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Dravet syndrome:Asevere developmentaland epileptic
encephalopathy!

~

4 1 out of ~16,000 babiesre born with "\ 4 Currently approved treatmentsor Dravet

3
Dravet syndrome syndrome predominantly target seizures, with NO
>90%of Dravet syndrome cases are caused by approved treatments for norseizure symptomiss-10
SCN71A4ene variants®
. . 0 - i : >
resulting in 50% reduction in Ngl.1 sodium Upto 27 /‘;‘_’fp?‘“en_ts fallg:o aChlevi =0l
4 Patients experience prolonged recurrent seizure\s 4 )
and significant cognitive and behavioral deficits There is an urgent needfor

diseasemodifying therapiesaddressing the
underlying channelopathy to improve both
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A seizure and norseizure symptoms
Qeizures Cognition Communication Behavior Movemery \ /
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EEG abnormalities in Dravet syndrome

/EEG abnormalities have been identified am&g

patients with Dravet syndrome, reflecting
underlyng network dysfunction caused by
SCNTA related impairment of mhibitory
_ interneurons 2 y

4 )

Toddlers with SCN7Aelated epilepsy have a

significantly lower alphadelta ratiocompared
with age-matched controls?
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EEG, electroencephalogram; SCN7A voltage-gated sodium channelalpha subunit 1. /\ gy
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Objectives

4 )
Further understand EEG abnormalities among patients with Dravet syndrome

compared with neurotypical controls
\_ /

4 )
Assess EEG findings among patients with Dravet syndrome recetergyunersenan

investigational antisense oligonucleotide that increases,ld protein expression
\_ /
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EEG &-poweris elevated m patients with Dravet syndrome
compared with neurotypicalcontrolparticipants (NCPs)

EEG power in patients EEG power difference . Ac.ross the .1—32 Hz spectrum,
with Dravet syndrome between patients with children with Dravet syndrome

showed broadly increased EEG
and NCPs Dravet syndrome and NCPs bower compared with NCPs

= DS (n=74) : | with significant differences at

20 - =NCP (n=50) —_ 5-band .
- M 8 most frequencies (£<0.05)
) . except within the o (9—11Hz)
<) o ¢ and v (31-32 Hz)ranges
5 15 o
= O * The EEG spectralpower
N H
5 S 4 change was most pronounced
aa = . .
10 - > in the dband(1-4 Hz), ranging
& from 4.13 to 6.00 dB higher m
3 | | patients with Dravet syndrome
5 - P<0 05 - ; | | than n NCPs (F<0.05)
I1 2I 4|1 8I 1|6 3|2 1 2 4 8 16 32
Frequency (Hz) Frequency (Hz)
American
Dravet syndrome data were from the baseline visit of the Phase 1/2a studies (NCT04442295 [USA]and 2020-006016-24 [UK]). NCP data were from epilepsy-unrelated EEGs ) ( Academ Of
recorded at Saint- Luc University Hospital (Brussels, Belgium). Absolute power values were averaged across electrodes and log-transformed to dB. Shaded areas represent 95% Neurolo
confidence intervals. gy

*EEG power difference was calculated by subtracting the EEG powerspectra of NCPs from the power spectra of patients with Dravet syndrome.
dB,decibel; DS, Dravet syndrome; EEG, electroencephalogram; Hz, hertz.
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EEG &-powerdecreases with age but remaims persistently
higherin Dravet syndrome

Relationship betweerd-power and log(age) * Analysis of developmental

trajectories revealed that 5-power
decreased overtime as age
30° . - DS (n:7_4) increased in both groups (Dravet
’ T NEP0=39) syndrome: —2.34 dB/logage),
. ’ FP<0.001;NCP:—2.33 dB/log,(age),
F<0.001) without a significant

difference m slope (difference:
—0.01dB/log,(age), P~~0.983)

EEG 5-power (dB)
4 o
-

* Despite agaelated decline, &
power was consistently elevated

in Dravet syndrome compared
. with NCPs
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Developmental trajectories were derived using a GLM. Shaded areas or error bars represent 95% Cls. /\

CL confidence interval,dB,decibel; DS, Dravet syndrome; EEG, electroencephalogram; GLM, generallinear model; NCP, neurotypical controlparticipants.
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Assessment of EEG &-powerm patients with Dravet
syndrome in Phase 1/2a studies with zorevunersen

[ )
Zorevunersen is an investigationalantisense oligonucleotide that upregulates Na 1.1 protein expression by leveraging the

wild-type copy ofthe SCN7Agene

. J
‘18 . | (. . N

£ @  Loading dose(s) of Primary endpoints

S = zorevunersen Safor -

O 7 : *Safety profile

O 4k m 1,2, or 3 doses oty [ZEiee *PKand CSF drug exposure

R - , , , 6—7 months after 5 CAD

period < < < last dose

= Secondary endpoints
*Change in convulsive seizure
_SOC treatment > frequency, overallclinicalstatus,

and QoL
Baseline characteristics A
*2—-18 years ofage with established Dravet syndrome diagnosis Exploratory endpoints
*81% patients on =3 ASMs; 51% on =4 ASMs *Change m 10-20 EEG parameters
*Most common ASMs:Clobazam (70%), fenfluramine (49%), \ /
cannabidiol (44%), and valproate compounds (44%) .
\_ W, American
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Phase 1/2a studies: NCT04442295 (USA) and 2020 -006016-24 (UK).
ASM, antiscizure medication; CSF, cerebrospinal fluid; EEG, electroencephalogram; PK, pharmacokinetics; QoL, quality of life; SCN7A voltage-gated sodium channelalpha subunit 1; /\
SoC,standard of care.

L. Laux Lefal NEnglJMed2026;394 (10):969-982.
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Assessment of EEG &-powerm patients with Dravet
syndrome in Phase 1/2a studies with zorevunersen

[ )
Zorevunersen is an investigationalantisense oligonucleotide that upregulates Na 1.1 protein expression by leveraging the
wild-type copy ofthe SCN7Agene

\ J
2 ©  Loading dose(s) of /R0utirle 1 to 2-hour EEGs at \
S = zorevunersen baseline and Weeks 12 and 24
O 7 _
cco“; s-week B 1, 2. or 3 doses Follow-up period after last dose
observation , , , 6—7 months after
period < < < last dose

Analyzed:15 minutes of
preprocessed data (excluding
seizure activity)

SoC treatment
Computed:Power spectra (1-32

r ~N Hz,log-scaled) were computed
Baseline characteristics using Morlet wavelet

.. . . . tion. EEG o- 1-4
*EEG analysis mcluded 74 patients with Dravet syndrome with a decomposition power (
. Hz)was averaged across
median age 0f 9.0 years

\ y Qlectrodes /
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Phase 1/2a studies: NCT04442295 (USA) and 2020 -0060 16-24 (UK).

EEG, electroencephalogram; Hz, hertz; SCN7A voltage-gated sodium channelalpha subunit 1; SoC, standard of care.
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Dose-dependent decrease n 8-power aftertreatment with

Z0revuncrscn

Correlation between cumulative dose received in Phase 1/2a studies®
and change in EE®&power

12 weeks after last dose (n=71)

24 weeks after last dose (n=68

)
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EE®@-power change from baseline (dB)

The correlation coefficient
forcumulative dose was

2.5 1 ° ¢
. R-055 ° R—0.52 —0.55 at Week 12 and —0.52
L * P=6.6e07 . | * P=4.8e06 at Week 24 (F/<0.05),
0.0 « o, o suggesting a significant

negative association with
change m EEG d-power
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*Single dose or sum of all doses for patients receiving multiple doses of zorevunersen. An MMRM was used to predict the correlation between cumulative dose and change in EEG 5-
power. EEG segments from two patients were excluded because of poordata quality. One patient lacked the EEG recording at the 12-week visit, and four patients lacked EEG /\ Neu r°|°gy

recordings at the 24-week visit. The line represents a linear fit and the shaded area represents the 95% CL
CL confidence interval;dB,decibel; EEG, electroencephalogram; MMRM, mixed modelforrepeated measures.
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Reductionm d-poweris associated with bemg a chnical
responder to zorevunersen treatment

Association betweerd-power change and probability of achieving >50%
reduction in seizure frequency followingorevunersertreatment

12 weeks after last dose (n=51) 24 weeks after last dose (n=51) ° Patients with greater
100% - reductions m d5-power

were more likely to achieve

clinicalresponder status at
Weeks 12 and 24

50% -

* Aclnicalresponderto
zorevunersen treatment
was defined as a patient

25% A with >50% reduction in

seizure frequency

in seizure frequency (90% Cl)

0% 1

Probability of achieving a >50% reduction
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A complete case analysis of patients with non -missing seizure frequency at both visits was performed, and the association between &-power change and the probability of achieving
>50% reduction in seizure frequency (clinicalresponder status) was evaluated using a logistic regression via generalized estimating equations. Each tick on the x-axis represents a /\ Neu r°|°gy

separate patient. The line represents a linear fit and the shaded area represents the 90% CL
CI confidence interval;dB,decibel; EEG, electroencephalogram.
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Key takeaways

Dravet syndrome is characterized by EEG abnormalities, particularly in the 5-band
(-4 Hz). EEG 5- power is elevated in patients with Dravet syndrome in comparison
with neurotypicalcontrols.

\_

Treatment with zorevunersen m patients with Dravet syndrome resulted in
dose-dependent reduction in 8- power at 12 and 24 weeks after last dose

Reduction in 5-poweris associated with an increased probability of achieving >50%
reduction in major motor seizure frequency

Reduction m EEG &-power aftertreatment with zorevunerseni1s an objective measure A

that suggests improvement in the underlying epileptic encephalopathy and supports
the potential of zorevunersen as a disease-modifying therapy in Dravet syndrome

@ B o @

J

American
Y ' Academy of

N Neurology

EEG, electroencephalogram; Hz, hertz.
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