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Figure 6: Determination of proarrhythmic risk using CiPA toolbox compounds.
Eight compounds from the CIPA toolbox with varying pro-arrhythmia risk levels
were screened against iCell? iPSC-CM during spontaneous AP recordings.
- A-C: Left panels; representative AP under control conditions (grey) and in the
g‘ presence of 3 uM Diltiazem (green, A), 300 nM Terfenadine (orange, B), and
200 ms 200 ms 1 uM Bepridil (red, C). A-C: Right (top); representative Poincaré plots for
APD?0 over the final 2 min of each compound concentration. A-C: Right
— Control — 100 nM E-4031 (bottom); average effect (% of control)] on AP parameters for each
— 100 nM E-4031 100 nM E-4031 compound. D: Average effect on AP parameters of the highest test
+300 nM JNJ 303 concentration for each compound. The incidence of quiescence (Qui) or
early after depolarisations (EAD) are shown. The reported clinical Cmax is also
given for each drug#°. N = 3. * p<0.05, ** p<0.01, *** p<0.001.

Conclusions

1. Biophysics of key cardiac currents
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o Biophysical and pharmacological profiing enabled us to
i\'_l draw the following conclusions:

200 m: oo 1. iCell2 have a predominately ventricular phenotype.

' o 1. Tansient B. Average AP effects 2. Key cardiac currents (including lg) are functionally
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expressed and encode the iCell? AP profile.

3. iCell? are able to generate arrhythmic events.
P Tinn e 1N 4. Effects of CIPA toolbox compounds on IPSC-CM APs
- correlate with their human clinical risk classification.
By undertaking a thorough electrophysiological profiling
of CDI iCell? iPSC-CM at Metrion Biosciences we were able
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D. lkin g T P to confirm their utility for cardiac drug discovery and
i, Il Lidocaine [l Nifedipine [l E-4031 [T E-4031 + INJ 303 predictivity for foxicology screening under CiPA.
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