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This study sought to develop a novel cell-based assay for detecting
potential drug-induced liver injury (DILI) by considering drug metabolism as well as immune- and
inflammatory-related factors. Human hepatoma HepaRG or HepG2 cells were treated with drugs with
different clinical DILI risks. The conditioned media were subsequently used to treat human
promyelocytic leukemia HL-60 cells, and the mRNA expression levels were measured. ROC-AUC was
calculated to evaluate the predictive performance of each gene mRNA as a marker to assess DILI risk.

The expression of IL-8 in HL-60 cells treated with conditioned media from HepaRG cells
(HL-60/HepaRG) exhibited the highest ROC-AUC value of 0.758. An integrated score calculated from the
levels of S100A9, IL-1lbeta, and IL-8 more precisely determined the DILI risks than individual gene
expression did. The developed cell-based assay using immune-related gene expression would be useful

for the detection of potential DILI risks.
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