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Prevalence of NALFD in high risk groups

Population studied Prevalence of NAFLD

Excessive BMI and visceral obesity
Severe obesity undergoing bariatric surgery

90% NAFLD
5% of patients may have unsuspected cirrhosis

An ultrasonographic study of patients with T2DM 69% prevalence of NAFLD

Individuals with dyslipidemia attending lipid clinics Prevalence of NAFLD 50%





Independent predictors of fibrosis 
progression
• Age >45-50

• BMI >29-30kg/m2

• Degree of insulin resistance

• Diabetes

• Hypertension

NASH scoring system in pts with 
obesity



NAFLD/NASH Progression

• Fibrosis and presence of steatohepatitis are biggest predictors of 
progression

• Fibrosis progression by 1 stage every 7 years in NASH

• Fibrosis progression 1 stage every 14 years in NAFLD

• Progression can be slowed with frequent visit/dietary counselling 
advice

• Meta-analysis of placebo arm patients in 35 NASH trials found 
minimal progression

Singh et al. Clin Gasto Hep 2015 (13);643-54
Roskilly et al. Liver Int 2021 (41);982-95.



NAFLD- Fibrosis staging

• Diagnosis of cirrhosis important

• 6 monthly USS for HCC surveillance

• Monitoring for signs and symptoms of decompensation or portal 
hypertension

• Risk of decompensation 3-20% per year for cirrhotic patients

• All cause mortality for F0-2 patients = 0.32 per 100 person years

• F3 = 0.89 per 100 person-years

• F4 = 1.76 per 100 person-years







Clinical suspicion

• Obesity

• T2DM

• OSA

• Presence of insulin resistance

• Chronic elevation of AST/ALT

• Elevated ferritin



Blood tests

• AST/ALT ratio <1 (reverse of ETOH liver disease)

• Note the lab doesn’t routinely do AST

• Please request FIB-4



BPAC NZ guidelines



BPAC NZ guidelines



Who should have a liver biopsy?



Treatment options for NASH

• Lifestyle interventions

• Weight loss of 3-5% can improve steatosis

• >10% weight loss to improve necroinflammation

• Pioglitazone –significantly improves liver enzymes, steatosis, 
ballooning and inflammation

• Vitamin E: Superior to placebo in adults with NASH but no DM

Ratziu et al. Gastroenterology 2008, Sanyal 
et al NEJM 2010



Treatment for NASH

• AASLD recommendations: Pioglitozone can be used to treat certain 
patients with NASH who do not have DM but long term safety and 
efficacy has not been established

• Vitamin E 800 IU/day improves liver histology in NASH patients BUT 
not recommended to treat NASH in those with other chronic liver 
diseases, diabetes, cirrhosis

• Why do we not empirically treat everyone with NASH with vitamin E?

• 50% of patients do not respond

• Risk of hemorrhagic stroke and prostate cancer





Resmetirom

• Oral, liver directed thyroid hormone agonist

• First FDA approved medication for NASH F2-
3 fibrosis in 2024

• Enters liver cells to enhance mitochondrial 
function, improve fat burning and reduce 
toxic fat accumulation

• 1:1:1 80mg: 100mg : placebo

• Common side effects- nausea, mild 
diarrhoea

• Cost: ~$45,000 USD per year
Harrison S et al. NEJM 2024;390:497-509



Therapies for NASH

• Many agents have failed to improve NASH or reverse fibrosis in phase 
III studies, despite early promising results

• GLP agonists seem to be most promising but not funded for most in 
NZ

• Trulicity small effect

• Current clinical trials available for NASH:

• GLP agonist (sudorvutide) for F2-4 NASH- long term study

• Tirzepatide:Retatrutide:placebo study for F2-4 NASH

• Placebo arm 1:3



Clinical trials

• Fibroblast growth factor 21 (FGF21) – Efimosfermin for F2-4 NASH

• Once monthly subcut injections

• Phase II studies have shown improvement in fibrosis of 68% of 
patients after 6 months compared to placebo

• All patients would have fibroscan, MRI PDFF (fat %) and a liver biopsy 

• Once monthly follow ups



NASH- take home messages

• High prevalence- be on the lookout for NAFLD/NASH in your patient 
population (>50% may have NAFLD)

• Order FIB-4 score (so automatically includes AST)

• Refer anyone with high FIB-4 or NAFLD fibrosis score for fibroscan

• Repeat fibroscan every 5 years if ongoing abnormal LFTs

• Newer treatment options becoming available

• Clinical trials a good option



HBV cases- Who would you start on 
treatment?

40 year old male, HBeAg negative

ALT 45

HBV DNA 20,000 IU/mL

Non cirrhotic



REACH-B HCC score



HBV- Case 2

40 year old female

HBeAg negative

ALT 25

HBV DNA 20,000 IU/mL



REACH B HCC score



Case 3

• 32 year old female

• ALT 25

• HBV DNA 2500 IU/mL



Case 4

• 50 year old male

• ALT 20

• HBV DNA 3000 IU/mL



Case 5

• 60 year old male

• ALT 50

• HBV DNA 600 Iu/mL



Case 6

• 30 year old male

• HBeAg positive

• ALT 20

• HBV DNA 1,000,000 IU/mL



HBV

• In 2024, 1.1 million deaths were linked to HBV (HCC and cirrhosis)

• Incidence of HCC has been rising since 2015 despite availability of 
potent NRTIs (17% increase in HBV related deaths compared to 2015)

• 240 million people with HBV infection worldwide

• Only 65 million (27%) have been diagnosed

• 10 million (4.3%) receiving antiviral treatment

Lesi O et al. WHO global hepatitis report 2026. The Lancet 
Gastroenterol Hepatol 2026



Treating CHB patients with detectable HBV DNA 
and normal ALT reduces the risk of liver cancer

Liver cancer rate reduced by 70% with oral NUC therapy



HBV integration into host genome 

HBV is an oncogenic virus as it integrates into host genome 
Can cause HCC even in absence of cirrhosis
Antivirals reduce HBV integration by 99.9% over 10 years
Start treatment based on HBV DNA levels and not ALT levels to reduce long term risk of HCC



Current NZSG guidelines for HBV treatment

HBsAg positive
>30 years old

Check HBV DNA

DNA >2000IU/mL DNA <2000IU/mL

Start antiviral 
treatment

No treatment



HBV treatment in NZ

• Entecavir or tenofovir

• Currently 94,000 infected

• 57,000 diagnosed (60%)

• 8800 treated (9%)

• Applying new guidelines, we would increase patients on antiviral 
treatment to 28,000



Importance of fibroscan

• Patients with severe fibrosis or cirrhosis needs HCC surveillance

• 6 monthly USS

• Facilitated by Hepatitis Foundation



Monitoring for liver cancer improves survival

Fung et al, Hepatology 2006

Surveillance improves survival by 10 fold



HCC surveillance improves treatment options 
and chances of survival

1540 patients with HBV related liver cancer since 2000 in NZ



We need a cure for HBV (!)











Bepirovirsen induces superior, clinically 
significant functional cure rates

Only for patients with HBsAg level <3000 IU/mL but more so in patients <1000 IU/mL

Is there a way to predict who is going to respond to treatment?



Response guided treatment



Response guided treatment





What % of patients have HBsAg <1000 Iu/mL

Quantitative HBsAg (IU/mL) Number %

<0.05 17 4.9

0.06-100 96 27.5

100-1000 110 31.5

1000-3000 78 22.3

3000-10,000 35 10

10,000+ 13 3.7

349 100

Local HBsAg quantitation at MMH biochem lab from 2022-2026





HBV take home messages

• Treatment of HBV has changed

• Majority of HBV patients >30 should be on antiviral treatment

• Aim to reduce long term risk of HCC

• New HBV cure treatments coming through

• We need to find the 40% still undiagnosed (!)


