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(Chronology of AED introduction over the past 150 yeats)
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Brodie MJ et al. Seizure 2011,20:369-375
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B (Valproate; Depakine®)
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#1484 (Clonazepam; Rivotril ®)
% 7 (Topiramate; Topamax ®)
1& B8] (Levetiracetam; Keppra®)
Stiripentol (250)

Stiripentol
(Topiramate; Topamax)



Stiripentol (Dicomit®)

O—

Co

4,4-dimethyl-1-[3,4-(methylene OH
dioxy)-phenyl]-1-penten-3-ol

Indication

European Medicines Agency (EMEA) approval for adjunctive therapy
with valproate (VPA) and clobazam (CLB) of Dravet syndrome pts

Mechanism of
action

Direct effect: Enhances central GABA transmission
Indirect effect: Inhibits the metabolism of concurrent AEDs for various
cytochrome P450 isoenzymes (CYP1A2, CYP3A4, CYP2C19, in vivo)

Dosage and
administration

Initial dose: 50mg/kg/day or 1000mg, increasing by 10mg/kg/day each
week

Target dose: 100mg/kg/day or 4000mg

Route of administration: oral

Additional administration information: should be taken with a meal

Fisher JL Epilepsia 2011,;52(Suppl 2):76-78
Plosker GL CNS drugs 2012,;26:993-1001



Cannabidiol % %) 71 £ R 3 4 1 A

C F R (T1/2) 2924/ 8 ( ~ 24h)
° 5 H &G ’H 4 4-Highly protein bound
o YL B 4F Well absorbed
e CYP450 metabolism (CYP3a4 and CYP2C9)
Inhibits CYP2C19, CYP3A4, CYP2D6
Inhibition of CYP2C19 increases N-desmethylclobazam levels

(the long-acting active metabolite of clobazam)

Mudigoudar B, et al., Semin Pediatr Neurol 2016;23:167-179




Cannabidiol (20mg/kg/day)
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Source: GW Pharmaceuticals



600 —— Final 4 weeks of treatment (n=127)
[ 12 week treatment period (n=137)
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Figure 3: Percentage change in monthly frequency of motor seizures in patients in the efficacy analysis group
(n=137)

Percentage changes for each patient are ordered from greatest increase to greatest decrease. The dashed boxes
indicate patients who became free of that seizure type during the 12 week treatment period (blue) or the last

4 weeks of treatment (red).




Fenfluramine

e Fenfluramine (3-triflouromethyl-N-ethylamphetamine)

e« FDA approval in 1973 as an anorectic (Bt &) agent, withdrawn in
1997 because of cardiovascular side effects

* #ADravet JE& BE A9 R EMA R - B ARERF

Mudigoudar B, et al., Semin Pediatr Neurol 2016;23:167-179
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(Lamotrigine; Lamictal)

e

[
-

g d ™

(Oxcarbazepine; Trileptal)
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(Carbazepine; Tegretol)
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Epilepsia, 52(7):e54-e57, 2011
doi: 10.1111/5.1528-1167.2011.03107.x

BRIEF COMMUNICATION

Ketogenic diet also benefits Dravet syndrome patients

receiving stiripentol: A prospective pilot study

*7IRima Nabbout, *Cristiana Copioli, *Mathilde Chipaux, *Nicole Chemaly, *Isabelle Desguerre,
*1+1Olivier Dulac, and *{{Catherine Chiron

*APHP, Department of Neuropediatrics, National Referral Center for Rare Epilepsies, Necker-Enfants Malades Hospital,
Paris, France; tInserm, U663, Paris, France; and {Paris Descartes University, Paris, France
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