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INTRODUCTION [ Cytochrome P450 activity in hLIMTs and HepaRG microtissues } {Comparison of 2D vs 3D and ATP vs multi-parametric HCS approach }
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® Microtissues were formed from either cryopreserved human hepatocytes co-cultured with human
non-parenchymal cells, or HepaRG cells as a monoculture model using scaffold free 96-well ultra
low attachment round bottom plates (Corning®).

® CYP activity was determined by incubating the microtissues with probe substrates and the ROS formation
formation of CYP-specific metabolites was measured by LC-MS/MS.
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to detect GSH content,
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Improved sensitivity and specificity was observed using HepaRG MTS and a combined GSH,
ROS, MMP and ATP assay versus hLIMTs or primary human hepatocytes with a cellular ATP
endpoint. This data implies 3D approaches are ideally suited to de-risk drug discovery
programs in comparison to the traditional 2D approaches using human hepatocytes.
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