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Stages of MASH/ MASLD

FIGURE 1. MASLD Progression*"
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MASH, metabolic dysfunction-associated steatohepatitis; MASL, metabolic dysfunction-associated steatotic iver; MASLD, metabolic dysfunction-associated steatotic
liver disease

Management strategies for metabolic dysfunction—associated steatotic liver disease (MASLD) | AUMC. Accessed April 21, 2026 .https://www.ajmc.com/view/management
strategies-for-metabolic-dysfunction-associated-steatotic-liver-disease-masld-.



MASLD/ MASH prevalence
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Estes C, Razavi H, Loomba R, Younossi Z, Sanyal AJ. Modeling the epidemic of nonalcoholic fatty liver disease

demonstrates an exponential increase in burden of disease. Hepatology. 2018 Jan;67(1):123-133. doi:
10 1002/hen 290466 Fnoiitb 2017 Dec 1 PMID: 28802082 PMCID: PMCK767767



Healthy liver

NASH with or without fibrosis

Insulin resistance or hyperinsulinaemia
and related disorders

(eg, atherogenic dyslipidaemia,hypertension,
dysglycaemia, high non-esterified fatty acids)

Vasoactive and thrombogenic molecules
(eg, fibrinogen, transforming growth factor-g,
plasminogen activator inhibitor 1, reactive
oxygen species)

Proinflammatory factors
(eg, IL-1B, IL-6, TNF-a, C-reactive protein)

Cardiovascular disease and
arrhythmias

Type 2 diabetes

L

Chronic kidney disease

)

Colorectal cancers
(other extrahepatic cancers)

Targher G, Tilg H, Byrne C Non-alcoholic fatty liver disease: a multisystem disease requiring a multidisciplinary and holistic

approach The Lancet Gastroenterology & Hepatology, 2021; 6, 578-588




The bidirectional relationship

~2-2 times increase in risk

~0-5-2-0 times ~2.0times
increase in risk ¢ increase in risk
Cardiovascular disease |« . P Cardiovascular disease
Type 2 diabetes NAFLD
Metabolic syndrome Steatosis
NASH
Chronic kidney disease |« St » Chronic kidney disease
~2.5-3-5times T ~1.5 times
increase in risk increase in risk

~2-0-6-0 times increase in risk (liver fibrosis) 10100 times

increase in risk

Hepatocellular carcinoma

Targher G, Tilg H, Byrne C Non-alcoholic fatty liver disease: a multisystem disease requiring a multidisciplinary and holistic
approach The Lancet Gastroenterology & Hepatology, 2021; 6, 578-588



Who should be screened?

Lower risk ]
of cirrhosis
Groups with the highest
risk of cirrhosis
Is LSM
Prediabetes Rule out =8.0kPa*?
secondary ”
. causes u_::f Yes
Obesity steatosis
with 21 CV factors or T ALT ,
- . Managed by liver specialist
*Consider ELF if LSM not (and interprofessional team)
available. Refer to liver Higher risk If FIB-4 « Additional imaging and
specialist if ELF 29.8 of cirrhosis >2.67 biomarker risk stratification
+ Treatment + long-term
follow-up

American Diabetes Association Professional Practice Committee for Diabetes*; 4. Comprehensive Medical Evaluation and Assessment of Comorbidities: Standards
of Care in Diabetes —2026. Diabetes Care 1 January 2026; 49 (Supplement_1): S61-S88.



A Multidisciplinary team

Endocrinology

Bariatric
Surgery

Gastroenterology/

Hepatology
Cardiologist

Rinella ME, Neuschwander-Tetri BA, Siddiqui MS, Abdelmalek MF, Caldwell S, Barb D, Kleiner DE, Loomba R. AASLD Practice Guidance on
the clinical assessment and management of nonalcoholic fatty liver disease. Hepatology. 2023 May 1;77(5):1797-1835. doi:
10.1097/HEP.0000000000000323. Epub 2023 Mar 17. PMID: 36727674; PMCID: PMC10735173.



Primary care, endocrinologists, gastroenterologists, and obesity
specialists should screen for NAFLD with advanced fibrosis

Screening

Step 1: ldentify patients at risk

teatosis on any
Type 2 diabetes imaging modality or
elevated aminotransferase

2 or more
metabolic risk factors!

Step 2: History and laboratory tests:
Excessive alcohol intake, CBC, liver function tests

Step 3: Non-invasive testing (NIT) for fibrosis?3
(FIB-4 is a calculated value* based on age, AST, ALT & platelet count)

FIB-4 <1.3 FIB-4 1.3 10 2.67 FIB-4 > 2.67

v
1 RISK

i

Step 4: Liver stiffness measurement (LSM)3%7

LSM <8 kPa LSM8to 12kPa | LSM>12kPa

LOW RISK

Repeat NIT in 2-3 LRG0 gist HIGH RISK
years unless clinical PRI el Refer to hepatologist
circumstances change SEET DY el

Kanwal F, Shubrook JH, Adams LA, Pfotenhauer K, Wai-Sun Wong V, Wright E, Abdelmalek MF, Harrison SA, Loomba R, Mantzoros CS, Bugianesi E, Eckel RH,
Kaplan LM, El-Serag HB, Cusi K. Clinical Care Pathway for the Risk Stratification and Management of Patients With Nonalcoholic Fatty Liver Disease.
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Treatment

Metabolic dysfunction-associated steatotic liver disease (MASLD) treatment algorithm

e .

Individualize care, 0
targeting the
following: @
« Adoption of a

healthy lifestyle O:::ﬂy o
« Weight loss (if indicated) — Pharnscothesy §
« Optimal diabetes - )y Prefer GLP-1RA, y

management B dual GIP and Not indicated
« Cardiovascular ' GLP-1RA

risk reduction
« Need for metabolic

surgery (as recommended Obesity

by guidelines) pharmacotherapy

’ Prefer GLP-1RA,
dual GIP and
GLP-1RA
Obesity
pharmacotherapy
As with F2-F3
with caution*

1 Only semaglutide among GLP-1 RAs has been approved by the FDA for treatment of MASH.

* Individualized care and close monitoring needed in compensated cirrhosis given limited safety data available.
American Diabetes Association Professional Practice Committee for Diabetes™; 4. Comprehensive Medical Evaluation and Assessment of
Comorbidities: Standards of Care in Diabetes—2026. Diabetes Care 1 January 2026; 49 (Supplement_1): S61-S88.




Latest Pharmacotherapy

Medication Mechanism Study Study Results

Semaglutide 2.4 GLP1 RA ESSENCE 62.9% semalgutide 2.4 mg vs
34.3% for placebo resolution
without worsening of liver
fibrosis

36.8% for semaglutide vs
22.4% for placebo reduction in
liver fibrosis without worsening
of steatohepatitis

Resmetirom THR B Agonist MAESTRO NASH
25.9% and 29.9% of patients

achieved NASH resolution with
no worsening of fibrosis vs
9.7% in the placebo group

24.2% and 25.9% of patients
achieved fibrosis improven
by at least one stage




What does the future hold?
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Prikhodko, V. A., & Okovityi, S. V. (2026). Current Drug Development Pipeline for l\/IA.SI__‘D and MASH: Focusing on Cardiovascular
Comorbidities. Biomedicines, 14(4), 909. https://doi.org/10.3390/biomedicines14040909



Thank you!




	Slide 1
	Slide 2: Stages of MASH/ MASLD 
	Slide 3: MASLD/ MASH prevalence 
	Slide 4
	Slide 5: The bidirectional relationship
	Slide 6: Who should be screened? 
	Slide 7: A Multidisciplinary team 
	Slide 8: Screening 
	Slide 9: Treatment
	Slide 10: Latest Pharmacotherapy
	Slide 11: What does the future hold?
	Slide 12

