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BACKGROUND STUDY DESIGN SAFETY

DS is a severe and progressive genetic epilepsy

A DRAVET SYNDROME STUDY

characterized by frequent, prolonged, and T I T T ' T 19 (25.7)
refractory seizures, typically beginning within the = .. S r o . = ! ‘ = ollover into 38 (95.0) | 32 (94.1) |70 (94.6) 17 (23.0)
first year (y) of life 1 o % monarch  SWALLOWTAIL OLE 9(22.5) | 15 (44.1) | 24 (32.4) 16 (21.6)
Available therapies do not adequately control ' : ' 14 (18.9)
seizures in 90% of patients with DS, and they do s s o MAD r(1r5) | 5(14.7) 12(16.2) 12 (16.2)
not address other comorbidities, including - S e S e N 0 1(2.94 1(1.35 11 (14.9)
intellectual disability, ataxia/motor abnormalities, (2.94) (1.35) 10 (° 3'5)
behavioral problems, speech impairment, sleep wits =

disturbances, and a high risk for sudden =’ Rotover rar.s) 8(23:5) | 15(203) 10 (, 3.5)
unexpected death , , N FONGIING OLE 0 1(2.94) | 1(1.35) 10 (13.5)
Disease complications often contribute to a poor N e 9 (12.2)
quality of life for patients and their caregivers admiral 0 1(2.94) | 1(1.39) 9(12.2)
In approximately 85% of cases, DS is caused Safety data cutoffs: 12Apr2023 (ADMIRAL); 13Apr2023 (MONARCH) 8 (10.8)

by spontaneous, heterozygous loss of function . » Most treatment-emergent AEs (TEAEs) were mild to moderate; 1 fatal event (SUDEP) not related to study drug
mUtatlonS In the SCN1A gene’ WhICh enCOdeS *ADMIRALc::gg;oI was amended allowing investigators to administer 2 or 3 doses of STK-001 o ‘ 24 (32 4%) patlents Wlth TEAES related tO StUdy drug

the voltage-gated sodium channel type 1 a (70 mg) before patients would be eligible to enroll in LONGWING open label extension (OLE). . I1\/I?1st4 %/o;nmon TEAES related 'I:{IC:_) Xlt—:Lde (Ijrugdwere %SIZI prote1|r2 1el4e0\//a)t|ons vomlﬂng and wgtablllty ;
subunit (Na,1.1) protein . o) patient with serious s related to study drug; o) patient with suspected unexpected serious
Upregulatin\é Na,1.1 protein may restore adverse reactions (SUSARSs); all other related TEAEs were non-serious/mild or moderate

functioning neurons and prevent seizures and

- 38 251 4%; patients experience TEAES related to CSF or study drug administration procedure
reduce non-seizure related comorbidities in DS

» 26 (35.1%) patients with CSF protein value >50 mg/dL; no associated clinical manifestations

CONVULSIVE SEIZURE FREQUENCY IN 30 MG TO 70 MG MAD

MECHANISM OF ACTION

10.2 (5.05) Reductions in convulsive seizures reductions were more Median reductions after last dose for 70 mg cohort were 80% at 3
The proprietary TANGO (Targeted Augmentation of 10.5 (2, 18) substantial, sustained, and consistent in the 70 mg cohort months (n=6) and 89% at 6 months (n=3)
Nuclear Gene Output) platform aims to increase : ‘ MONARCH & ADMIRAL Patients (All Ages) Combined by Cohort* 3 Months After Last Dose 6 Months After Last Dose
protein production from the healthy gene 100~
In DS, patients have one functional gene (wild type) 39 (52.7) b o ictttonots1aso0s) | nnumberof paien |
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copy and one mutated copy, resulting in half as
much protein as needed to maintain health
STK-001 is an investigational proprietary ASO
designed to upregulate Na, 1.1 protein expression
by leveraging the non- mutant (wild type) copy of
ISCI\II1A to restore physiological Na,,1.1 protein
evels

SCN1A is transcribed into pre-messenger RNA
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Convulsive Seizure Frequency (80%CI)*

Median % Change from Baseline in
Convulsive Seizure Frequency (80%Cl)*

Median % Change from Baseline in

g 30 mg (n=16) o 30 mg(n=13)

Median % Change from Baseline in
Convulsive Seizure Frequency (80%Cl)
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(pre-mRNA) that is spliced to generate productlve i . 1 = omane) m 7ome (3

MRNA (which is translated into Na,,1.1 protein) % T T 100 100-

and non-productive mRNA due to t the inclusion of 100 , , , , , | | " All patients who received 3 initial doses of 70 mg achieved
an exon that leads to nonsense-mediated mMRNA Dy Dy Dy Dy D N D >50% reduction at 3 months (n=5) and at 6 months (n=3)
decay (NMD)- TANGO ASOs bind to SpeC|f|C *MONARCH dosing at D1, D29, D57; ADMIRAL dosing at D1, D57, D85; 70 mg patients received 2 or after last dgge

stretches of SCN1A pre-mRNA to prevent the SUMMARY 3 doses; MONARCH ends D224, ADMIRAL ends D252. Seizure data cut: 12Apr2023 and 21Jun2023  wonarck | aominas Y
; : . (ADMIRAL); 13Apr2023 (MONARCH)

inclusion of the non-productive exon thereby 70 mg MAD (ADMIRAL)*

iIncreasing productive mRNA

Increased level of productive mRNA from the

functional gene copy increases Na,,1.1 protein

production restoring it to near normal levels
STK-001 may be the first disease-modifying therapy
to address the genetic cause of DS by upregulating
Na, 1.1 protein levels
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Cutoff values for 1 patient
up to +1125% per 28 days @ 3 Doses (n=5)
from D1-D112 2 Doses (n=6)
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