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FIGURE 2 Therapeutic algorithm for maintenance therapies
for management of seizures in Dravet syndrome. There was
consensus for use of valproic acid as first-line therapy, and for use
of clobazam, fenfluramine, or stiripentol as first- or second-line
therapy. There was also consensus for contraindicated medications.
**Phenytoin may be helpful for status epilepticus. "Other” includes
vagal nerve stimulation, levetiracetam, zonisamide, bromides,
clonazepam, and ethosuximide (for absences)




Stiripentol S @

e stiripentol byl schvalen pro Evropskou unii v roce 2007
* nase zkusenosti od r. 2008

* stripentol pridany k valproatu a klobazamu vyznamneé snizil pocet protrahovanych
zachvatU a epileptickych statU

* v souboru 131 pacientll mladsich 2 let, kdy kromé statisticky vyznamného snizeni
frekvence tonicko-klonickych zachvatt delSich 5 minut doslo také k vymizeni

epileptického statu (trvani >30minut) v 55% pfripadu

 efekt |éCby stiripentolem pretrvava do dospélosti, zejména pokud byla Iécba
kombinaci valproat+klobazam+stiripentol zahajena jiz v détském véku

Chiron et al, 2018 Chiron et al, 2023 Thanh et al., 2002 Strzelczyk et Schubert-Bast 2022 Dravet et Guerrini, 2023
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*mechanismus ucinku
*positivni alostericky moduldtor GABA-A receptoru, ale na jiném misté nez

benzodiazepiny

*zvysuje plasmatickou koncentraci klobazamu i norklobazamu cestou inhibice CYP
enzymd

*blokuje napétové fizené sodikové a kalciové kanaly

*inhibuje laktat dehydrogenazu - snizeni produkci ATP - otevreni ATP sensitivnich
draslikovych kanalt - neuronalni hyperpolarizace

Dravet et Guerrini, 2023 Bacg et al., 2024



Stiripentol S @

- startovaci davka: 20mg/kg/den
* maximum 50mg/kg/den
* navysovani by meélo probéhnout po tydnech
 u adolescentl a dospélych obvykle stac¢i 20-25mg/kg/den (max 3000mg/den)
* podava se 2 az 3x denne, mél by se podavat s jidlem, ale nikoliv s mléénymi vyrobky Cci
dzusy
* nejcastejsimi nezadoucimi ucinky:
esomnolence
*pokles apetitu
*leukopenie
* stiripentol zvysuje plasmatickou hladinu klobazamu i valpordtu a proto muze byt
nutné snizeni jejich davek.

Chiron et al, 2018 Chiron et al, 2023 Thanh et al., 2002 Strzelczyk et Schubert-Bast 2022 Dravet et Guerrini, 2023



Fenfluramin

Early clinical
observation in

Interest in fenfluramine as antiseizure medication

Zebrafish
models and
first

randomized trials
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7 data from long-
term use

June 2020: FDA approves fenfluramine for the
treatment of seizures associated with Dravet
syndrome

October 2020: CHMP recommended the granting
of a marketing authorisation for the medicinal
product Fintepla (fenfluramine), intended for the

paf:nﬁ mikh et Belg_ian treatment of seizures associated with Dravet
epliepsies persistence syndrome
Temporary Positive December 2020: EMA approves fenfluramine for
withdrawal phase 3 the treatment of seizures associated with Drawvet
from market trial results  syndrome
1980s 1997 2015 2018

time

Gogou et Cross, 2021



Fenfluramine in the treatment of Dravet syndrome: Results
of a third randomized, placebo-controlled clinical trial

Joseph Sullivan' | Lieven Lagae® | J.Helen Cross’ | Orrin Devinsky* |
Renzo Guerrini>©® | Kelly G. Knupp®® | Linda Laux’ | Marina Nikanorova® |
Tilman Polster’ ® | Dinesh Talwar'® | Berten Ceulemans'' | Rima Nabbout“?® |
Gail M. Farfel”® | BradleyS. Galer" | Arnold R. Gammaitoni'® |

Michael Lock™ ® | Anupam Agarwal | Ingrid E. Scheffer'>® | on behalf of the

FAiRE DS Study Group

Fenfluramine Fenfluramine Placebo,
Outcome Tmg/kg/day, n=48 2mg/kg/day. n=46 n=48
Primary and key secondary endpoints®
Change in convulsive seizure frequency per 28 days
Estimate of % difference from placebo (95% ICI]lh —64.8 (—51.8 to —74.2) —499(—31.3 to —G63.4)
P <0001 <0001
Responder analysis: =50% reduction in MCSF
n (%) 35(72.9%) 21 (45.7%) 3(6.3%)
p <.0001 .0001
Longest seizure-free interval, days
Mean + 5D 43.0+33.6 240199 13.3+10.9
Median (range) 30 (2-104) 18.5(2-100) 10 (2—-65)
Estimate of median treatment difference (95% CI) 23.5(9 to 38) 7.5(4to 11)

P <0001 0002

N
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Fenfluramin

* Startovaci davka je 0,2mg/kg/den
* se stiripentolem max. 0,4mg/kg/den, max. 17mg/den
* bez stiripentolu max. 0,7mg/kg/den, max. 26mg/den

* Nezadouci ucinky
* snizeni chuti k jidlu, pokles télesné hmotnosti
e somnolence
e podrazdénost
* serotoninovy syndrom

valvulopatie (stopova mitralni i aortalni regurgitace)
* plicni hypertenze

* Povinna echokardiograficka kontrola a % roku

Zdroj: SUKL.cz, dne 29.4.2023



Kanabidiol AR

e vysoce purifikovany lékarsky kanabidiol

* mechanismus ucinku:
* moduluje intracelularni kalcium
* inhibuje vychytavani adenosinu

* v probehlych studidich na farmakoresistentni skupiné pacientu byla redukce
zachvatu vyraznejsi u pacientu lécenych soucasne i klobazamem, proto vniklo
indikacni omezeni.

* kanabidiol zlepsil celkovy stav pacientl (hodnoceny pomoci Caregiver Global
Impression of Change) a zvysil pocet bezzachvatovych dnu.

* Startovaci davka je 5mg/kg/den ve dvou davkach, udrzovaci davka 10mg/kg/den,
rr)gximum 20mg/kg/den, navysovani o 5mg/kg/den by mélo probéhnout vzdy po 1
tydnu.

* Nezadoucimi ucinky: somnolence, Unava, prijem a pokles apetitu.
Je nutné sledovat hladinu klobazamu a jeho metabolitu a pripadné snizit davku.

Strzelczyk et Schubert-Bast 2022
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Comparative efficacy and safety of stiripentol, e e
cannabidiol and fenfluramine as first-line add-on

therapies for seizures in Dravet syndrome: A network

meta-analysis

1

Renzo Guerrini | 2, Catherine Chiron * 4, Delphine Vandame >, Warren Linley ©, Toby Toward ’

* Meta-analyza predchozich randomizovanych kontrolovanych studii
e stiripentol 50mg/kg/den
 fenfluramine 0.7mg/kg/den
* kanabidiol 10 nebo 20mg/kg/den +- klobazam
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(A) >50% reduction in MCSF (B)

Comparison: other vs 'Placebo’ Comparison: other vs "Placebo’
Treatment  (Random Effects Model) RD  95%-Cl Treatment (Random Effects Model) RD 95%-Cl
CBD10 | — 0.16 [0.01;0.31] CBD10_CLB i 0.18 [-0.01:0.38]
CBD20 — 0.19 [0.08;0.31] CBD20_CLB - 025 [0.10:0.40)
FFAO_7 = 0.62 [0.51;0.74] FFAO_7 = 062 [051:0.74)
Placebo 0.00 Placedbo ' 0.00
STP —&%— (.64 [0.46;0.81) STP —s=— 064 [046:081)
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100% reduction in MCSF

Comparison: other vs ‘Placebo’ Comparison: other vs '‘Placebo’
Treatment  (Random Effects Model) RD 95%-CI Treatment (Random Effects Model) RD 95%-ClI
CBD10 0.02 [-0.03:0.07] CBD10_CLB * 0.03 [-0.05:0.10]
CBD20 0.04 [0.00;0.08] CBD20_CLB e 0.05 [-0.01:0.11]
FFAO_7 - 0.10 [0.03:0.16) FFAQ_7 - 0.10 [0.03;0.16]
Placebo 0.00 Placebo 0.00
STP —— 0.36 [0.19;0.53] STP —— 0.36 [0.19:0.53]
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* Inhibitor cholestrol 24-hydroxylazy

* Snizuje aktivaci NMDA a produkci glutamatu snizenim hladiny
24-hydroxycholestrolu v mozku

* Prvni studie ELEKTRA (Hahn et al., 2022):

* 33,8% ni snizeni konvulzivnich zachvatl ve srovnani se 7% zvySenim u
placeba

* Na vysledky dalsich studii se ceka
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FIGURE 2 Therapeutic algorithm for maintenance therapies
for management of seizures in Dravet syndrome. There was
consensus for use of valproic acid as first-line therapy, and for use
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therapy. There was also consensus for contraindicated medications.
**Phenytoin may be helpful for status epilepticus. "Other” includes
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