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Na+ amplitude map of 96-well MEA Raw data of one well with 8 electrodes Top left panel: Manual patch clamp recordings detect changes in action potentials from Cor.4U® cardiomyocytes. A publication by Obejero-Paz et al. (2015) Sci.
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E Cor.4U® cardiomyocytes were treated with the indicated (originally blinded) compounds. Shown is the % effect over baseline on FPDc, a surrogate marker of QTc interval.
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Optical pacing of ChR2-YFP+ Cor.4U® on Axion Maestro MEA to isolate replorization effects. Top panels, Cor.4U® cardiomyocytes plated on Axion Maestro 48 well plates were
transfected with Xpress.4U™ ChR2 mRNA (Ncardia) for artifact-free optical pacing with the Axion Lumos for (here) up to 6 days. Dose and light intensities were adjusted to determine
an optimal functional window. Bottom panels, Application of FPL 64176 to non-paced cells induced a significant prolongation of BP and FPD relative to the vehicle control (DMSO);

whereas pacing at 700 ms BP controls for the influence of beating rate on (and allowing for isolation of) repolarization effects.
Credit: Mike Clements, Daniel Millard, Anthony Nicolini @ Axion

CONCLUSIONS

e Cor.4U® cardiomyocytes demonstrated highly predictive capabilities both the CiPA phase | pilot trials as well as the recent

phase |l validation experiments. Data from CiPA “core sites” are currently under statistical examination and will be presented
in a publication to be released in early 2018.

e Pro-arrhythmic activity was identified in all of the “high risk” compounds, many of the “intermediate risk” compounds, and

none of the “low risk” compounds.

e Optical pacing of iPSC-CMs using the Xpress.4U™-ChR2 kit presents a simple and easy solution to account for beat-rate
dependent effects on FPD prolongation. This permits more mechanistic insight into drug induced effects on cardiomyocytes.
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