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Voltage-gated sodium channels (Na,)), which contribute to action potential initiation and propagation,

are important therapeutic targets for anti-seizure medications (ASMs).! . Bindine kinetics are a kev feature for differentiating Na. blockers
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* Data were fitted using a Hill equation [Max_Effect/(1+(ICs,/x)"Hill_Slope] to estimate IC., and Hill slope Carbamazepine (M) Lamotrigine (uM)
using GraphPad Prism.
Binding Kinetics Figure 1. PRAX-628 demonstrates increased potency for I, and greater activity-dependent block of . . . . o . . . .
I | S Peak I,,, relative to other tested Na, targeting ASMs. Peak I,,, block assessed using assays for (A) tonic * PRAX-628 is a next generation Na, blocker with enhanced targeting of the I, activity contributing to neuronal hyperexcitability.
* Binding kinetics were inferred from inhibition kinetics. block, (B) use-dependent block, or (C) voltage-dependent block. Peak I, was measured at the beginning of the .
* The apparent binding rate (K,,) was measured using the time-dependent inhibition of I, during a voltage step. (D) PRAX-628 demonstrated potent inhibition of persistent Iy, and enhanced activity dependent > Greater potency and prEference for persistent INa
variable length conditioning pulse. inhibition of peak I,. (E) Carbamazepine and (F) lamotrigine exhibited lower potency and preference for o . o
o . . . persistent |, (red arrows) and minimal activity dependent block of peak I, (blue traces). Voltage protocols > Greater activity dependent inhibition (UDB) of peak INa
* The apparent unbinding rate (Ky¢) was measured using the time-dependent delay in the recovery of I, included as panel insets; pharmacology measured at green arrow; points represent mean + SEM. . . . . . . . . . . . .
following an inactivating conditioning pulse. * This preferential targeting of neuronal hyperexcitability may represent a differentiated therapeutic option for diseases of hyperexcitability, where standard-
’
of-care Na, blockers have demonstrated efficacy but poor tolerability.
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