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1. Introduction 3. Ongoing clinical trials of STK-001 for DS 5. High confidence in the model predictions based on observed concentrations in two Phase 1/2 and one OLE study

- DS is a severe and progressive genetic epilepsy characterized by frequent, prolonged, and ‘ STK-001-DS-101 e STK-001-D5-102
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* Model was adapted to obtain better fits between simulated and observed profiles in plasma and IT dosing every 4 months at 30 IT dosing every 4 months at 45 concentrations from 61 patients 5 were W!thln 95 Cl of model : o

CSF concentrations in patients from two Phase 1/2a studies and one OLE study. mg/dose mg/dose -~ 58 & g- 58 & & simulations. i~ 58 8§ g- &8 B 8
Time (davs) Time (davs)
* Non-clinical PK/PD (pha rmacokinetic/pha rmacodynamic) studies informed minimum Solid line: Median of the predicted concentrations, Shaded area: 95th confidence interval (Cl) (2.5th — 97.5th percentile) of the predicted concentrations. Dots and open squares represent individual measurable CSF and extrapolated
_ _ _ _ o _ brain concentrations, respectively. The cross represents BLQ concentration set to half of LLOQ (lower limit of quantification). The Y-axis is plotted in log scale.
pharmacologically active levels range in brain to elicit desired pharmacology. N = number of patients; OLE = open-label extension;
. i ] . . Doses >45 mg in multiple ascending dose in Monarch remain on FDA partial clinical hold . - . . .
- Human PK model was used to guide the dosing regimens and evaluate exposure-seizure reduction swallowtail dose leve! limited to 30 mg, Longwing dose leve! limited o mg 6. Higher brain exposure leads to greater seizure reduction 7. Conclusions
relationship in clinic.
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