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DS is a severe and progressive genetic
epilepsy characterized by frequent,
prolonged, and refractory seizures, typically
beginning within the first year (y) of life

Available therapies do not adequately control
seizures in 90% of patients with DS, and they
do not address other comorbidities, including
intellectual disability, ataxia/motor
abnormalities, behavioral problems, speech
impairment, sleep disturbances, and a high
risk for sudden unexplained death

Disease complications often contribute to a
poor quality of life for patients and their
caregivers

In approximately 85% of cases, DS is caused
by spontaneous, heterozygous loss of
function mutations in the SCN1A gene,

which encodes the voltage-gated sodium
channel type 1 a subunit (Na,1.1) protein
Upregulating Na, 1.1 protein may restore
functioning neurons and prevent seizures and

reduce non-seizure related comorbidities in DS PLASMA PK AND CSF EXPOSURE
STcool —Seme(i _ retepegiton

The proprietary TANGO (Targeted
Augmentation of Nuclear Gene Output)
platform aims to increase protein production
from the healthy gene
In DS, patients have one functional gene (wild
type) 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 SCN1A to restore physiological
Nay1.1 protein levels (See Figure 1 in QR code)
SCN1A is transcribed into pre-messenger RNA
(pre-mRNA) that is spliced to generate
productive mRNA (which is translated into
Na, 1.1 protein) and non-productive mRNA
due to the inclusion of an exon that leads to
nonsense-mediated mMRNA decay (NMD)
TANGO ASOs bind to specific stretches of
SCN1A pre-mRNA to prevent the inclusion of
the non-productive exon thereby increasing
productive mRNA level
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

OLE study conducted at 18 sites in
the US (NCT04740476) following
participation in Single (SAD) or
Multiple Ascending Dose

(MAD) study, MONARCH
(NCT04442295; See poster 1.227)
Each patient initially receives 3
intrathecal (IT) doses of STK-001,

once every 4 months (m) with study

. . W16 W17 W32 W33 WX WX+1 WX+24
duration approximately 15m; a a t a f a
patients may continue treatment Screemng/ V|5|t3 Visit 4 Visit X End of Study/ 1(11.1) 0 1(4.2)
: Baseline Visit* Visit 2 CSF collection CSF Collecti (every 16 weeks) Visit X+1
beyond 3 doseS, every 4m Untll end CSF Collection orecten CSF Collection " O O O
of study [ |
PatientS reCEive the same dOse Ievel Vital Signs, Physical Examination, Clinical Laboratories (chemistry, hematology, coagulation, urinalysis), ECG, Plasma PK (All Visits) 2 (2220)* 0 2 (830)
they received in MONARCH, or the | . '
AE Monitoring 0 0 0

dose recommended by the Safety
Monitoring Committee; highest do
may not exceed 30mg/dose

Safety and tolerability Treatment emergent AEs (TEAEs)

Pharmacokinetics (PK) STK-001 plasma concentrations

Cerebrospinal Fluid (CSF) [STK-001 CSF concentrations

8 (88.9)

11 (73.3)|19 (79.2)

( Treatment Period Y Follow-up Period )

1(11.1) | 3(20.0) | 4(16.7)

Seizure Diary
|

#

-+

1

1(11.1) | 7 (46.7) | 8 (33.3)

ﬁStudy Drug Administration

Se *some assessments may be done as part of end of study in MONARCH

Mean (SD) 11.7 (4.93) Enrolled
€an : (% total
: : Assigned :
Median (min, max) [13.0(2, 18) Cobort pav'vﬁcr;ts Sl
_ MONARCH
2-12y 9 (37.5) ( ) completed
13-18y 15 (62.5) MONARCH)
M SE g 1OmESADY] 5 (1000) |3
Female, n (%) 13 (54.2) || 20mgSAD | 4 (100.0) 3
30mg SAD | 7 (100.0) 7
Asian 2 (8.3) 45mg SAD | 2 (100.0) 2
Black or African 3 (12.5) 20mg MAD| 4 (80.00) 4
American ' 30mg MAD| 2 (100.0) 2
White 19 (79.2)

Prefer not to answer | 2 (8.3)

Not Hispanic/Latino | 20 (83.3)

Data cutoff: 11Jul2022

10mg 10
20mg 14
30mg 32
45mg 3

*1 patient in 10mg SAD cohort
received an incorrect STK-001 dose
in MONARCH but received 3 correct
doses in SWALLOWTAIL
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Concomitant Medication Recording

*2 patients experienced 6 serious TEAEs: COVID-19 (2), status
epilepticus (3), and respiratory failure; all resolved

* Pre-dose STK-001 plasma levels (not shown) were near lower limit of quantification (LLOQ) indicating
no accumulation at this regimen

* Mean STK-001 CSF levels at 6m post single dose (SAD end of study) were lower than those at 6m-post BRIE
3m doses (MAD end of study) _ F-P

* Dose-dependent increase in CSF C levels was observed from 20mg — 30mg across all cohorts

trough

BRIEF-P

* After every 4m dosing, slight STK- 001 accumulation in CSF was observed for 10 — 30mg for 3 doses __ 107
though not significant to C .. STK-001 CSF C,, ., levels can predict brain concentration (See poster a T
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FIGURE 1. TANGO PLATFORM IN DS STUDY POPULATION STK-001 DOSES ADMINISTERED
Key Inclusion Criteria ey Exclusion Criteria | PatientExposure(N=24) |
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NWitd Type) i Type) >2.5 years of age Met any withdrawal criteria in MONARCH Assigned Dose | Administered 1t | ond | grd | gth | oth
TANGO 250 Must have completed Currently being treated with an anti- Cohort Dose Level b 5 5 5 5
G dosing with STK-001 epileptic drug acting primarily as a sodium (MONARCH) |(SWALLOWTAIL) | W03€¢ | Pose Lose | LJose | Lose
* channel blocker, as maintenance treatment ”
angl tf:ce M(?N'A.‘R.CH Clinically significant unstable medical 10mg SAD 10mg > >
end or study visit, condition(s) other than epilepsy 20mg 4 1
with an acc?eptable Clinically relevant symptoms or a clinically 30mg 1 ?) 1
safety profile per significant illness in 4 weeks prior to 2 7
Productive Productive investigator judgment screening or dosing on day 1, other than 6
Must have completed epilepsy 20mg SAD 20mg 4 4
e —— MONARCH within 4 Clinically signif!cant abnormal laboratory 30mg 4 1
| weeks of starting values at baseline . . 45mg 1
! articipation in this Any o’gher S|gn|f|g:a.nt disease or dlsorder, in
Productive Productive WU } @ Productive pt 4 | investigator’s opinion, that may put patient 30mg SAD 30mg / 5 4
xe2le i) » & Z u r\cl)' :2' IeoSSS ncor at risk, influence study results, or affect 45mg 1
o= cdarian -,"f‘ Translation Translation \ V . ) ope «
Sy NID - PP y op patient’s ability to participate | 45mg SAD A5me 5
. AN } Been treated (or is being treated) with an
fnciorl O X investigational product (other than STK-001) 20mg MAD 20mg 1
since participating in MONARCH 30mg 3 2
45mg 2 1
30mg MAD 30mg 2
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