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Infroduction Differentiated organoids exhibit hepatocyte-like franscriptional Organoid-based drug-induced hepatotoxicity assessment
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Development of a multiparametric hepatotoxicity readout Figure 4A) Schematic overview of multiparametric hepatoxicity readout in context of
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S multiparametric assay combining conventional viability measurements with live-cell staining Here, we establish hepatocyte-like liver organoids and evaluate their predictive

for early-stage toxicity markers. Functionality of the assay was validated using parameter- capacity using a mulfiparameftric hepatotoxicity readout. For this purpose, a non-toxic,
specific controls. A) Menadione [ImM], a superoxide-generating compound, induces live-cell assay that enables simultaneous measurement of mitochondrial dysfunction,
oxidative stress and leads to increased total CellROX signal per organoid. B) Incubation with oxidative stress, lipid accumulation, and viability was set up.
a lipid mixture [4% vol.] induces hepatic lipid accumulation, reflected by increased total

Figure 1A) Schematic overview of organoid generation and directed differentiation toward ~ BODIPY signal per organoid. C) CCCP [1mM], a mitochondrial uncoupler that collapses References

a hepatocyte-like phenotype. B) Differentiation is accompanied by distinct morphologicall mitochondrial membrane potential, results in reduction of mean TMRM signal per organoid.
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