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L . . Multi-parametric Image Analysis can be used to monitor changes in cell Mitochondrial depolarization is an early signal for hypoxic damage or
A large percentage of drugs fail in clinical studies,or are withdrawn viability (Calcein AM), nuclear shape (Hoechst), and mitochondria potential oxidative stress. Mitochondria membrane potential was monitored with
from the market due to hepatic toxicity. Therefore, highly predictive  (\itoTracker Orange) associated with different types of toxicity. The the mitochondria active dye JC-10 on the ImageXpress Micro system.
in vitro assays suitable for safety and efficacy testing are extremely ImageXpress Micro system allows automatic analysis on a cell-by-cell basis Data analyzed using the Granularity module. This assay can be used

important for improving the drug development process and reducing using multi-wavelength cell scoring. The SpectraMax Paradigm plate reader either as an end-point or live-cell real time assay.
drug attrition. Accordingly, there is great interest in using stem cells can also be used to determine toxicity response on a well-by-well basis. a
as tools for screening compounds during early drug development.
Human hepatocytes derived from stem cells can greatly accelerate
the development of new chemical entities and improve drug safety
by offering more clinically relevant cell-based models than those
presently available. Human induced pluripotent stem cell (iPSC)
derived hepatocytes express appropriate hepatocyte markers and
demonstrate intrinsic hepatocyte functions similar to primary cells.
We demonstrate several models for assessing general and specific
hepatotoxicity that are well-suited for automated screening
environments.
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conditions known to modulate the autophagy
pathway. Images taken with 10x objective.

Granularity module used for analysis. S umm al’y

g -Live-cell assays using the ImageXpress Micro XL High Content
Imaging System or SpectraMax Paradigm plate reader with human
iCell Hepatocytes can measure the impact of pharmacological
compounds on hepatocyte viability and intrinsic hepatocyte functions.
= Multi-parametric read-outs allow simultaneous assessment of
viability, membrane permeability, lipid accumulation, cytoskeleton
integrity, and mitochondrial depolarization in live cells.
= We demonstrate applications of these assays for prospective toxicity
screening using iPSC-derived hepatocytes by measuring the impact of
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Plate Reader Acquisition & Analysis
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