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Plan

• Solid understanding of the disease

• How to assess

• Who to refer

• How to manage

• What is coming 



“What's in a name? That which we call a rose
By any other name would smell as sweet”

     W. Shakespeare 1597

Bai et al, Front Nutrit 2025
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Says what it isn’t, hard to describe 
with alcohol cofactor



“What's in a name? That which we call a rose
By any other name would smell as sweet”

     W. Shakespeare 1597

Bai et al, Front Nutrit 2025

Better, highlights the 
metabolic disease, concern 
about stigmatizing language



“What's in a name? That which we call a rose
By any other name would smell as sweet”

     W. Shakespeare 1597

Bai et al, Front Nutrit 2025

Better again, 
includes lean insulin 
resistance, neutral 
medical language



2024 was 
a big year 
for 
practice 
guidelines



Journal of Hepatology 2023 791542-1556DOI: (10.1016/j.jhep.2023.06.003) 
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“MASLD is the presence of 
excess triglyceride storage 
in the liver in the presence 
of at least one 
cardiometabolic risk 
factor”

• BMI or waist 
circumference

• Diabetes or impaired 
glucose tolerance

• Hypertension
• Elevated triglycerides
• Dyslipidemia



• One in three Australians 
have MASLD

• Two in three Australians 
with Type II DM or Obesity 
have MASLD

• Only 4-5% are aware they 
have MASLD

Alqahtani et al, Hepatol Comm 2021

Lomanarco et al, Diabet Care 2021 

Roberts et al, MJA 2021

High and rising rates of disease globally



Natural History 
of Steatotic 

Liver Disease 
and MASLD.

Targher G et al. N Engl 
J Med2025;393:683-
698



How do patients 
present?  

44 yo male

• Wife suggested “check up”

• Ht 180cm, Wt 90 kg BMI 27.8kg/m2

• BP 125/80 on irbesartan

• ALT 75, AST 40, Alb 44, Bili 12, Platelets 
280

• Etoh:  20g x 3nights per week
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Is this MASLD ?
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Check these!
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Check these!

*No requirement for abnormal liver tests*

ALT not sensitive as a marker for MASLD

Quite possible to have steatosis, 
steatohepatitis and advanced fibrosis with 
ALT normal range

(35% MASH, 20% advanced fibrosis, 7% 
cirrhosis – Samer et al, Am J Gastro 2019



Assessing for other causes of steatosis or 
elevated liver enzymes …  the “liver screen”
• Medications causing steatosis – corticosteroids, 

amiodarone, valproate, tamoxifen
• Hepatitis C
• Hepatitis B
• Wilson’s disease – low ceruloplasmin, high 24 hour 

urinary copper
• Coeliac screening 
• Iron studies (frequent hyperferritinemia)
• Alpha 1 AT
• Consider immune causes – AIH, PBC, PSC
• (not CMV, EBV)



MASLD without 
cofactors – what 
next?

• All practice guidelines 
recommend a non-invasive 
assessment of fibrosis

• The presence or absence 
of fibrosis is the strongest 
predictor of liver related 
outcomes

• Patients with advanced 
fibrosis selected for further 
liver care

Hagstrom et al, J Hepatol 2017



European Guidelines 2024



European Guidelines 2024



• 50-70% of 
patients 

• Need a test that 
will “rule out 
advanced 
fibrosis

• 5-10% of patients
• Need specialised liver 

assessment 

• The grey zone
• 20-40%





FIB-4
• Uses age, ALT, AST and platelets in calculation to 

group into low, intermediate and higher risk for 
advanced fibrosis

• Validated in multiple ethnicities

• Valid even with normal transaminases

• Can be affected by alcohol or ITP

• Inaccurate in those less than 35 years or >65 
(uses a higher threshold)

• In a low risk population – rules out advanced 
fibrosis ~ 97% NPV, PPV  ~25%



FIB-4
• Uses age, ALT, AST and platelets in calculation to 

group into low, intermediate and higher risk for 
advanced fibrosis

• Validated in multiple ethnicities

• Valid even with normal transaminases
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fibrosis ~ 97% NPV, PPV  ~25%

Back to our 

patient…..





• FIB4 can predict future liver related 
events and overall mortality in MASLD

• Reductions in scores over time can be 
used to adjust risk

Anstee et al, Lancet Reg. Health Eur. 2024

What if the blood results were 

different?
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Off to Liver 

Clinic….



Liver Clinic 

• Confirm or refute advanced fibrosis 
• Fibroscan  (+/- biopsy)

• Confirm no other diagnosis (alcohol)
• Consider whether CSPH (Clinically Significant Portal 

Hypertension)
• Consider the role of HCC surveillance
• Consider suitability for clinical trials
• Management of decompensation

• Hospital based risk factor management – Tertiary 
Obesity Management Service, Statewide Bariatric 
Service, Mood and Food Program, QUT Partnership 
Program (Type II DM)

• No personalised dietetic service for weight loss
• Low risk patients returned for holistic risk factor 

management in primary care





What about 
the grey zone? 

About 1/3 of 
patients

• Need another test
• Elastography
• Serum test
• (repeat FIB4 after intensive risk factor management)
• Or hepatology assessment



Elastography

• Measures the “stiffness” of liver tissue, correlates with 
fibrosis –  A sonic palpation

• Can be artificially elevated by inflammation, alcoholic 
hepatitis, recent food, heart failure or cholestasis

• Transient elastography = Fibroscan – used in clinics

• Swear wave elastography – usually available in radiology 
facilities

• Inter operator variability – the challenges of knowing the 
local services

• Readings difficult to acquire with abdominal adiposity – 
failure rate 10-30%

• No medicare rebate



Elastography

Mel



Biomarkers
There is still a grey zone!

No medicare rebate

Current cost $233 S+N

Request as “Serum Liver 
Fibrosis Markers”

(2017)



ELF score has similar accuracy to elastography

Studied in various biopsied CLD
Tomaki et al, Diagnostics 2022

Study in biopsied MASLD
Younossi et al, JAMA 2021



Guidelines for referral are 
elastography result > 8kPa or 
elevated ELF score



OK, so we have 
diagnosed MASLD 

and staged the 
fibrosis.  What next?

• This is a multisystem disease
• Treatment revolves around 

managing  all of the risk factors 
especially the insulin resistance 
and cardiovascular risks

Targher G et al. N Engl Med 2025;393:683-698



Positive 
lifestyle 

modification

Exercise

• Reduces liver fat content

• Reduces ALT

• Improves liver stiffness

• Reduces insulin resistance

• Improves dyslipidemia

• Improves adiponectin levels

• Improves sarcopoenia

• Improvements can occur 
independent of weight loss, but 
are heightened by weight loss
 

• Psychological benefits
• Cardiovascular benefits
• Social engagement
• Sleep benefits

Liu et al, J Obes Metab Syndr 2025
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Continued adherence is 
more important than  
exercise  type – ideally a 
combination of aerobic 
and resistance training



Positive 
lifestyle 

modification

Weight reduction

• Clear evidence of benefit from high quality clinical trials

• 5% body weight reduction reduces liver fat

• 7-10% body weight reduction reduces liver inflammation

• >10 % body weight reduction improves fibrosis scores

Studies with follow up out to 24 months tend to show 
regain and partial deterioration of liver lipid and stiffness 
scores after lifestyle intervention



Positive 
lifestyle 

modification

Dietary intervention

• No clear difference in 
liver results between low 
fat vs low carb vs 
intermittent fasting 

• Mediterranean-style diet 
consistently shows liver 
and CVS benefits even 
without weight loss

• Positive association with 
MASLD and sweet 
beverages

• Positive association with 
ultra-processed foods

• Protective effect of 
coffee consumption



Positive 
lifestyle 

modification

Alcohol

• Recommend abstinence from alcohol in cirrhosis

• In noncirrhotic MASLD, hard to recommend any safe 
level of consumption

• Moderate levels of consumption associated with up to 
twice the rate of progression in observational studies

• Discuss risks and recommend consumption as low as 
possible

Jarvis et al, BMJ Open 2022



Pharmacological 
interventions

Until recently, little 
evidence for any liver 
specific pharmacological 
interventions
• Resmetirom US TGA 

approved 2024
• Increasing data for 

GLP1
• Fibroblast growth 

factor 21 analogues in 
clinical trials



• Oral, liver directed, thyroid hormone receptor 
agonist

• Thyroid hormone in the liver reduces 
lipogenesis, increases lipophagy and reduces 
fibrogenesis

• Included F1-F3 patients
• Week 52 data published, trial continues to 5 

year
• Improvements in liver fat, fibrosis, LDL
• Side effects diarrhoea, nausea, pruritis



GLP1 
agonists
• Improved histology in 

MASH studies involving 
semaglutide and 
tirzepetide (RCT)

• Real world cohort studies 
show reduction in cirrhosis 
diagnosis and lower risk of 
HCC

• Newer agents in the 
pipeline

• TGA approval is for 
management of overweight 
and obesity with 
comorbidities

Targher G et al. N Engl J Med2025;393:683-698



Fibroblast 
Growth Factor 

21 analogues

• Still in clinical trial 
stage

• Targeting hepatic lipid 
metabolism, insulin 
sensitivity

• May reduce fibrosis 
stage in F2-3



Pharmacological 
interventions

Treating the 
comorbidities in MASLD
• Obesity
• Type II DM
• Dyslipidemia



Type II DM
• SGLT2-inhibitors have 

hepatoprotective 
effects in Type II DM

• Meta-analysis of 
cohort studies 
reassuring

• One RCT assessing 
histological end points 
at 48 weeks showing 
improvements



Metformin

• Weight neutral

• No high quality evidence that improves MASLD histology 
but may be useful

• No indication for discontinuation unless 
decompensation or renal failure



Dyslipidemia – 
Statins are 

safe

• No increased risk of hepatotoxicity in MASLD

• Undertreatment is frequent, vascular disease is the 
commonest cause of death in those without advanced 
fibrosis

• Observational studies suggest benefits in liver 
outcomes but no RCT with histological end points

Chalasani et al, Gastro 2004
El-Serag eg al Gastro 2009
Blais et al, Dig Dis Sci 2016



Surgical 
Interventions

• Bariatric surgery (when 
indicated) can be 
associated with long 
term improvements in 
MASLD histology

• Prospective (non RCT) 
studies show improved 
liver outcomes

• Beware of established 
cirrhosis and alcohol 
risks

*single centre, patients with severe 
obesity
Lassalilly et al, Gastro 2020

*baseline MASH F1-3, non randomised
Aminean et al, JAMA 2021



Hepatocellular 
Carcinoma

• Rapidly increasing in incidence, 5 year survival low

• Cirrhotic patients should be in a surveillance program 
unless not appropriate for age and stage

• Non-cirrhotic HCC is “a thing” especially in older, 
diabetic males

• Incidence doesn’t warrant surveillance, but lesions 
should be investigated (multiphase CT or MRI)

• Normal AFP doesn’t rule out malignancy
2024



Summary

• MASLD is the liver manifestation of the metabolic 
syndrome and reflects a multisystem disease

• Common and becoming more common

• Assess for other causes of liver dysfunction and address 
these

• Assess fibrosis stage to risk stratify – FIB4 +/- other tests

• Manage the risk factors – physical activity, diet quality, 
weight, insulin resistance, dyslipidemia, smoking

• Liver specific treatments are coming but patients need 
multisystem care

• General Practice is vital for the holistic risk factor 
management, preventative care needed for this 
condition

• Who to refer?  



Summary

• MASLD is the liver manifestation of the metabolic 
syndrome and reflects a multisystem disease

• Common and becoming more common

• Assess for other causes of liver dysfunction and address 
these

• Assess fibrosis stage to risk stratify – FIB4 +/- other tests

• Manage the risk factors – physical activity, diet quality, 
weight, insulin resistance, dyslipidemia, smoking

• Liver specific treatments are coming but patients need 
multisystem care

• General Practice is vital for the holistic risk factor 
management, preventative care needed for this 
condition

• Who to refer?  • Uncertainty re diagnosis
• Uncertainty re fibrosis stage
• Advanced fibrosis



Patient support and resources
GE Society Australia 
https://www.gesa.org.au/re
sources/patient-resources/



Patient support and resources Australian Liver Foundation 
(https://liver.org.au/)



Patient support and resources Australian Liver Foundation 
(https://liver.org.au/)
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