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Malaysian NHMS 2019
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We have 
many 

MAFLD !



MAFLD represents a spectrum of liver disease 
severity

NASH reversal is 
uncommon without 
intervention

Liver injury -> cell 
death -> fibrosis

Fibrosis progression 1 
stage in 7 years

Steatohepatitis Cirrhosis

HCC at 1-4% per 
year

Normal Liver Steatosis

Fan JG et al  J Hepatology. 2017. E Jennison et al. Postgrad Med J BMJ 2019

25% progress from 
simple steatosis to 
steatohepatitis

60% can reverse by 
lifestyle 
intervention

Begins with 
accumulations of 
triacyglycerols

> 5%  fatty 
infiltrations



In NAFLD: liver fibrosis, but no other histologic
features, associates with long-term outcomes 

P  Angulo et al Gastroenterology 2015 

N=619 NAFLD  with liver biopsies (US, Europe, and Thailand) 
Follow-up 12.6 years (range 0.3–35.1). 193 (33.2%) died or underwent LT

Outcome liver-related eventsSurvival free of liver transplantation



Association btn fibrosis stage and outcomes in 
NAFLD: systemic review & meta-analysis 

All cause mortality Liver related events

Fibrosis is a key prognostic marker of mortality and liver-related morbidity 
Increasing fibrosis stage = 5 to 12-fold increase in RR of liver-related events

RS Taylor et al. Gastroenterology 2020;158:1611–1625

13 studies : 4428  NAFLD with liver biopsies, 2875 have NASH
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patients??



M Eslam et al. APASL CPG Hepato Int 2020



Non invasive tests for liver fibrosis
Blood (simple or specific) and imaging

M Eslam et al. APASL CPG Hepato Int 2020

Low, intermediate, or high risk for advanced fibrosis cut-offs : 
FIB-4 = 1.30 and 2.67
NFS = < − 1.455 and > 0.676

QxMDSimple fibrosis scores 
FIB-4 {Age, AST, ALT, platelet count}
NFS    {Age, AST, ALT, platelet count, albumin, BMI, IFG/DM, }



Use of simple scoring systems for a public 
health approach in the management of NAFLD

N=122 adult NAFLD with biopsies , 97 (80%) had NASH from UMMC 

AUROC : 
FIB-4 score (0.86)
NFS (0.84)
APRI (0.76), 
BARD score (0.70)
AST/ALT ratio (0.69)

SM Zain, HL Tan et al JGH Open 2020
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Non invasive tests to detect advanced fibrosis 
in NAFLD

A Robinson and RJ. Wong Clinical Liver Disease, APRIL 2020



~a cylinder 1 cm wide and 4 cm 
long, b/n 5 mm and 65 mm below  
skin surface” 

FIBROSCAN measures liver elasticity

2-3 hours fasting

9th to 11th 
intercostal space

Adapted from ECHOSEN

Controlled Attenuation 
Parameter (CAP)  

Uses US with vibration 
controlled elastography to 
measure degree of US 
attenuation due to hepatic 
fat. Can detect milder cases

Individual data meta-analysis: CAP 
optimal cut-offs 248 (237-261) for S0 and 
268 (257-284) for S1 

(Karlas et al JHep 2016)

Median in kPa, IQR



Sequential NIT more accurately measured severity 
of NAFLD than single or simultaneous tests

Algorithm Diagnostic 
accuracy

Sensitivity Specificity NPV PPV

NFS-VCTE 88.5 83.1 92.1 89.2 87.3
FIB4-VCTE 90.7 84.7 94.7 90.4 91.3
FM-VCTE 88.5 83.1 92.1 89.2 87.3
NFS-FMVCTE 85.6 83.1 87.3 88.7 81.1
FIB4-FMVCTE 88.8 86.3 90.5 91.0 85.6
FM-FMVCTE 87.2 84.7 88.9 89.8 83.3
VCTE-FMVCTE 89.8 85.5 92.6 90.7 88.3
FMVCTE 91.1 90.3 91.5 93.5 87.5

NIT -> 2 diagnostic thresholds -> a grey zone where dx remained undetermined

Chose the algorithm best suited to the availability of resources locally

J Boursier et al J Hep 2019



Non-invasive fibrosis score, such as 
fibrosis-4 index (refer to Appendix 9),
may be used to risk stratify patients 
with T2DM and NAFLD

Table 3-1: Detailed assessment of a 
newly diagnosed patient with T2DM



Stratifying liver disease severity also allows 
appropriate testing, treatment and surveillance

Low, intermediate, or high risk for advanced fibrosis cutoffs: 
APRI (0.5 and 1.5), FIB-4 (1.30 and 2.67), NFS (< − 1.455 and > 0.676) M Eslam et al. APASL CPG Hepato Int 2020



Baveno VI correctly identified 98% who can 
safely avoid an endoscopy

de Franchis R  J Hepatol. 2015;63:743–52; JB Maurice et al. J Hep 2016 65,5 :899-905



HCC surveillance -> early detection increase 
chance of curative treatment

Marrero et al Diagnosis, Staging, and Management of Hepatocellular Carcinoma: 2018 Practice Guidance AASLD, Huang et al Nat Reviews Gastro 
Hepato 2020

Estimated annual incidence of HCC among NASH cirrhosis : 0.5-2.6%
(surveillance  benefit is unclear when  incidence of HCC < 1.5%/year) 



HCC surveillance

Marrero et al Diagnosis, Staging, and Management of Hepatocellular Carcinoma: 2018 Practice Guidance AASLD

Positive
> 10 mm lesions 
or AFP>20ng/ml

Subthreshold
< 10 mm Negative

Surveillance US + AFP

Repeat 
US + AFP 
in  6 mo

Repeat 
US + AFP 

in  3- 6 mo

Diagnostic imaging for HCC 
multiphase CT or MRI

Interpretation

Interpretation Multiphase CT or MRI in 
selected patients 

(body habitus,LT list)

SURVEILANCE

DIAGNOSIS



Take to clinic messages

• MAFLD is a common liver disease with a 
spectrum of severity

• Liver disease progression is dependent on its 
fibrosis

• FIB-4 is a useful tool to assess for liver fibrosis 
in primary care setting. 
– FIB-4 < 1.3 -> unlikely to have advanced liver 

fibrosis
– FIB-4 > 1.3 requires referral for further evaluations 



Mohammed Eslam,… Wah–Kheong Chan..Soek-Siam Tan…. et al , APASL CPG on MAFLD Hepatology International 2020
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