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100 pM of pooled barcoded libraries were used for templating and sequencing using lon
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using the default parameters. Aligned BAM files were uploaded to the StrandNGS for further
analysis. After filtering, the aligned reads were normalized and quantified using the DeSeq
algorithm by the StrandNGS program. Statistical analyses were performed using the
Moderated T-test comparing each treatment to the control group (DMSO; 0.1%). Fold
change analysis was performed on those data found to be statistically significant.

® upcyte® human hepatocytes are responsive to a variety
of prototypical DME inducers including PXR, CAR and
AhR agonists.

Ingenuity Pathways Analysis (IPA) and IBIPlots. Genes that were significantly modulated
In response to treatments were analyzed using Ingenuity Pathway Analysis (IPA, Qiagen).
P-value of overlap of genes associated with hepatotoxicity and pathogenesis pathways, as
described by Sutherland et. al, 2017, were determined by IPA and visualized using

® |n addition to predicted induction of Phase 1 DMEs
(CYP3A4, CYP2B6, CYP1A2), changes in Phase 2
(UGT1A1, GSTA1) and Phase 3 transporters (ABCA1)
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the p—value of overlap for each gene list. -log(p-value)>1.3 is considered a statistically significant overlap.



