Comparison of Predictive Performance for Drug-Induced Proarrhythmia Using hiPSC-
Cardiomyocytes, hERG Inhibition, and Action Potential Duration Simulations
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* hiIPSC-derived cardiomyocytes (hiPSC-CMs) provide an effective tool for evaluating the integrated effects of drug compounds on cardiomyocyte function.
 To better characterize the features of the hiPSC-CM assay, we compared electrophysiological outcomes from hiPSC-cardiomyocytes with reported results from

lon-channel inhibition assays. |
o _ o _ _ _ 1) Ando et al. J. Pharmacol. Toxicol.Methods (2017)
« Additionally, we assessed the effects of compounds with distinctive properties on hiPSC-CMs. 2) O’Hara et al., Plos Comput Biol (2011)

3) https://d-nb.info/1130707415/34
B Materials and Methods
<IPSC-CM assay>
Measuring equipment

<Data Analysis>
v'FPD and FPDcF were calculated from the recorded
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v'MEA plate: Cytoview (Axion BioSystems) FUJIFILM | v'lon-channel inhibition data for the compounds were obtained
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E-4031: hERG inhibitor JNJ-303: Iks inhibitor ICA-105574: hERG activator FPL64176: L-type Ca2* agonist
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B Discussion

* hIPSC-CMs reduce false-positive rates in the risk prediction of QT prolongation (threshold: Cmax x30) compared to hERG assay and
simulation using the Ord model based on hERG, NaV1.5, and CaV1.2 inhibition.

 Many compounds with a known risk of TdP (12 out of 16 tested) induced early after depolarizations (EADsS) in hiPSC-CMSs.
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« Compounds with diverse effects on ion channels induce characteristic extracellular field
potential changes in hiPSC-CMs according to their specific properties..
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