Selective Potentiation of Na,1.1 Channels by Small-Molecule XPC-837 in Dravet Mice
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Na,1.1 expression or conductance in .y Al andin the dendries selectivity of XPC-837 in human embryonic kidney mice administered XPC-837 via medicated chow for 14 days.
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cortical layer 5. Fast-spiking interneurons expressing * RNA-sequencing (RNA-seq): Saphenous vein blood or hippocampal
viral reporter were targeted for patching tissue was taken from wild-type, Scnia*/-, and Scnla*- + XPC-837
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* We are developing orally available * Scnla‘/- spontaneous seizure assay/sudden shown have P<0.05 for a change between analyzed groups, when
small-molecule Na,1.1 potentiators that can directly target the underlying etiology of Dravet syndrome unexpected death in epilepsy (SUDEP): Scn1a*- mice corrected for multiple testing using the Benjamini-Hochberg (BH)
and thus provide a potentially disease-modifying therapy for Dravet syndrome were fed with medicated chow from P21 to P36 false discovery rate

RESULTS Chronic Oral Dosing of XPC-837 in Scnla*/- Mice Increases LTP — A Potential Cellular Correlate of
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* Female SCI’I10+/' mice were Signiﬁcantly protected *P<0.05, **P<0.01. Numbers in parentheses indicate individual mouse represented by the column. Numbers in parentheses indicate individual mouse represented by the column.
from SUDEP SliceEC, effective concentration in brain slices. DEG, differentially expressed genes; SliceEC, effective concentration in brain slices. DEG, differentially expressed genes; WT, wild type.
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