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Persistent sodium current (l,), a subthreshold o CHANN%L o NaF;Af;E%ET‘N’I‘Eg#;VXLTH
depolarizing current, contributes to the amplification
of synaptic activity and enhancement of repetitive firing.12 * Complete protection from spontaneous seizures in Scn2a®* mice with PRAX-562 (10 mg/kg) e PRAX-562 (10 mg/kg) is anticonvulsant against PTZ-induced seizure in Kcng2%°56€/+ and Kcnc1R3208/+ mice.
Some voltage-gated sodium channel (Na,) gain-of-function e PRAX-562 (10 mg/kg) also protects Scn8aN17680/+ mice from audiogenic-induced seizures.
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* This profile was efficacious in DEE mouse models with GOF mutations in Scn8a (Na,1.6) and Scn2a (Na,1.2).8 ] Persistent Iy, - / 3 = e 2 ekl tonic hindlimb extension incidence induced by PTZ in
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» To further profile the anticonvulsant efficacy of PRAX-562 and determine whether efficacy extends to non-Na,, DEE models: - o) o
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Figure 3. PRAX-562 is anticonvulsant in DEE mouse models with Na,, channel mutations. A) Dose-response curve = 75_
Figure 1. HEK-293 whole-cell patch clamp recordings with PRAX-562 for protection from spontaneo.us seizures in Scn2a®* mice. Curve represents fit to .a four-paramgter I.og function gnd ED.50 %
and EC;, values are presented in Table 2 below. B) Dose-response curve for protection from audiogenic-induced seizures in < ] ) )
Scn8aN17680/* mice, with n = 8 per treatment. Curve represents fit to a four-parameter log function and ED., and EC;, values % 50 Figure 5. PRAX-562 l"C"eRgzsoii latency to PTZ-
. i induced seizures in Kcncl * mice. Curves of
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* Acute seizure models. Wild-type (WT) male CD-1 mice were used for maximal electroshock seizure (MES) and 6-Hz acute 562 demonstrates increased potency % . tonic hindlimb extension incidence induced by PTZ in
seizure experiments. Mice were administered either vehicle or PRAX-562 by oral gavage 30 min prior to electrical stimulus. Table 2. PRAX-562 summary of ED., and EC., values L o5 Kcnc1R3208/+ (Kenc1RH+ ) mice treated with vehicle or
Transauricular (50 Hz, 0.8 s, 10 ms square pulse width, 50 mA) and corneal electroshocks (6 Hz, 3 s, 0.2 ms rectangular - g 10 mg/kg PRAX-562 administered orally 60 min
. . . . . O | . . . .
pulse width, 32 mA) were delivered for MES and 6-Hz experiments, respectively. Mice were observed for the presence or S 100+ Lamotrigine Efficacy (MES) Scn2a-Q54 cenBo-N1768D o before PTZ. The latency to tonic hindlimb extension
absence of full tonic hindlimb extension (MES), or psychomotor seizures defined as stun/immobility, forelimb clonus, - . Phenytoin 0 : , . : . | , : : significantly increases following treatment with PRAX-
Straub tail and lateral head movement (6-Hz). ‘© ch 80- Carbamazepine 0 10 20 30 40 562, with n = 8-13 per group, (****p < 0.0001,
c v 1 PRAX-562 ED., Plasma EC,, ED,, Plasma EC,, ED,, Plasma EC,, Time (min) logrank Mantel-Cox).
* Na, DEE models. Anticonvulsant activity of PRAX-562 was evaluated by comparing the number of spontaneous seizures g ‘5 60- - Cenobamate (mg/kg) (ng/mL) (mg/kg) (ng/mL) (mg/kg) (ng/mL)
during a 30 min pre-treatment period with the number occurring during a 30 min post-treatment period in Scn2a®* mice. ‘S a—, i
Scn8aN17680/* mice were treated with vehicle or PRAX-562 by oral gavage 60 min prior to acoustic stimulus (15 kHz). Mice = 0 40- PRAX-562 2.2 102 16 34 33 101
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* Non-Na, DEE models. Mice (Kcng2®>6¥*, KcnclR320M/+  HeniM3%U+ ) were pre-treated with vehicle or " ® 15 )  Hon MU PRAX.562
PRAX-562 by oral gavage 60 min prior to administration of PTZ (100 mg/kg, s.c.). Mice were observed until the onset of first E od--. 4{ _Valproic Acid |_.|;j .
tonic-clonic seizure with hindlimb extension or a time of 40 min was reached. ‘ ; £
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Figure 2. HEK-293 whole-cell patch clamp recordings with PRAX-562 and standards of care o 05— hindlimb extension incidence induced by PTZ in
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28 s PRAX-562 has been generally well tolerated in All TEAEs mild to moderate as stand-alone therapy*,
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- 18,480 1,249,000 3 515,800 , 20,090 . Figure 3. Efficacy of PRAX-562 in acute MES seizure model compared to standards of care 90 mg of PRAX-562 on GEEG and on ASSR Phase 2 EI\/IBOLE) Zt;dHyz gopllne data PRAX-562 is more potent than existing treatments in MES acute seizure
Data are ICs, (nM) with the hill slope in parenthesis. Preclinical profile of PRAX-562 suggests broad anticonvulsant activity See poster [P409] * The profile of PRAX-562 suggests a wide therapeutic window with
ASM=antiseizure medications; Pers.=persistent; TB=tonic block; UDB=use-dependent block; VDB=voltage-dependent block . . .
* Co-administration of proposed supra-therapeutic doses of PRAX-562 (120 mg) and oxcarbazepine led to additive sodium blocking effects, including resulting in SAEs pOte ntlal for Su pe rlor SafEty a nd Efflca Cy.
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