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Benefit of weight loss in MASH

WHY? 

HOW? 

LIMITS 

• Life-style 

• Metabolic surgery

• Drugs 

• Sustainability 

• Adherence 



Benefits of weight loss

➢Additional benefit: The 

risk after weight loss was 
significantly lower than the risk 
for an individual with the 
corresponding stable lower BMI.

➢Benefit with residual 
risk: The risk after weight loss 

was significantly lower than the 
risk before weight loss; but 
significantly higher than the risk 
for an individual with the 
corresponding stable lower BMI

UK primary care database: 
0.5 million people 

Haase, Int J of Obesity 2021



Weight loss therapy
HOW? 

Diet, physical 
activity 
changes 

SURGERY DRUGS 

Associated comorbidities 

Target Outcomes 

Reimbursement policies 

Patients’ choice 



Gepner, Circulation, 2018

Effect of diet with or without physical activity 
on intrahepatic fat content 

18 month RCT 
278 obeses adults 



LIFE STYLE,   N= 96/80

RYGB,  N = 96/77

SLEEVE, N =  96/79

Baseline 52 weeks 

Liver biopsy Liver biopsy 

Inclusion criteria: 
ü BMI 30–55 kg/m²
ü Histologically confirmed NASH

Primary endpoint: resolution of NASH without 
worsening of fibrosis
Main secondary endpoint: at least 1 stage fibrosis 
improvement with no worsening of NASH
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Type 2 Diabetes, ITT population 

Baseline Follow-up

65% 6% 68% 

P < 0.001 P < 0.001
NS



easlcongress.eu                 #EASLCongress

NASH resolution according to the 
amount of weight loss 

88% - F1F2
11% - F3



MECHANISM OF ACTION OF GLP1 RECEPTORS AGONIST 

GI, gastrointestinal; GLP-1RA, glucagon-like peptide-1 receptor agonist.
1. Campbell, Drucker. Cell Metab 2013;17:819–37; 2. Baggio, Drucker. J Clin Invest 2014;124:4223–6; 3. Flint et al. J Clin Invest 1998;101:515–20;
4. Blundell et al. Diabetes Obes Metab 2017;19:1242–51; 5. Tong, D'Alessio. Diabetes 2014;63:407–9; 6. Armstrong et al. J Hepatol 2016;64:399–408;
7. Armstrong et al. Lancet 2016;387:679–90; 8. MacDonald et al. Diabetes 2002;51(Suppl 3):S434–42; 9. Drucker. Cell Metab 2016;24:15–30.

GI tract
 Gastric emptying5

Pancreas
 Glucagon secretion1

 Beta-cell function1

 Insulin biosynthesis1

Heart and vessels
 Cardioprotection9

 Vascular protection9

Brain
 Body weight2

 Food intake1

 Satiety3,4

Kidneys
 Natriuresis1

 Nephroprotection1

Muscles
 Insulin sensitivity8

Liver
 Hepatic glucose production6

 Hepatic insulin sensitivity6

 De novo lipogenesis6

 Steatosis7



WEIGHT LOSS WITH GLP1 RA 
STEP - 1LIRA - 1

Sunyer, NEJM 2015

Wilding, NEJM 2021

- 14.9%



-25%

-20%

Weight loss with GLP-1RA,  double and triple RA

- 14.9%

TIRZEPATIDE

- 22% - 18.7% 

SEMAGLUTIDE SURVODUTIDE 

RETATRUTIDE 

- 24.2%
Wilding, NEJM 2015
Jastreboff, NEJM 2022
Jastreboff, NEJM 2023
Zhou, Endocrine Practice 2019
LeRoux, Lancet Diabetes&Endocrinol 2024



Cagrilintide - long-acting amylin analogue





■ Mean relative liver fat reduction was 

>80% with RETA 8 mg and 12 mg

Sanyal, AASLD 2023

Effect of dual and triple RA on liver fat content 

TIRZEPATIDE – SURPASS-3 MRI 

Gastaldelli, Lancet 2022 

RETATRUTIDE 



Tirzepatide reduces the predicted risk of 

atherosclerotic cardiovascular disease and 

improves cardiometabolic risk

Hankosky, Diabetes Obes  Metab 2024

Tirzepatide reduces the predicted risk of 

developing type 2 diabetes

Post hoc analysis of the SURMOUNT-1 trial

Hankosky, Diabetes Obes  Metab 2024



GLP1 – Receptors Agonists: The Holy Grail to lose weight?  

❖Effect on adipose tissue 
distribution 

❖Sustainability of weight loss 
❖Non or inadequate response
❖Adherence?  
❖Costs 

❖Weight loss 
❖Liver fat content 
❖CV risk 
❖T2DM risk 



Effect of a single GLP1 - RAs and dual RAs on adipose tissue 
distribution 

Once-weekly semaglutide in adults with 

overweight or obesity

Wilding, NEJM 2021
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Weight loss sustainability after stopping GLP1-RAs



Weight loss sustainability after stopping GLP1-RAs

Jensen, Lancet 2024



Weight loss sustainability after stopping GLP1-RAs

Mozaffarian, JAMA, February 2024



Discontinuation and reinitiation of GLP-1R agonists in patients with type 2 
diabetes: a nationwide study from 2013 to 2021

Malik, Lancet 2023

Discontinuation rate 

45%

Reinitiation rate 

26%



Conclusion 

❖Weight loss strategies not only provides opportunities to treat obesity itself but 
also offers a potential treatment for its complications, such as T2D and MASLD

❖ Glucagon-like peptide-1 receptor agonists (GLP1-RAs): 

❖ promote significant weight loss but also offers promising therapeutic 
options for MASLD

❖ backbone of future MASH/combination therapies 

❖ Strategies combining life-style measures / booster periods for GLP1? 

❖Bariatric surgery:
❖Significant cardiometabolic benefits
❖Significant histological improvement correlated to the amount of weight loss (>

20%)
❖Feasibility of bariatric surgery in patients with cirrhosis (HTP?)
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