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* Histologic assessment is the current reference standard for liver fibrosis
staging, but is an invasive procedure with several potentially serious
complications.

 There is an unmet need for accurate, readily available, noninvasive tests (NITs)
to identify patients with advanced fibrosis due to nonalcoholic steatohepatitis
(NASH).

* Biopsy sampling error and observer variability limit the ability to accurately
assess the performance of NITs.

* While NITs have been shown to accurately identify patients with advanced
fibrosis due to NASH in clinical trials, real world-data are lacking.

OBJECTIVE

* The aim of this study is to describe the performance characteristics of NITs in
identifying advanced fibrosis among intermediate/indeterminate and high-risk
patients using real-world data from the TARGET-NASH observational cohort.

METHODS

 TARGET-NASH, a longitudinal observational study of participants at 59 sites (44
academic/15 community) in the United States, includes patients with NAFLD
defined by biopsy and/or standard pragmatic case definitions.

* NITs, including the fibrosis-4 (FIB-4) index, the Non-Alcoholic Fatty Liver
Disease Fibrosis Score (NFS), and liver stiffness assessed by vibration-
controlled transient elastography (VCTE), that were performed within 6
months of liver biopsies were analyzed.

e Using locally interpreted liver biopsies as the reference standard, the
performance of these tests to discriminate advanced (F3-F4) fibrosis among
intermediate/indeterminate and high-risk patients was evaluated. Thresholds
for F3-F4 fibrosis were selected based on the literature.

* Sensitivity, specificity, and AUROC curves were calculated. NIT performance
was also evaluated according to patient demographics and clinical variables.

RESULTS

* A total of 859 adult patients with at least one liver biopsy and at least one NIT
available within 6 months were included for a total of 1905 biopsy-NIT
comparisons (Tables 1 and 2).

* The distribution of NITs among participants with and without advanced fibrosis
is presented in Figure 1.

 AUROCs to discriminate advanced fibrosis were 0.72 (95% CI 0.69, 0.75) for
FIB-4, 0.66 (95% CI 0.64, 0.69) for NFS, and 0.67 (95% Cl 0.61, 0.72) for
Vibration-Controlled Transient Elastography (VCTE) for the lower cut-offs
presented in Table 3.
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Table 1: Patient Characteristics
Patients without

Figure 1. Distribution of NITs With and Without Advanced Fibrosis
Patients with
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