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In this dissertation postnatal stem cells isolated from human skin
(hSKP) have been evaluated for their potential applicability in
predicting drug-induced liver injury in vitro. Highly proliferative
multipotent hSKP were efficiently differentiated towards hepatic cells
(hSKP-HPC). These cells exhibit a mixed phenotype of mature
hepatocytes and immature hepatocyte precursor cells. Characteristic
hepatotoxic responses were observed upon exposure of the cells to
acetaminophen (acute liver failure), sodium valproate (steatosis) and
amiodarone (steatosis and phospholipidosis). The results obtained
using transcriptomics analysis and functional read outs, provided
convincing proof-of-principle that hSKP-HPC represent an interesting
new human-based cellular model that should be further explored for
the prediction of DILI in vitro. In the context of the examined
molecules, hSKP-HPC performed similarly to primary human
hepatocytes and HepaRG cells and better than the often used HepG2
cells. The presented results must, however, be confirmed by testing a
more exhaustive number of hepatotoxic compounds known to induce
different types of DILI.
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