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• Re c e ive s  pe rsona l c om pe nsa t ion for se rving  a s  a n e m ploye e  of Clouds  of Ca re  NV

• Re c e ive s  g ra nts /c ontra c ts  from  Clouds  of Ca re  NV

• Re c e ive s  support  for a t te nd ing  m e e t ings  a nd /or t ra ve l from  Stoke  The ra pe ut ic s

Spea ke r Disc losures



>90% of Dravet syndrome cases are caused by 
SCN1A gene variants4 ,5 

Dra ve t  syndrom e: A seve re  deve lopm enta l a nd  ep ilep t ic  
enc epha lopa thy1

SCN1A, volta ge - ga te d  sod ium  c ha nne l a lpha  subunit  1.
1. 2. Wu YW et al. Pediatrics  20 15; 136  (5): e 1310 –e 1315. 3 . Sym onds  J D et al. Brain 20 19 ; 142 (8 ): 230 3–2318 . 4 . 

7. Zube ri SM et al. Epilepsia 20 22; 6 3  (6 ): 1349–1397. 
. De vinsky O et al. N Engl J Med 20 17; 376  

(21): 20 11–20 20 . 12. Sulliva n J  et al. Epilepsia 20 23; 6 4  (10 ): 26 53–26 6 6 . 13 . Gue rrini R et al. Neurol Ther 20 24; 13  (3): 86 9–884 .

Sc he ffe r IE et al. Epilepsia 20 17; 58  (4 ): 512–521. Gil- Na ge l A et al. Sci Rep 
20 23; 13  (1): 3355. 5 . Ge rt le r TS  et al. Seizure 20 20 ; 75: 1–6 . 6 . Be c hi G et al. Epilepsia 20 12; 53  (1): 87–10 0 . 8 . La ga e  L et al. Dev Med 
Child Neurol 20 18 ; 6 0  (1): 6 3–72. 9 . Pe rry et al. Epilepsia 20 24; 6 5 (2): 322–337. 10 . Isom  LL et al. Neurotherapeutics  20 21; 18  (3): 1524–1534 . 11
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1 out of ~16,000 babies a re  born with 
Dravet syndrome2,3

Pa t ie nts  e xpe rie nc e  prolonged recurrent seizures 
a nd  significant cognitive and behavioral deficits2,7

re sult ing  in 50% reduction in NaV1.1 sodium 
channel expression6

Cognit ion Com m unic a t ion Move m e ntBe ha viorSe izure s

Currently approved treatments for Dra ve t  
syndrom e  p re dom ina nt ly ta rge t  se izure s , with no 

approved treatments for non-seizure symptoms3,8–10

The re  is  a n urgent need for 
disease-modifying therapies a ddre ss ing  the  
unde rlying  c ha nne lopa thy to  improve both 

seizure and non-seizure symptoms

Up to 57% of pa t ie nts  fail to achieve ≥50% 
reduction in seizure frequency11–13



EEG a bnorm a lit ie s  in Dra ve t  syndrom e

EEG, electroencephalogram; SCN1A, volta ge - ga te d  sod ium  c ha nne l a lpha  subunit  1.
1. Ca p ita no F et al. Proc Natl Acad  Sci U S A 20 24; 121 (23): e 2316 36 4121. 2. Mina to E et al. Seizure 20 21; 91: 10 8 111. 3 . Ga le r PD et al. Neurology 20 25; 10 5 (8 ): e 214148 .
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–

Todd le rs  with SCN1A-related epilepsy have a 
significantly lower alpha-delta ratio c om pa re d  

with a ge - m a tc he d  c ontrols 3

EEG abnormalities have been identified among 
pa t ie nts  with Dra ve t  syndrom e , re fle c t ing  
unde rlying  ne twork dysfunc t ion c a use d  by 

SCN1A- re la te d  im pa irm e nt  of inhib itory 
inte rne urons 1,2



Further understand EEG abnormalities among patients with Dravet syndrome 
compared with neurotypical controls

Assess EEG findings among patients with Dravet syndrome receiving zorevunersen, an 
investigational antisense oligonucleotide that increases NaV1.1 protein expression

Objec t ives

EEG, electroencephalogram.
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EEG δ- power is  e leva ted  in pa t ients  with Dra ve t  syndrom e  
c om pa red  with neurotypic a l c ont rol pa rt ic ipa nts (NCPs)

Dravet syndrome data were from the baseline visit of the Phase 1/2a studies (NCT0 4442295 [USA] a nd  20 20 - 0 0 6 0 16 - 24  [UK]). NCP da ta  we re  from  e p ile psy- unre la te d  EEGs 
re c orde d  a t  Sa int - Luc  Unive rs ity Hosp ita l (Brusse ls , Be lg ium ). Absolute  powe r va lue s  we re  a ve ra ge d  a c ross  e le c t rode s  a nd  log- t ra nsform e d  to  dB. Sha de d  a re a s  re pre se nt  95% 
c onfide nc e  inte rva ls . 
*EEG powe r d iffe re nc e  wa s  c a lc ula te d  by sub tra c t ing  the  EEG powe r spe c t ra  of NCPs from  the  powe r spe c t ra  of pa t ie nts  with Dra ve t  syndrom e .
dB, de c ibe l; DS, Dra ve t  syndrom e ; EEG, e le c t roe nc e pha logra m ; Hz, he rtz.
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• Ac ross  the  1–32 Hz spec trum , 
children with Dravet syndrome 
showed broadly increased EEG 
power compared with NCPs, 
with s ignific a nt  d iffe renc es  a t  
m ost  frequenc ie s  (P<0 .0 5) 
exc ept  within the  α (9–11 Hz) 
a nd  γ (31–32 Hz) ra nges

• The  EEG spec tra l power 
c ha nge  wa s most pronounced 
in the δ-band (1–4  Hz), ra nging 
from  4 .13 to 6 .0 0  dB highe r in 
pa t ients  with Dra ve t  syndrom e  
tha n in NCPs (P<0 .0 5)

EEG power in patients 
with Dravet syndrome 

and NCPs

EEG power difference 
between patients with 

Dravet syndrome and NCPs
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EEG δ- power dec rea ses with a ge  but  rem a ins pe rsistent ly 
highe r in Dra ve t  syndrom e

Developmental trajectories were derived using a GLM. Shaded areas or error bars represent 95% CIs. 
CI, c onfide nc e  inte rva l; dB, de c ibe l; DS, Dra ve t  syndrom e ; EEG, e le c t roe nc e pha logra m ; GLM, ge ne ra l line a r m ode l; NCP, 
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ne urotyp ic a l c ontrol pa rt ic ipa nts .

• Ana lys is  of de ve lopm e nta l 
t ra je c torie s  re ve a le d  tha t  δ- powe r 
de c re a se d  ove r t im e  a s  a ge  
inc re a se d  in both g roups  (Dra ve t  
syndrom e : −2.34 dB/log2(a ge ), 
P<0 .0 0 1; NCP: −2.33 dB/log 2(a ge ), 
P<0 .0 0 1) without  a  s ignific a nt  
d iffe re nc e  in s lope  (d iffe re nc e : 
−0 .0 1 dB/log 2(a ge ), P=0 .983)

• Despite age-related decline, δ-
power was consistently elevated 
in Dravet syndrome compared 
with NCPs

Relationship between δ-power and log2(age) 
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Assessm ent  of EEG δ- power in pa t ients  with Dra ve t  
syndrom e  in Pha se  1/2a  stud ie s with zorevunersen

Phase 1/2a studies: NCT04442295 (USA) and 2020 - 0 0 6 0 16 - 24  (UK). 
ASM, a nt ise izure  m e dic a t ion; CSF, c e re brosp ina l fluid ; EEG, e le c t roe nc e pha logra m ; PK, pha rm a c okine t ic s ; QoL, qua lity of life ; SCN1A, volta ge - ga te d  sod ium  c ha nne l a lpha  subunit  1; 
SoC, s ta nda rd  of c a re .

–982.1. La ux L et al. N Engl J Med 20 26 ; 394  (10 ): 96 9
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• Sa fe ty p rofile
• PK a nd  CSF d rug  e xposure

Primary endpoints 1

• Cha nge  in c onvuls ive  se izure  
fre que nc y, ove ra ll c linic a l s ta tus , 
a nd  QoL

Secondary endpoints 1

• Cha nge  in 10 - 20 EEG pa ra m e te rs
Exploratory endpoints

Loading dose(s) of 
zorevunersen 

1, 2, or 3 doses Follow-up period 
6–7 months after 

last dose
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4- we e k
obse rva t ion 

pe riod
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e Treatment-free period

SoC treatment

Zorevunersen  is  a n inve s t iga t iona l a nt ise nse  oligonuc le ot ide  tha t  upregulates Na V1.1 protein expression by le ve ra g ing  the  
wild - type  c opy of the  SCN1A ge ne

Baseline characteristics 1

• 2–18  ye a rs  of a ge  with e s ta b lishe d  Dra ve t  syndrom e  d ia gnos is
• 81% pa t ie nts  on ≥3 ASMs; 51% on ≥4 ASMs
• Most  c om m on ASMs: Cloba za m  (70 %), fe nflura m ine  (49%), 

c a nna b id iol (44%), a nd  va lp roa te  c om pounds  (44%) 



Assessm ent  of EEG δ- power in pa t ients  with Dra ve t  
syndrom e  in Pha se  1/2a  stud ie s with zorevunersen

Phase 1/2a studies: NCT04442295 (USA) and 2020 - 0 0 6 0 16 - 24  (UK). 
EEG, e le c t roe nc e pha logra m ; Hz, he rtz; SCN1A, volta ge - ga te d  sod ium  c ha nne l a lpha  subunit  1; SoC, s ta nda rd  of c a re .
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Baseline characteristics
• EEG a na lys is  inc lude d  74  pa t ie nts  with Dra ve t  syndrom e  with a  

m e d ia n a ge  of 9 .0  ye a rs

Loading dose(s) of 
zorevunersen 

1, 2, or 3 doses Follow-up period 
6–7 months after 

last dose

Sc
re

en
in

g

4- we e k
obse rva t ion 

pe riod

Ba
se

lin
e Treatment-free period

SoC treatment

Zorevunersen  is  a n inve s t iga t iona l a nt ise nse  oligonuc le ot ide  tha t  upregulates Na V1.1 protein expression by le ve ra g ing  the  
wild - type  c opy of the  SCN1A ge ne

Analyzed: 15 m inute s  of 
p re p roc e sse d  da ta  (e xc lud ing  
se izure  a c t ivity)

Routine 1- to 2-hour EEGs at 
baseline and Weeks 12 and 24 
after last dose 

Computed: Powe r spe c t ra  (1–32 
Hz, log- sc a le d ) we re  c om pute d  
us ing  Morle t  wa ve le t  
de c om posit ion. EEG δ- powe r (1–4  
Hz) wa s  a ve ra ge d  a c ross  
e le c t rode s



Dose- dependent  dec rea se  in δ- power a fte r t rea tm ent  with 
zorevune rsen

*Single dose or sum of all doses for patients receiving multiple doses of zore vune rse n. An MMRM wa s  use d  to  p re d ic t  the  c orre la t ion be twe e n c um ula t ive  dose  a nd  c ha nge  in EEG δ-
powe r. EEG se gm e nts  from  two pa t ie nts  we re  e xc lude d  be c a use  of poor da ta  qua lity. One  pa t ie nt  la c ke d  the  EEG re c ord ing  a t  the  12- we e k vis it , a nd  four pa t ie nts  la c ke d  EEG 
re c ord ings  a t  the  24- we e k vis it . The  line  re pre se nts  a  line a r fit  a nd  the  sha de d  a re a  re pre se nts  the  95% CI. 
CI, c onfide nc e  inte rva l; dB, de c ibe l; EEG, e le c t roe nc e pha logra m ; MMRM, m ixe d  m ode l for re pe a te d  m e a sure s .
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• The  c orre la t ion c oe ffic ie nt  
for c um ula t ive  dose  wa s  
−0.55 at Week 12 and −0.52 
a t  We e k 24  (P<0 .0 5), 
sugge st ing  a  s ignific a nt  
ne ga t ive  a ssoc ia t ion with 
c ha nge  in EEG δ- powe r

Correlation between cumulative dose received in Phase 1/2a studies* 
and change in EEG δ-power
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Reduc t ion in δ- power is  a ssoc ia ted  with be ing a  c linic a l 
re sponder to zorevunersen t rea tm ent

A complete case analysis of patients with non - m iss ing  se izure  fre que nc y a t  both vis it s  wa s  pe rform e d , a nd  the  a ssoc ia t ion be twe e n δ- powe r c ha nge  a nd  the  p roba b ility of a c hie ving  
>50 % re duc t ion in se izure  fre que nc y (c linic a l re sponde r s ta tus) wa s  e va lua te d  us ing  a  log is t ic  re g re ss ion via  ge ne ra lize d  e s t im a t ing  e qua t ions . Ea c h t ic k on the  x- a xis  re p re se nts  a  
se pa ra te  pa t ie nt . The  line  re pre se nts  a  line a r fit  a nd  the  sha de d  a re a  re pre se nts  the  90 % CI. 
CI, c onfide nc e  inte rva l; dB, de c ibe l; EEG, e le c t roe nc e pha logra m .
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• P a t ie nts  with g re a te r 
re duc t ions  in δ- powe r 
we re  m ore  like ly to  a c hie ve  
c linic a l re sponde r s ta tus  a t  
We e ks  12 a nd  24

• A c linic a l re sponde r to  
zore vune rse n t re a tm e nt  
wa s  de fine d  a s  a  pa t ie nt  
with >50 % re duc t ion in 
se izure  fre que nc y 

Association between δ-power change and probability of achieving >50% 
reduction in seizure frequency following zorevunersen treatment

12 weeks after last dose (n=51) 24 weeks after last dose (n=51)
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Dravet syndrome is characterized by EEG abnormalities, particularly in the δ- ba nd  
(1–4  Hz). EEG δ- power is elevated in patients with Dravet syndrome in c om pa rison 
with ne urotyp ic a l c ontrols .

Re duc t ion in EEG δ- powe r a fte r t re a tm e nt  with zore vune rse n is  a n ob je c t ive  m e a sure  
t ha t  sugge s t s  improvement in the underlying epileptic encephalopathy  a nd  supports 
the potential of zorevunersen  as a disease- modifying therapy in Dravet syndrome .

Re duc t ion in δ- powe r is  a ssoc ia te d  with an increased probability of achieving >50%  
reduction in major motor seizure frequency .

Tre a tm e nt  with zore vune rse n in pa t ie nts  with Dra ve t  syndrom e  re sulte d  in 
dose - dependent reduction in δ- power at 12 and 24 weeks after last dose .

Key ta kea wa ys

EEG, e le c t roe nc e pha logra m ; Hz, he rtz. 
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