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Seizure liability remains a significant cause of attrition throughout drug development both in pre-clinical and clinical studies. This emphasizes
the need for improved methodologies to detect seizure liability prior to in vivo toxicology studies, ideally with reduced reliance on animals and
better translation to humans. Much like the Comprehensive in vitro Proarrhythmia Assay (CiPA) which is now widely accepted for early
assessment of cardiovascular safety, we have developed an approach utilizing hiPSC-neuronal cell microelectrode array (MEA) and ion channel
screening for early seizure prediction. These studies provide mechanistic information, and are useful for early de-risking, and support optimal
drug design
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DISCUSSION AND CONCLUSIONS

* Currently, the majority of seizure detection for de-risking is done in animal models, with limited success and questionable translation to humans.

* QOur approach has been validated using known seizurogenic compounds and shows good translation to clinical exposures (Rockley et al., 2023).

* These assays are useful for early de-risking and problem solving later in drug development.

* Collectively, these studies demonstrate the utility of this approach for early seizure prediction to provide mechanistic information, early de-risking, and support
optimal drug design using human in vitro models.
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