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1. Introduction 3. Predicted Human Safety Margins
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from Phase 1/2a (MONARCH) study
(NCT04442295)administered 1 or 3 IT doses of
STK-001

Projected plasma, CSF, and brain
levels were strongly correlated
across time and dose groups
following single IT STK-001 doses
Therefore, CSF and/or plasma
levels in MONARCH can be used
to estimate STK-001 levels in
patients’ brain

2. Population PK Model
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A DRAVET SYNDROME STUDY

The currently planned maximum dose in MONARCH study is 45mg

MONARCH Key Study Criteria MONARCH SAD Study Assessments

Seizure Diary Seizure Diary

Inclusion CRITERIA Baseline Seizure Diary

Clinical diagnosis of DS with: [ A \ l \ | l |
onset <12 months of age with recurrent seizures (focal motor, hemiconvulsive, or generalized tonic- D-1D1 D2 D4 DS D29 D57 D85
clonic), which are often prolonged and triggered by hyperthermia CSF CSF CSE
no history of causal MRI lesion o - collection wlleEiier

no other known etiology | |
normal development at seizure onset |
Documented pathogenic, likely pathogenic variant, or variant of uncertain significance in SCN1A AE monitoring, Physical Examination, Clinical laboratories, Plasma PK
>2 prior treatments for epilepsy that lacked adequate seizure control or had to be discontinued due to adverse
events
>1 anti-epileptic drug (and any other interventions for epilepsy) at stable dose for >4 weeks

MONARCH MAD Study Assessments

Baseline Seizure Diary

eizur? Diary

EXCLUSION CRITERIA
Known pathogenic mutation in another gene that causes epilepsy
Currently being treated with an anti-epileptic drug acting primarily as a sodium channel blocker, as
maintenance treatment
Clinically significant unstable medical condition(s) other than epilepsy
Clinically relevant symptoms or a clinically significant illness in the 4 weeks prior to screening or dosing on day | | |
1, other than epilepsy
Any other significant disease or disorder, in the investigator’s opinion, that may put patient at risk, influence
study results, or affect patient’s ability to participate

D113
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D141 D169 D196 D225
W20 W24 W28 W32

D57 D60 D64 D85
W12

D-1D1 D2 D4 D8 D29 D32 D36

W4 W5 W3 W9
CSF CSF CSF CSF

collection collection collection collection

AE monitoring, Physical Examination, Clinical laboratories, Plasma PK

}= Study Drug Administration

More Information

MONARCH Study Design Predicted Safety Margins Based on NHP Data

Predicted safety margins following single IT dose based on no-observed adverse effect level exposures in NHPs.
AUCO-8w=area under the plasma concentration-time curve from time 0 -8 weeks; Cmax=maximum concentration.

Frotocol Amencment V3.0 Single [T Median [Sth , 35th percentiles] undor o obllgston T Take part i Hhestudy For MONARCH S e pse
Open-label, Single and Multiple Ascending Doses Ingle : ' ’
(SAD and MAD) of STK-001 in 2—18-year-olds (y) A Dose (mg) Plasma CSF Brain see poster 2.405.

S . éNCT04;4/2295) AUCO-8w Cmax AUCO-8w Cmax AUCO-8w Cmax
- T tient
Fpatients 10— 10 20.2(9.63, 46.7 36.7[17.8,73.8]  38.1[145,116]  352[15.3,92.8]  59.5[13.8,257]  52.8[13.0, 213]
Sites Approximately 20 in US | ) o 20 10.1[4.46, 23.4 18.3[8.39,38.1]  20.5[7.16,56.5]  18.7[7.16,47.8]  27.9[6.69, 134]  24.8[6.42, 114]
Cohorts o e o o et ! 30 6.91(3.06, 16.8; 119559, 255]  13.7[4.75,37.5]  12.2(5.01,304]  195(3.83,849]  17.2(3.82, 70.9]
evaluation 30me 45 4.41[2.03, 10.9 8.14[3.77,17.0]  895[3.24,258]  7.97[3.18,204]  13.3[3.04,58.7]  11.7[2.90, 49.1]
* MAD at 20 and 30mg every 28 10 33.5[14.5, 79.9] 67.1[32.8,154]  416[14.2,119]  37.5[155,101]  60.6[12.7,265  50.8[11.9, 228]
aysS 10r osesS
Dosing ——— . s 20 16.9[7.55, 39.0 3470153,73.7]  21.8[7.93,636]  205[827,51.8]  30.9[6.73,137]  28.0[6.22, 122]
safety gg‘gyt%'ae]{gtby"ggam y 30 11.0[4.99, 25.4] 23.0[10.9, 46.0]  14.4[5.28,40.8]  13.1[5.54,32.7]  19.0[4.59, 84.7]  16.8[4.31, 75.4]
. (Dv(v)i;r:]gxggg?nasl {r?\iig-wt%rsi)sy 45 7.51[3.32, 18.4] 153[7.15,32.2]  9.59[3.40,26.6]  8.91[3.53,20.7]  13.9[3.11,64.8]  125[2.92, 54.5]
cohorts, with internal 10 46.2[21.5, 106] 09.1[49.1,203]  426[15.5,137]  39.5[155,107]  63.9[14.2,287]  56.7[13.6, 241]
safety team approving 9 29 81" . 94 . 93518 01 622 91 .0/8.2 . 1 1 5 ”
dosing in 2 to 12y 3 <18y 0 8[10.3, 50.6] 50.3[24.0,98.6]  23.5[8.01, 62.2 0[8.25,50.8]  30.3[6.01, 138] 7.9[5.86, 119]
Data cutoff was after 4™ patient in Cohort A3 . 30 15.2[7.08, 35.8 33.2[16.3,66.9]  159[4.93,402]  14.1[5.03,32.8]  20.5[4.42,854]  18.0[3.90, 75.4]
(30mg) completed Visit 5 (Day 85). All included in _ _ _ _ _ _ _ _
analysis received >1 dose of STK-001. 45 10.2[4.74, 23.8 217[112,426]  10.33.69,27.7]  9.31[3.74,22.7]  13.6[2.98,612]  12.4[2.76, 50.0]
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