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® A cut-off value of 1.25 was applied to the AC;, calculated fold-shift values of all measured cell
health parameters, providing 4 correctly identified positive compounds and 13 incorrectly
identified compounds

Introduction Results

® Drug-induced liver injury (DILI) is one of the most common mechanisms for drug attrition in
development, and market withdrawal of approved drugs

® We first assessed the cellular ATP content in HepaRG, PHH and PRH cell models after treatment with aflatoxin B1 and
methapyrilene in the presence and absence of ABT (Figure 1) to determine reactive metabolite formation

Cell Health Parameter ACso Fold-Shift

® The cytochrome P450 (CYP450) superfamily of enzymes form part of the phase 1 metabolic ® The degree of metabolite induced toxicity was determined according to fold-shift calculated by AC;, values in each treatment
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further supporting this assays use in compound risk assessment

® We next employed a multiparametric high-content imagine (HCI) methodology to screen a series of compounds (Table 1)
through the HepaRG cell model with fold-shift being calculated according to both MEC and AC, values (Table 2 & Table 3)

® A cut-off value of 1.64 was applied to the MEC calculated fold-shift values of all measured cell health parameters (Table 2), pro-
viding 7 correctly identified positive compounds, 3 correctly identified negative compounds and 7 incorrectly identified compounds

Table 1: Validation compound set with reported or unreported reactive metabolite formation and corresponding CYP450 enzyme
metabolism

® Incorporation of a multiparametric HClI methodology into the existing assay supports
compound risk assessment through calculating fold-shift responses according to both MEC
and AC;, values across all measured cell health parameters (Table 2 & Table 3)

Compound Treatment and Assay

® Compounds were treated both in the presence, and absence, of TmM ABT in triplicate across
[/ concentrations for 48hrs

Cell Health Parameter MEC Fold-Shift . . . . L.
® Through the application of threshold values to such fold-shift calculations novel entities can be

flagged for potential risk
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® Post compound treatment cells were loaded with dyes for nuclei (Hoechst 33342), glutathione
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Table 2: Fold-shift calculated according to MEC values for each respective cell health parameter. Undetermined (UD) references when an MEC was not reported for one of the ABT
treatment conditions. Compounds which did not generate an MEC value in either ABT treatment condition recorded a fold-shift of 0. A 1.64 cut-off was applied to facilitate toxic
metabolite identification (highlighted green).

® We presented a multiparametric HCI assay which can detect compounds with known reactive
metabolites through the HepaRG cell model utilising MEC values
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