41% (was 37.3%)

* Advanced fibrosis/cirrhosis 38% (was 17%) in those who had a
liver biopsy

MASLD is associated with a 2.2-fold increased

risk of developing diabetes. (Mantovani Gut
2021)

MASLD diagnosed by Ultrasound or MRI-MRS

Prediction of global prevalence of in 2045
« MASLD+T2D 469 million
« MASH+T2D 286 million




.
Both fasting and postprandial hyperglycemia in T2D
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MASLD and T2D

* Fasting glucose metabolism

» Postprandial glucose metabolism



MASLD and T2D

* Fasting glucose metabolism



MASLD have high fasting glucose

(Most MASLD have FPG>100 but no association with higher IHTG)
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Gastaldelli et al Gastroenterology 2007, Obesity 2022; Scoditti et al Nat Rev Gastr Hepatol 2024

why MASLD have high fasting glucose
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Fasting hepatic insulin resistance is
iIncreased in MALSD and even more in T2D

Hepatic-IR (umol/kgyxpM)
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EGP iIs increased in T2D and in MASH
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High EGP and gluconeogenesis have been
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Gastaldelli et al Gastroenterology 2007, Obesity 2022; Scoditti et al Nat Rev Gastr Hepatol 2024

MASH have higher fasting EGP and Hep-IR
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MASLD and T2D

» Postprandial glucose metabolism



Gastaldelli Cusi J HEP reports 2019

IR and impaired postprandial insulin secretion AA\Risk of T2D

Insulin secretion
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Rosso C, .. Gastaldelli Bugianesi Hepatology 2016

OGTT hyperglycemia in severe fibrosis, not steatosis
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Svegliati and Gastaldelli Liver int 2020

OGTT hyperglycemia is due to ' IR and I insulin release during
OGTT and worsen with MASH
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Gastaldelli, A Obesity 2022

Postprandial hyperglycemia in MASLD
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WHY MUSCLE IR and reduced glucose disposal?
 Reduced phosphorylation of insulin genes

 Myosteatosis

 Reduced muscle mass (sarcopenia)
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Altajar J Clin Transl Hepatol. 2020

LIVER STEATOSIS / STEATOHEPATITIS CIRRHOSIS
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A\Risk of T2DM in MASH and A\Risk of MASH in T2DM are associated

with insulin resistance and impaired insulin secretion
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