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Almost a third of epilepsy patients are refractory to conventional anti-seizure medications, implicating an urgent need qEEG machine learning was able to predict and quantify the relative effect of drug in the brain for all tested small molecules.
for novel agents.

* Across all datasets, qEEG analysis revealed pharmacodynamic (PD) effects that were significantly different from placebo at all treatment dose levels.

* Alongside this is a need for sensitive and reliable biomarkers to facilitate and accelerate drug development. ) ) o _ ] ] o )
* Notably, constructed gEEG composites consistently discriminated treated vs placebo subjects with high accuracy and sensitivity (>84% accuracy; f1 score >0.9; auROC >0.93; auPRC >0.98), with

* To date, detection of target engagement and therapeutic response to CNS drugs has been complicated by a lack of distinction from placebo evident as early as treatment day 1

defined biomarkers, with quantitative EEG (QEEG) often attempted as a surrogate measure of target modulation and

treatment-related brain activity. « Observed PD effects were consistent with known PK profiles of tested molecules. PRAX-944-105 study (Part B) Figure 6. QEEG Composite

* This approach is limited in sensitivity due to high inter-subject variability and a lack of power inherent to single
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(n=30) evaluated the effects of PRAX-562 (90 mg, 28 days QD) vs placebo. gEEG analysis revealed (n=18) evaluated the effects of oxcarbazepine (OXC) in combination with PRAX-562 (120 mg, 28 dIStlngUIShable from placebo.
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Figure 1. gEEG Composite Construction for Prediction of Treatment Response. sensitively discriminating treated vs placebo subjects. placebo, with the composite accurately and sensitively discriminating treated vs placebo+OXC We demonstrate appllcablllty of a qEEG compOS|te to three distinct next generatlon small
subjects. molecules, with expected generalizability to any small molecule irrespective of class/target.
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