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 Developmental and epileptic encephalopathies (DEEs) are devastating neurological disorders presenting in infancy and early

childhood, characterized by severe and frequent seizures, developmental delay, intellectual disability, and other comorbidities.  PRAX-562 was well-tolerated with no clinically significant safety findings in vital signs, clinical laboratory results, physical exams, ECGs, or C-SSRS data. « Exposure increased dose proportionally over the evaluated dose range.
«  Poor prognosis, increased risk of early death, and limited treatment options constitute a significant burden for affected patients TEAEs were mild (>92%) and resolved without administration of concomitant medications; the most common of which were headache and catheter-site related. PRAX-562 rapidly appeared in plasma with time to observed maximum concentration (t,.. ) between 2 and 3 hours.
and caregivers.! * No severe TEAEs were reported across any of the parts of the trial. * In Part A, following single doses of 2.5 to 150 mg PRAX-562, plasma concentrations were quantifiable up to 120 hours post-dose in all participants (Fig. 2).
- Gain-of-function pathogenic variants in voltage-gated sodium channel (Na,) genes cause several severe DEEs. These mutations * Drug class effects of Na,, blockers (dizziness and hypoaesthesia) were more frequently reported at higher doses (120 and 150 mg) vs placebo. 3 1000.0 £
can increase persistent sodium current (l,), leading to neuronal hyperexcitability and seizures.?> * InPartA, the most frequently reported study drug-related TEAEs were somnolence, headache, abdominal pain, diarrhea, nausea, and dizziness (Table 1). % 200 0 F Dose (mgQ) : 32 E: : 2;: ;2 E: : 2;—_ gg E: : 2;: 123 E: ] 2;
* PRAX-562 is a next-generation anti-seizure small molecule in clinical development with demonstrated potency and preference Table 1. Summary of Study Drug—Related TEAEs Reported for >2 Participants Overall (Part A) E—- T
for disease state hyperexcitability present in multiple DEEs. o 100.0¢
* Tailored for pediatric needs, this unique profile is expected to translate to a wider therapeutic window compared to current Placebo PRAX-562 - g 30.0 I
standard-of-care. (N=16) 2.5 mg 7.5 mg 30 mg 60 mg 90 mg 150 mg (N=64) § 100 _:_
« Here we report findings from a first-in-human trial evaluating safety, tolerability, and pharmacokinetics (PK) of single and (N=6) (N=6) (N=6) (N=6) (N=6) (N=6) S T E
multiple ascending doses of PRAX-562, and the effect of food on PK of a single dose in healthy adults. Any Study Drug—Related TEAE* 2 (12.5) 0 0 5 (83.3) 2 (33.3) 0 2 (33.3) 3 (50.0) 2(33.3) 16 (25.0) 8 307 : T Fig 2. Mean Plasma Concentration-Time Profile of PRAX-562 by Dose
© i _ ion-
Somnolence 1(6.3) 0 0 0 0 0 1(16.7) 2(33.3) 0 4(6.3) Ty 10+ i : . ({-"art A). Pata are shown as mean = SD, with PRAX-562 concentration
> ) time profiles shown on a log scale.
Headache 0 0 0 0 1(16.7) 0 0 2 (33.3) 0 3(4.7) é 03+
Abdominal pain 0 0 0 1(16.7) 1(16.7) 0 0 1(16.7) 0 3 (4.7) A ' - - - - -
0 24 48 2 96 120
Diarrhea 0 0 0 3 (50.0) 0 0 0 0 0 3 (4.7) N0m|na| T|me S|nce Last Dose (h)
Nausea 0 0 0 0 0 0 1(16.7) 1(16.7) 0 2(3.1)
 PRAX-562-101 (ACTRN12620001292965) was a 3-part Phase 1 trial in healthy adults aged 18-55 years (Fig. 1). Dirginess 0 0 0 0 0 0 0 1 (16.7) 1 (16.7) ) (3.1)
« Parts A and B were randomized, placebo-controlled and evaluated the effects of single (2.5-150 mg) and * In Pa;‘Ff!S,ch)IIowLnglazcél)?lmstratlo:Ioft3(§) to 120Dmg EZAX-!'TIGZ O:c['),'pIastmaFcfon;entratlons were quantifiable throughout the entire dosing interval on Days 1 and 7, and were
multlple (30-120 msg, 14 days QD) ascending oral doses of PRAX-562, respectively. *The first row denotes the number of participants with at least 1 TEAE. For each TEAE listed below, participants are counted once. Some participants had multiple TEAEs; only TEAEs present in >2 participants are listed. quantitiable up to OUrs post1ast dose on Lay in all participants (Fig. 3).
* Part C was an open-label, randomized, crossover design evaluating the PK of a single oral dose (90 mg) in I= i Dose (mg) 30 (n=6) =90 (n=6)
fasted and fed states. * In Part B, the most commonly reported study drug—related TEAEs were somnolence and headache (Table 2); however, no dose response was apparent. ? T 45(n=6)=120(n=5)
* In Parts A (n=64) and B (n=32), participants were randomized 3:1 to PRAX-562 or placebo. * One SAE (foreign body in gastrointestinal tract) occurred in Part B which was considered unrelated to study drug and not treatment emergent. E
o
* In Part C(n=16), participants were randomized 1:1 to one of two treatment sequences receiving a single dose of Table 2. Summary of Study Drug—Related TEAEs Reported for 22 Participants Overall (Part B) E 1000 I3
90 mg PRAX-562 in the fed (following a high-fat/high calorie meal) or fasted (>10h after the last, and 4h before — (]CJ I
the next, meal) state. - c i
Placebo 45 mg QD 90 mg QD 120 mg QD o = |
* The pharmacodynamic (PD) effect of PRAX-562 on stimulated electroencephalography (EEG) endpoints using (N=8) (N=6) (N=6) (N=6) (c—: I T Fig 3. Mean Plasma Concentration-Time Profile of PRAX-562 by Dose on
auditory steady state response (ASSR) and resting state EEG (qEEG) was also explored in Parts A and B (120-mg Any Study Drug—Related TEAE* 3(37.5) 5 (83.3) 2 (33.3) 1(16.7) 5 (83.3) 16 (50.0) Q 300+ Day 14 (Part B). Data are shown as mean + SD, with PRAX-562
single-dose and multiple-dose cohorts, respectively). T 2 (25.0) 2 (33.3) 0 1(16.7) 0 5 (15.6) < concentration-time profiles shown on a log scale.
. A6 ConIpIeted rocted Headache 0 1(16.7) 1(16.7) 1(16.7) 1(16.7) 4 (12.5) g i | | | | | |
S Part A e R Part B Hypoaesthesia 1(12.5) 0 0 0 2 (33.3) 3(9.4) 0 24 48 72 96 120
s S T s 1 Vertigo 0 0 1(16.7) 0 2 (33.3) 3(9.4) Nominal Time Since Last Dose (h)
Goronss [ cotans - gom;_n?fpmﬁi;fd:y —‘ Disturbance in attention 0 0 0 0 2 (33.3) 2 (6.3)
Joronae | Gohortas | | e Dizziness 0 0 0 1(16.7) 2 (33.3) 3(9.4) * In Part C, following administration of a single dose of 90 mg PRAX-562, plasma concentrations were quantifiable up to 120 hours post-dose in all participants (Fig. 4); 90 mg
s [cawns| s Al o) T 1 Dysgeusia 0 0 0 0 2 (33.3) 2 (6.3) PRAX-562 in the fed state resulted in a slight increase in C_, (9%), delay in t._. (4 vs 2.5 h), and a modest increase in AUC (14%) compared to fasted state.
e er ohort — B L d i Facial Spasm 0 0 0 0 2 (33.3) 2 (6.3) - -
Active (6) : Placebo (2) St |0 AR BRG] <o nnnene i Se(nlt:izgsls Tr:;tc:-::nt E B Fed Status _ FaSted (n = 16)-_ Fed (n = 16)
Cohart7  Conort A7 | Myoclonus 1(12.5) 0 0 0 1(16.7) 2 (6.3) S -
Sentinels (1:1) | <120 mg * __________ Frace ' Additional Cohorts to = —
be add gz needed Paraesthesia 0 0 0 1(16.7) 2 (33.3) 3(9.4) “E‘ 300 +
ottt D i Sedation 1(12.5) 1(16.7) 0 0 0 2 (6.3) ke I
Part B (1»]
Hypoaesthesia oral 0 0 0 0 3 (50.0) 3 (9.4) ié.
— S— Nausea 0 1(16.7) 0 1(16.7) 0 2 (6.3) § 100+ 1 W
i -562- ] Part C - —
Flgure 1. PRAX-562-101 *The first row denotes the number of participants with at least 1 TEAE. For each TEAE listed below, participants are counted once. Some participants had multiple TEAEs; only TEAEs present in 22 participants are listed. 8 B h-——‘__~"
StUdy SChema: Part A Single(rgrzg Dose > > Single('(]):ril)Dose N N h\q ° o o ° .
(Single Ascending PRAX.562 || BRaxcee2 Q - Fig 4. Mean Plasma Concentration-Time Profile of 90 mg PRAX-562 in the
E i . - : . : - : e 30T F F P .D h + SD, with PRAX-562
Dose), Part B (Multiple Fasted $ Fed * In Part C, 21 TEAE was reported for 11 participants (68.8%) in the fasted state and 10 participants (62.5%) in the fed state; the majority were considered mild in severity. P ed and a.sted.States (.art €). Data are shown as mean + 5D, wit 26
) 10 n0urs) 2| | cwratmen ey o _ o _ é - concentration-time profiles shown on a log scale.
Ascending Dose) and | Screening | : Follow-up * >1 moderate TEAE was reported for 2 participants (12.5%) in the fasted state and 3 participants (18.8%) in the fed state. o
Part C (Food Effect) \ S%Rii’xgia% q SSF”'R(SXB.’EGDZ / * In Part C, 21 study drug—related TEAE was reported for 1 participant (6.3%) in the fasted state and 5 participants (31.3%) in the fed state. 0 24 48 72 96 120
* The most common was dizziness, reported for 2 participants (12.5%) in the fed state. All other study drug—related TEAEs were reported for a single participant each. Nominal Time Since Last Dose (h)
(!‘u'gh-)‘z?td meal) L (= ;:g fnftis)

« 112 participants were enrolled across the PRAX-562-101 trial (n=88 PRAX-562, n=24 placebo). . qEEG-based absolute power analysis and composite metrics showed change from baseline for PRAX-562. * PRAX-562 was well tolerated |n.healthy part|C|pant.s at single doses up.to 150 mg (fasted) in Part A: at multiple doses of up to
« All participants were included in the Safety analysis sets; 48 (75%) Part A, 24 (76%) Part B, and 16 (100%) Part C participants _ o . 120 mg QD for 14 days (fasted) in Part B, and at a single dose of 90 mg in the fed and fasted states in Part C.
were included in the PK analysis set.  ASSR-based measures of phase locking factor (PLF) were reduced from baseline in the 90-mg and 120-mg PRAX-562 QD groups in Part B after 14 ] o ] ] ] ]
o o . - | ) . . : : L * Daily administration of PRAX-562 resulted in plasma concentrations that were detectable throughout the dose interval.
« Overall, the majority of participants were male, white, and not Hispanic or Latino. days of dosing, suggesting modulation of cortical excitatory/inhibitory balance. Additionally, PRAX-562 can be administered without regard to food
 Demographics and other baseline characteristics were generally similar across treatment groups, with the exception that all * These exploratory results are suggestive of central PD activity of PRAX-562, which has now been followed up In our su bseq uent Phase 1 trial ’ ] ] ] ] .. ] ] [=] =
participants in the PRAX-562 60-mg group in Part A and 120-mg QD Group in Part B were male. (PRAX-562-102; Poster P409) e A PRAX-562 Phase 2 study (EMBOLD) is currently ongoing in pediatric patients with & EMBOLD ﬁ
’ ' SCN2A-DEE and SCNS8A-DEE (NCT05818553). =]
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