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Abstract

Background and Aims The presence of significant liver fibrosis associated with non-alcoholic steatohepatitis
(NASH) is regarded as the major prognostic factor in non-alcoholic fatty liver disease (NAFLD). Identification
of patients at risk for NASH with significant fibrosis is therefore important. Although the established fibrosis
score FIB-4 is suitable to exclude advanced fibrosis, it does not allow the prediction of significant fibrosis in
NAFLD patients. We therefore evaluated whether the hepatokine fibroblast growth factor 21 (FGF21), a
regulator of glucose and lipid metabolism, might identify ‘at-risk NASH'in NAFLD.

Methods

FGF21 levels were assessed by enzyme-linked immunosorbent assay in
sera from an exploration (

n

= 137) and a validation (

n

= 88) cohort of biopsy-proven NAFLD patients with different
disease activity and fibrosis stages. In addition, we evaluated whether the use
of FGF21 could improve risk stratification in NAFLD patients with low (<1.3) or
intermediate (1.3-2.67) FIB-4.

Results

FGF21 levels could significantly discriminate between NASH and non-
alcoholic fatty liver (NAFL) patients, even in the absence of diabetes.
Moreover, patients with NASH and fibrosis =F2 showed significantly higher FGF21
levels compared to NAFLD patients without significant fibrosis. Significantly
elevated FGF21 levels could even be detected in NAFLD patients with NASH and
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significant fibrosis despite low or intermediate FIB-4.

Conclusion
Serological FGF21 detection might allow the identification of NAFLD
patients at risk and improves patient stratification in combination with FIB-4.
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