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High likelihood of NAFLD in:
Obesity
Metabolic Syndrome
Type 2 diabetes

1/3 adults have NAFLD

Obesity

1/10 children/adolescents
have NAFLD

Screening for NAFLD is advised in individuals
with obesity, type 2 diabetes or metabolic
syndrome; screening of the general population is
not recommended (1).

Relative cost

Screening for NAFLD
The first-line identification of steatosis is preferably done by ultrasound. Scoring systems such as the Fatty liver index (FLI) are the preferred method for
steatosis identification. NAFLD liver fat score or hepatic steatosis index (HSI) are favoured for larger-scale screening studies (2).
Abnormal liver function tests are poor indicators of NAFLD as the majority (80%) of subjects have normal alanine transaminase (ALT) values, according to the
current range. This range has now been reconsidered both in adults and children.

FATTY LIVER INDEX (FLI)
<30 → low risk for NAFLD
>60 → high risk for NAFLD

ALT

REVISITED RANGE VALUE IN HIGH RISK PATIENTS*:

Boys: ALT <25 U/L
Girls: ALT<22 U/L

Men: ALT <30 U/L
Women: ALT <19 U/L

Screening for liver fibrosis

Diagnosis of NAFLD
Known causes of chronic liver disease should be excluded, including viral hepatitis (HBV and HCV), Wilson disease,
haemochromatosis, autoimmune hepatitis.
Past consumption of alcohol should be taken into account based on a daily
threshold of <30 g for men and <20 g for women (1).

Despite the absence of reliable biomarkers for NASH, the
presence of fibrosis is the major risk factor for progression to
advanced disease (3,4).
Biomarkers of fibrosis have higher negative than positive predictive values
for excluding F3-F4 fibrosis and none are considered a gold standard.
Guidelines advise a combination of biomarkers/scores and elastography for
risk stratification and to rule out severe fibrosis (1). Fibrosis 4 and NAFLD-fibrosis scores can be calculated from anthropometric and laboratory
variables. Both have been validated in NAFLD patients, predicting overall,
cardiovascular and liver-related mortality (5). A variant in the PNPLA3 gene
is associated with an increased risk of NASH and HCC, but is not recommended for screening yet (6)

Secondary causes of steatosis have to be considered, such as:
• Medications: tamoxifen, amiodarone, corticosteroids, valproate;
• Total parenteral nutrition;
• Inborn errors of metabolism including lysosomal acid lipase deficiency
(LALD), lecithin cholesterol acyltransferase (LCAT) deficiency,
hypobetaliproteinemia, congenital or acquired lypodistrophy.

COMPLEX
(PATENTED TESTS):

SIMPLE
NAFLD Fibrosis Score (NFS)
<-1.455 → F0-F2
-1.455 → 0.675→ indeterminate
>0.675 → F3-F4

ULTRASOUND (US)
Limited sensitivity
(only for liver fat >25-30%)

FIB-4
<1.30 → F0-F1
>2.67 → F3-F4
HIGH

Specialist referral
Liver biopsy

FIBROSCAN

ELF
Fibrotest
Fibrometer

Risk of severe fibrosis (F3-F4)
Liver biopsy is strongly advisable in the setting of
clinical trials and when non-invasive evaluation
brings contradictory information (7)

Diagnosis of NASH

LOW

Follow-up
If NO NASH

A liver biopsy showing steatosis, hepatocyte ballooning and lobular inflammation, with or without fibrosis, is needed to make the final diagnosis of NASH (8)
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