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1.5 BEX T FERDRER VEFHAREDER

151 BREXIIHERDEZEE
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1.5.2 R DORE

1.5.2.1 JEERIRFAFE

ME2080 DIEEFAR BRI 1970 AR5 Fofti S viz, FEMERICOWTIE, Fo iz v
A I EBR G L DB b, X T b TV =, v 770 AU F=— RO A
BOXERIC X0 % S D sE e K O  2 I L7, £72. EBECA»AEBMET
JAAZRN T, FEFMERE < 7 2 ORI B2 ) S, NRBIERR R T~ b ORI AKE o H Bl %
il U7z A YU Kb T L X =0 LFEFEIT K 58050 FEAE ORI oD HHERAM A & 7= L
77

TERERFIZ W T, BRI OB CTIE, ME2080 i< GABA Z&IKIZH T 5 GABA FEAHMNL~D
MEABRMMEEZ RSP, WMNY T 7 Y — L TO GABA OELY JAIRBEE J OV iRl SR OTEMEIR T 2R
F & & BTN GABA EONZ /R LTz, HILOBRFHIIHBW T, ME2080 (X GABA, X AIKD /L E
Y L— MEGIZREE T HNLIREE T e A7 U v JREIER 2R L, (%35 Cl-F v VDB
MR 2 6 R L7=, ME2080 @ GABA JGZEHTRIL, Y7 2= MEROD R D8k % 72 GABAA Z AR
WZBWTRDEN, a3 7=y NERS T 2=y FEELHEICRRICRI -T2, 2D OEM
IZd& D, ME2080 i GABA 7 J/Uifiifiz b 7o 6 L, JUSEIEHZ " & Z 12 bz, o3y &
O EAERAOBRTCIE, FLCADAIRE ORI X IR IER 2 85 S8, £ 2B AP
IZEB W T GABAL ZRIRIZKTT 2 7 e X LADORENET v 27 U v 7 REERZ X DICHEm LT, 72
. ME2080 @ 2 DDOHFAGFMERIINT I L PUREIMER 277323, SR & il L T RHOEOIEAIX
2 fEmno iz,

HMENREREIL. T > PRI~ T A, YEROT L2, IR, oA, R JEi & OSSR
MFE BEAERIC DWW T HEN L S 172, ME2080 1£7 » MR GRHCE G- 6 ~ 8 Il T i i HH R &
(Tmax) 278 L. R (1) (36 B CTH -7, SGRMEAORTTIZ, 7 v MEO&K G
2B T2 ROEED SHIEOEyEEIZR /2 | TV KENRD bz, YU O EREO /A
FTRATEVT 41E21% TH o7z, ME2080 % 7 v NI £ G- RE ORI B T AR, BIFE RO
I B W AR D3P B L, I~ DOBATIEITERSC)CThH o 7=, £72, v~V A, 7 v ROV LZBWT
EWIER A G R PR I N, 7 v MO O EEREO ME2080 (X C IR S 4, IR A
515 FEORBWNFEE SN, TDHH 13 FEITE MRT D b Sz, F RS O IC
FHEZEDNGRD HALTc, ME2080 137 » MMEEMREIER ZHETL2—T7, v~V AKDT v MZBWT
i 2 ORFEMAHIERE 2758 L7z, EWFMEAEHOBRETTIZ, ME2080 (X7 = / S veE X —L 7
FT7 4V RODNARTEBE 72 8D CYP OIE & 72 23A L oI X 23R o2 1
EL, MHPREZ ERSELELEZ LN,
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BRI X, G FRMRER, JE RS EIERER, BEFEERRR, AR, AR AR
AR N Z OO EMERRER & LT, 2R, SRR K O OIEY D FtEIC KT T HEICET 5
FRER A N L7z, BRI G EBMERBRIC W T A G XD ME2080 @ LDs) i 3000 mg/kg PA T
Hot, Wil GHEERBROFHEHE TR D —RIRREDE T, i, $aFF, KDL L
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et D EEA TR S Lz, 2. T v B TCIE 220 mg/kg/ H B, YL TIE 250 mg/kg/ H LA ED
BT, BRSO LR 2 DR W IFIRE RO INNE D vz, ~ 7 AN AFMERBRICB VT,
RS OHEIN DS 22 DTz 3, T FTIHEER® HAUT, ME2080 1B nm 2~ 9 rTREME DMV 2 & 2
5, ¥ U ATHDLIPT R, PSR ORI BE LR R 2 ERICES< b L B2 bR
7o G TMERRBR TlX. ME2080 1% 800 mg/kg/ H 5B WT T v b OZREEIC S LB E KIF
7o T, HENRATD HIENRIIR 208 L C ME2080 Z & 5- L7= & = A, BElc —eREEDOE(L K Y
FELE A B LT 800 mg/kg/ H 6 5-C BALIRIE K AR ATFROK TR Hiv, - FERAIC
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BIICHEM L7z 4 RBRICK W T, 2D OFTISBIE SN olz, 7 v MR b %
i U C ME2080 % $¢5- L7234, 800 mg/kg/ H TREN) O —HREED EALIZ O IE I R O AE R ok
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fi e B VPR A kf5: & L 72 ME2080 HiAIOfE 1% 512 K 2 Hilal R O AE i 5 BR OFE R Tl
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\ZX9 % ME2080 DA ZhIENRIE X iz,
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2%, ME2080 [%, 2010 42 H 17 RIZKRKGEIEBAFE SR F2EIC K 2 B S o E  (EEE 0217
T4 5) BT, £z, 2011423 A 9 BICHDBERMERLOEE FaEFS (23 3) 5239
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* 2011 4 3 H £ CIERRER A S

1.5.2.4 R DOIEER
AF Y~y b= L OFERGAR R L OERIRRICE ¥ 2 B O L 4 1.5-1 X O 1.5-2 1Z- LT,

1.5.3 &E XK
1) [5.4-42] Chiron C, Marchand MC, Tran A, Rey E, d'Athis P, Vincent J, Dulac O, Pons G and the

STICLO study group. Stiripentol in severe myoclonic epilepsy in infancy: a randomised
placebo-controlled syndrome-dedicated trial. Lancet 2000; 356: 1638-42.

2) [5.4-01] Inoue Y, Ohtsuka Y, Oguni H, Tohyama J, Baba H, Fukushima K, Ohtani H, Takahashi Y,
Ikeda S. Stiripentol open study in Japanese patients with Dravet syndrome. Epilepsia 2009; 50(11):
2362-8.
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1.6 NEIZEITHFERAKREICET H5EH

1.6.1 S \BIZH 1T D EEE - RFTIRR

AF Y~ b—=/Ud 2007 5 1 H 4 BB CRAFAEBZ BT Lz, SMEICE T 2 ARRIRILIEER
1.61DO LY THY, 20124 8 ABIE, BN TOAKGB I TS,

& 1.6.1 SAEICEITHER - FE5TRR (2012 £ 8 AERTA)

k| mes | ERERR|  AE- AR ﬁﬂ(fg/ﬁ)i ﬁgﬁf@
R DIACOMIT® | 2007.1.4 250, 500 mg K7 | IKAENLORLGL, 3 | PHXGER
Ay HMTTIH®72950
250, 500mg7 7 | mgkgDHELEH B E T
JL W32 (7 a2
KO VT a g% ff
).

1.6.2 SAEDHMNXE

AR ONENC I DA CEE LT, B TGE STV % DIACOMIT®® Summary of Product
Characteristics (SmPC) % /~9, 7238, SmPC TILHEZR DHIE R OE &I L TENENRED ST
WD D3, 250mg 1 7V E 500mg RV, £72250mg R A 2yl 500mg KT A 1y D
FLBRNFIZFERE CTH D72, ARIE T 250mg 7 7B/ & 250mg K74 1w 7D SmPC Z{tF & L
TR,
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1.6.2.1 SUMMARY OF PRODUCT CHARACTERISTICS (&)

1. NAME OF THE MEDICINAL PRODUCT
Diacomit 250 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each capsule contains 250 mg of stiripentol.

Excipient with known effect: 0.16 mg sodium per capsule.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Hard capsule

Size 2 pink capsule

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Diacomit is indicated for use in conjunction with clobazam and valproate as adjunctive therapy of refractory
generalized tonic-clonic seizures in patients with severe myoclonic epilepsy in infancy (SMEI, Dravet’s

syndrome) whose seizures are not adequately controlled with clobazam and valproate.

4.2 Posology and method of administration
Diacomit should only be administered under the supervision of a paediatrician / paediatric neurologist

experienced in the diagnosis and management of epilepsy in infants and children.

Posology

The dose of Diacomit is calculated on a mg/kg body weight basis.

The daily dosage may be administered in 2 or 3 divided doses.

The initiation of adjunctive therapy with Diacomit should be undertaken over 3 days using upwards dose
escalation to reach the recommended dose of 50 mg/kg/day administered in conjunction with clobazam
and valproate. This recommended dose is based on the available clinical study findings and was the only
dose of Diacomit evaluated in the pivotal studies (see section 5.1).

There are no clinical study data to support the clinical safety of Diacomit administered at daily doses
greater than 50 mg/kg/day.
There are no clinical study data to support the use of Diacomit as monotherapy in Dravet’s syndrome.
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Children aged less than 3 years

The pivotal clinical evaluation of Diacomit was in children of 3 years of age and over with SMEI. The
clinical decision for use of Diacomit in children with SMEI less than 3 years of age needs to be made on
an individual patient basis taking into consideration the potential clinical benefits and risks. In this
younger group of patients, adjunctive therapy with Diacomit should only be started when the diagnosis of
SMEI has been clinically confirmed (see section 5.1). Data are limited about the use of Diacomit under
12 months of age. For these children the use of stiripentol will be done under the close supervision of the
doctor.

Dose adjustments of other antiepileptics used in combination with stiripentol
Despite the absence of comprehensive pharmacology data on potential drug interactions, the following
advice regarding modification of the dose and dosage schedules of other anti-epileptic medicinal products

administered in conjunction with stiripentol is provided based on clinical experience.

- Clobazam

In the pivotal studies, when the use of stiripentol was initiated, the daily dose of clobazam was 0.5
mg/kg/day usually administered in divided doses, twice daily. In the event of clinical signs of adverse
reactions or overdose of clobazam (i.e., drowsiness, hypotonia, and irritability in young children), this
daily dose was reduced by 25% every week. Approximately two to three fold increases in clobazam and
five fold increases in norclobazam plasma levels respectively have been reported with co-administration
of stiripentol in children with Dravet’s syndrome.

- Valproate

The potential for metabolic interaction between stiripentol and valproate is considered modest and thus,
no modification of valproate dosage should be needed when stiripentol is added, except for clinical safety
reasons. In the pivotal studies in the event of gastrointestinal adverse reactions such as loss of appetite,
loss of weight, the daily dose of valproate was reduced by around 30% every week.

Abnormal laboratory findings

In the event of an abnormal blood count or liver function test finding, the clinical decision for continuing
use or adjusting the dose of stiripentol in conjunction with adjusting the doses of clobazam and valproate
needs to be made on an individual patient basis taking into consideration the potential clinical benefits
and risks (see section 4.4).

Effect of formulation

The sachet formulation has a slightly higher Cmax than the capsules and thus the formulations are not
bioequivalent. It is recommended that if a switch of formulations is required this is done under clinical
supervision, in case of problems with tolerability (see section 5.2).

Renal and hepatic impairment
Stiripentol is not recommended for use in patients with impaired hepatic and/or renal function (see
section 4.4).
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Method of administration

The capsule should be swallowed whole with a glass of water during a meal.

Stiripentol must always be taken with food as it degrades rapidly in an acidic environment (e.g. exposure
to gastric acid in an empty stomach).

Stiripentol should not be taken with milk or dairy products (yoghurt, soft cream cheese, etc.), carbonated
drinks, fruit juice or food and drinks that contain caffeine or theophylline.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients.
A past history of psychoses in the form of episodes of delirium.

4.4 Special warnings and precautions for use

Carbamazepine, phenytoin and phenobarbita

these substances should not be used in conjunction with stiripentol in the management of Dravet’s
syndrome. The daily dosage of clobazam and/or valproate should be reduced according to the onset of
side effects whilst on stiripentol therapy (see section 4.2).

Growth rate of children
Given the frequency of gastrointestinal adverse reactions to treatment with stiripentol and valproate

(anorexia, loss of appetite, nausea, vomiting), the growth rate of children under this combination of
treatment should be carefully monitored.

Blood count

Neutropenia may be associated with the administration of stiripentol, clobazam and valproate. Blood
counts should be assessed prior to starting treatment with stiripentol. Unless otherwise clinically indicated,
blood counts should be checked every 6 months.

Liver function

It should be assessed prior to starting treatment with stiripentol. Unless otherwise clinically indicated,
liver function should be checked every 6 months.

Hepatic or renal function

In the absence of specific clinical data in patients with impaired hepatic or renal function, stiripentol is

not recommended for use in patients with impaired hepatic and/or renal function.

Substances interfering with CYP enzymes
Stiripentol is an inhibitor of the enzymes CYP2C19, CYP3A4 and CYP2D6 and may markedly increase
the plasma concentrations of substances metabolised by these enzymes and increase the risk of adverse

reactions (see section 4.5). In vitro studies suggested that stiripentol phase 1 metabolism is catalyzed by
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CYP1A2, CYP2C19 and CYP3A4 and possibly other enzymes. Caution is advised when combining
stiripentol with other substances that inhibit or induce one or more of these enzymes.

The pivotal clinical studies did not include children below 3 years old. As a consequence, it is
recommended that children between 6 months and 3 years of age are carefully monitored whilst on
stiripentol therapy.

4.5 Interaction with other medicinal products and other forms of interaction

Potential medicinal product interactions affecting stiripentol

The influence of other antiepileptic medicinal products on stiripentol pharmacokinetics is not well
established.

The impact of macrolides and azole antifungal agents on stiripentol metabolism, that are known to be
inhibitors of CYP3A4 and substrates of the same enzyme, is not known. Likewise, the effect of stiripentol
on their metabolism is not known.

In vitro studies suggested that stiripentol phase 1 metabolism is catalyzed by CYP1A2, CYP2C19 and
CYP3A4 and possibly other enzymes. Caution is advised when combining stiripentol with other

substances that inhibit or induce one or more of these enzymes.

Effect of stiripentol on cytochrome P450 enzymes

Many of these interactions have been partially confirmed by in vitro studies and in clinical trials. The
increase in steady state levels with the combined use of stiripentol, valproate, and clobazam is similar in

adults and children, though inter-individual variability is marked.

At therapeutic concentrations, stiripentol significantly inhibits several CYP450 isoenzymes: for example,
CYP2C19, CYP2D6 and CYP3A4. As a result, pharmacokinetic interactions of metabolic origin with
other medicines may be expected. These interactions may result in increased systemic levels of these
active substances that may lead to enhanced pharmacological effects and to an increase in adverse

reactions.

Caution must be exercised if clinical circumstances require combining stiripentol with substances
metabolised by CYP2C19 (e.g. citalopram, omeprazole) or CYP3A4 (e.g. HIV protease inhibitors,
antihistamines such as astemizole, chlorpheniramine, calcium channel blockers, statins, oral
contraceptives, codeine) due to the increased risk of adverse reactions (see further in this section for
antiepileptic medicines). Monitoring of plasma concentrations or adverse reactions is recommended. A
dose adjustment may be necessary.

Co-administration with CYP3A4 substrates with a narrow therapeutic index should be avoided due to the
markedly increased risk of severe adverse reactions.
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Data on the potential for inhibition of CYP1A2 are limited, and therefore, interactions with theophylline
and caffeine cannot be excluded because of the increased plasma levels of theophylline and caffeine
which may occur via inhibition of their hepatic metabolism, potentially leading to toxicity. Use in
combination with stiripentol is not recommended. This warning is not only restricted to medicinal
products but also to a considerable number of foods and nutritional products aimed at children, such as
cola drinks, which contain significant quantities of caffeine or chocolate, which contains trace amounts of
theophylline.

As stiripentol inhibited CYP2D6 in vitro at concentrations that are achieved clinically in plasma,
substances that are metabolized by this isoenzyme like: beta-blockers (propranolol, carvedilol, timolol),
antidepressants (fluoxetine, paroxetine, sertraline, imipramine, clomipramine), antipsychotics
(haloperidol), analgesics (codeine, dextromethorphan, tramadol) may be subject to metabolic interactions
with stiripentol. A dose-adjustment may be necessary for substances metabolised by CYP2D6 and that
are individually dose titrated.

Potential for stiripentol to interact with other medicinal products

In the absence of available clinical data, caution should be taken with the following clinically relevant

interactions with stiripentol:

Undesirable combinations (to be avoided unless strictly necessary)

- Rye ergot alkaloids (ergotamine, dihydroergotamine)
Ergotism with possibility of necrosis of the extremities (inhibition of hepatic elimination of rye ergot).

- Cisapride, halofantrine, pimozide, quinidine, bepridil
Increased risk of cardiac arrhythmias and torsades de pointes/wave burst arrhythmia in particular.

- Immunosuppressants (tacrolimus, cyclosporine, sirolimus)

Raised blood levels of immunosuppressants (decreased hepatic metabolism).
- Statins (atorvastatin, simvastatin, etc.)
Increased risk of dose-dependent adverse reactions such as rhabdomyolysis (decreased hepatic etabolism

of cholesterol-lowering agent).

Combinations requiring precautions

- Midazolam, triazolam, alprazolam
Increased plasma benzodiazepine levels may occur via decreased hepatic metabolism leading to excessive
sedation.

- Chlorpromazine
Stiripentol enhances the central depressant effect of chlorpromazine.
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- Effects on other AEDs

Inhibition of CYP450 isoenzyme CYP2C19 and CYP3A4 may provoke pharmacokinetic interactions
(inhibition of their hepatic metabolism) with phenobarbital, primidone, phenytoin, carbamazepine,
clobazam (see section 4.2), valproate (see section 4.2), diazepam (enhanced myorelaxation),
ethosuximide, and tiagabine. The consequences are increased plasma levels of these anticonvulsants with
potential risk of overdose. Clinical monitoring of plasma levels of other anticonvulsants when combined
with stiripentol with possible dose adjustments is recommended.

- Topiramate

In a French compassionate use program for stiripentol, topiramate was added to stiripentol, clobazam and
valproate in 41% of 230 cases. Based on the clinical observations in this group of patients, there is no
evidence to suggest that a change in topiramate dose and dosage schedules is needed if co-administered
with stiripentol.

With regard to topiramate, it is considered that potential competition of inhibition on CYP2C19 should
not occur because it probably requires plasma concentrations 5-15 times higher than plasma
concentrations obtained with the standard recommended topiramate dose and dosage schedules.

- Levetiracetam
Levetiracetam does not undergo hepatic metabolism to a major extent. As a result, no pharmacokinetic
metabolic drug interaction between stiripentol and levetiracetam is anticipated.

4.6 Fertility, pregnancy and lactation

Pregnancy
Risk related to epilepsy and antiepileptic medicinal products in general:

It has been shown that in the offspring of women with epilepsy, the prevalence of malformations is two to
three times greater than the rate of approximately 3% in the general population. Although other factors,
e.g. the epilepsy, can contribute, available evidence suggests that this increase, to a large extent, is caused
by the treatment. In the treated population, an increase in malformations has been noted with polytherapy.
However, effective anti-epileptic therapy should not be interrupted during pregnancy, since the
aggravation of the illness may be detrimental to both the mother and the foetus.

Risk related to stiripentol:

No data on exposed pregnancies are available. Animal studies do not indicate direct or indirect harmful
effects with respect to pregnancy, foetal development, parturition or postnatal development at
non-maternotoxic doses (see section 5.3). In view of the indication, administration of stiripentol during
pregnancy and in women of childbearing potential would not be expected. The clinical decision for use of
stiripentol in pregnancy needs to be made on an individual patient basis taking into consideration the
potential clinical benefits and risks. Caution should be exercised when prescribing to pregnant women
and use of efficient methods of contraception is advisable.

During pregnancy:
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Effective anticonvulsant treatment with stiripentol must not be stopped during pregnancy as worsening of
the disease is potentially harmful to both mother and foetus.

Breastfeeding
In the absence of human studies on excretion in breast milk, and given that stiripentol passes freely from

plasma into milk in the goat, breast-feeding is not recommended during treatment. In case stiripentol
therapy is continued during breast-feeding, the breast-fed infant should be carefully observed for potential
adverse effects.

Fertility
No impact on fertility was detected in animal studies (see section 5.3). No clinical data are available,

potential risk for human is unknown.

4.7 Effects on ability to drive and use machines

Patients with SMEI would not be expected to drive or operate machinery due to the nature of the
underlying disease and the effects of long term administration of anticonvulsant medicines. Stiripentol
may cause dizziness and ataxia that may affect ability to drive and use machines and patients should not

drive or use machinery whilst on stiripentol therapy.

4.8 Undesirable effects

Summary of the safety profile
The most common side effects with Diacomit (seen in more than 1 in 10 patients) are anorexia, weight

loss, insomnia, drowsiness, ataxia, hypotonia and dystonia.

Tabulated list of adverse reactions

Adverse reactions encountered most often are as follows: very common (> 1/10), common (= 1/100 to <
1/10), uncommon (> 1/1,000 to < 1/100), rare (> 1/10,000 to < 1/1,000), very rare (< 1/10,000), not
known (cannot be estimated from the available data). Within each frequency grouping, undesirable effects
are presented in order of decreasing severity.
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System Organ Very common Common Uncommon Rare
Class
(MedDRA
terminology)
Blood and Neutropenia
lymphatic system Persistent severe
disorders neutropenia usually
resolves

spontaneously when

Diacomit is stopped.

Metabolism and Anorexia, loss of
nutrition disorders | appetite, weight
loss (especially
when combined

with sodium

valproate)
Psychiatric Insomnia Aggressiveness,
disorders irritability, behaviour
disorders, opposing
behaviour,
hyperexcitability,
sleep disorders
Nervous system Drowsiness, ataxia, | Hyperkinesias
disorders hypotonia, dystonia
Eye disorders Diplopia (when used in
combination with
carbamazepine)
Gastrointestinal Nausea, vomiting
disorders
Skin and Photosensitivity, rash,
subcutaneous cutaneous allergy,
tissue disorders urticaria
General disorders Fatigue
and
administration site
conditions
Investigations Raised yGT (notably Liver function
when combined with test abnormal

carbamazepine and

valproate).
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Description of selected adverse reactions

Many of the above adverse reactions are often due to an increase in plasma levels of other anticonvulsant
medicinal products (see sections 4.4 and 4.5) and may regress when the dose of these medicinal products is

reduced.

4.9 Overdose
Data on clinical overdose are not available. Treatment is supportive (Symptomatic measures in intensive care

units).

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antiepileptics, other antiepileptics, ATC code: NO3AX17

In animal models, stiripentol antagonizes seizures induced by electric shock, pentetrazole and bicuculline. In
rodent models, stiripentol appears to increase brain levels of gamma-aminobutyric acid (GABA) - the major
inhibitory neurotransmitter in mammalian brain. This could occur by inhibition of synaptosomal uptake of
GABA and/or inhibition of GABA transaminase. Stiripentol has also been shown to enhance GABAA
receptor-mediated transmission in the immature rat hippocampus and increase the mean open-duration (but not
the frequency) of GABAA receptor chloride channels by a barbiturate-like mechanism. Stiripentol potentiates
the efficacy of other anticonvulsants, such as carbamazepine, sodium valproate, phenytoin, phenobarbital and
many benzodiazepines, as the result of pharmacokinetic interactions. The second effect of stiripentol is mainly
based on metabolic inhibition of several isoenzymes, in particular CYP450 3A4 and 2C19, involved in the

hepatic metabolism of other anti-epileptic medicines.

The pivotal clinical evaluation of Diacomit was in children of 3 years of age and over with SMEL.

A French compassionate use program included children from 6 months of age because the diagnosis of
Dravet’s syndrome may be made with confidence at that age in some patients. The clinical decision for use of
Diacomit in children with SMEI less than 3 years of age needs to be made on an individual patient basis taking

into consideration the potential clinical benefits and risks (see section 4.2).

41 children with SMEI were included in a randomised, placebo-controlled, add-on trial. After a baseline period
of 1 month, placebo (n=20) or stiripentol (n=21) was added to valproate and clobazam during a double-blind
period of 2 months. Patients then received stiripentol in an open fashion. Responders were defined as having
more than 50% reduction in the frequency of clonic (or tonic-clonic) seizures during the second month of the
double-blind period compared with baseline. 15 (71%) patients were responders on stiripentol (including nine
free of clonic or tonic-clonic seizures), whereas there was only one (5%) on placebo (none was seizure free;
stiripentol 95% CI 52.1-90.7 vs. placebo 0-14.6). The 95% CI of the difference was 42.2-85.7. Percentage of
change from baseline was higher on stiripentol (-69%) than on placebo (+7%), p< 0.0001. 21 patients on

stiripentol had moderate side-effects (drowsiness, loss of appetite) compared with eight on placebo, but
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side-effects disappeared when the dose of comedication was decreased in 12 of the 21 cases (Chiron et al,
Lancet, 2000).

This medicinal product has been authorised under a so-called “conditional approval” scheme. This means that
further evidence on this medicinal product is awaited, in particular about the efficacy of stiripentol in
combination with the maximum safe dose of the add-on therapy. A study is being conducted to investigate this.
The European Medicines Agency will review new information on this medicinal product at least every year

and this SmPC will be updated as necessary.
5.2 Pharmacokinetic properties
The following pharmacokinetic properties of stiripentol have been reported from studies in adult healthy

volunteers and adult patients.

Absorption / Bioavailability

Stiripentol is quickly absorbed, with a time to peak plasma concentration of about 1.5 hours. The absolute
bioavailability of stiripentol is not known since an intravenous formulation is not available for testing. It is

well absorbed by the oral route since the majority of an oral dose is excreted in urine.

Distribution

Stiripentol binds extensively to circulating plasma proteins (about 99%).

Elimination

Systemic exposure to stiripentol increases markedly compared to dose proportionality. Plasma clearance
decreases markedly at high doses; it falls from approximately 40 1/kg/day at the dose of 600 mg/day to about 8
1/kg/day at the dose of 2,400 mg. Clearance is decreased after repeated administration of stiripentol, probably
due to inhibition of the cytochrome P450 isoenzymes responsible for its metabolism. The half-life of

elimination was in the range of 4.5 hours to 13 hours, increasing with dose.

Biotransformation

Stiripentol is extensively metabolized, 13 different metabolites having been found in urine. The main
metabolic processes are demethylenation and glucuronidation, although precise identification of the enzymes
involved has not yet been achieved.

On the basis of in vitro studies, the principal liver cytochrome P450 isoenzymes involved in phase 1
metabolism are considered to be CYP1A2, CYP2C19 and CYP3A4.

Excretion:
Most stiripentol is excreted via the kidney.
Urinary metabolites of stiripentol accounted collectively for the majority (73%) of an oral acute dose whereas

a further 13-24% was recovered in faeces as unchanged substance.

Bioavailability / Bioequivalence:
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Relative bioavailabilty between the capsules and powder for oral suspension in sachet formulations has been
studied in healthy male volunteers after a 1,000 mg single oral administration. The two formulations were
bioequivalent in terms of AUC but not in terms of Cmax. Cmax of the sachet was slightly higher (23%) compared
with the capsule and did not meet the criteria for bioequivalence. Tmax was similar with both formulations.
Clinical supervision is recommended if switching between the stiripentol capsule and powder for oral

suspension in sachet formulations.

Paediatric Population Pharmacokinetic Study

A population pharmacokinetic study was conducted in 35 children with Dravet Syndrome treated with
stiripentol and two substances not known to affect stiripentol pharmacokinetics, valproate and clobazam. The
median age was 7.3 years (range: 1 to 17.6 years) and the median daily dose of stiripentol was 45.4 mg/kg/day
(range: 27.1 to 89.3 mg/kg/day) received in two or three divided doses.

The data were best fitted with a one compartment model with first order absorption and elimination processes.
The population estimate for the absorption rate constant Ka was 2.08 hr-1 (standard deviation of random effect
= 122%). Clearance and volume of distribution were related to body weight by an allometric model with
exponents of 0.433 and 1, respectively: as body weight increased from 10 to 60 kg, apparent oral clearance
increased from 2.60 to 5.65 L/hr and apparent volume of distribution increased from 32.0 to 191.8 L. As a
result, elimination half-life increased from 8.5hr (for 10 kg) to 23.5 hr (for 60 kg).

5.3 Preclinical safety data

Toxicity studies in animals (rat, monkey, mouse) have not revealed any consistent pattern of toxicity apart
from liver enlargement associated with hepatocellular hypertrophy, which occurred when high doses of
stiripentol were administered to both rodents and non-rodents. This finding is considered to be an adaptive
response to a high metabolic burden on the liver.

Stiripentol was not teratogenic when tested in the rat and rabbit; in one study in the mouse, but not in several
other similar studies, a low incidence of cleft palate formation was observed at a maternotoxic dose (800
mg/kg/day). These studies in mice and rabbits were undertaken prior to the introduction of Good Laboratory
Practice requirements. Studies in the rat on fertility and general reproductive performance and on pre- and
postnatal development were uneventful except for a minor reduction in the survival of pups nursed by mothers
exhibiting toxic responses to stiripentol at a dose of 800 mg/kg/day (see section 4.6).

Genotoxicity studies have not detected any mutagenic or clastogenic activity.

Carcinogenicity studies gave negative results in the rat. In the mouse there was only a small increase in the
incidence of hepatic adenomas and carcinomas in animals treated with 200 or 600 mg/kg/day for 78 weeks but
not in those given 60 mg/kg/day. In view of the lack of genotoxicity of stiripentol and the well known, special
susceptibility of the mouse liver to tumour formation in the presence of hepatic enzyme induction, this finding

is not considered to indicate a risk of tumorigenicity in patients.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule core
povidone K29/32
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sodium starch glycolate (type A)

magnesium stearate

Capsule shell
Gelatin

Titanium dioxide (E171)
Erythrosine (E127)
Indigotine (E132)

6.2 Incompatibilities
Not applicable.

6.3 Shelf life

3 years

6.4 Special precautions for storage

Store in the original package in order to protect from light.

6.5 Nature and contents of container
Polypropylene bottle with tamper-evident seal and polyethylene screw cap.

Bottles of 30, 60 and 90 capsules in cardboard cartons.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER
Biocodex, 7 Avenue Gallieni, 94250 Gentilly, France.

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/06/367/001-3

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorization: 04 January 2007

Date of latest renewal:

10. DATE OF REVISION OF THE TEXT

Detailed information on this product is available on the website of the European Medicines Agency

http://www.ema.europa.eu
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1. NAME OF THE MEDICINAL PRODUCT

Diacomit 250 mg powder for oral suspension in sachet

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each sachet contains 250 mg of stiripentol.

Excipient with known effect: 0.11 mg sodium per sachet.

Each sachet contains 2.5 mg of aspartame, 500 mg of glucose liquid spray and 2.4 mg of sorbitol.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for oral suspension

Pale pink crystalline powder

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Diacomit is indicated for use in conjunction with clobazam and valproate as adjunctive therapy of refractory
generalized tonic-clonic seizures in patients with severe myoclonic epilepsy in infancy (SMEIL Dravet’s

syndrome) whose seizures are not adequately controlled with clobazam and valproate.
4.2 Posology and method of administration

Diacomit should only be administered under the supervision of a paediatrician / paediatric neurologist

experienced in the diagnosis and management of epilepsy in infants and children.

Posology

The dose of Diacomit is calculated on a mg/kg body weight basis.

The daily dosage may be administered in 2 or 3 divided doses.

The initiation of adjunctive therapy with Diacomit should be undertaken over 3 days using upwards dose
escalation to reach the recommended dose of 50 mg/kg/day administered in conjunction with clobazam
and valproate. This recommended dose is based on the available clinical study findings and was the only
dose of Diacomit evaluated in the pivotal studies (see section 5.1).

There are no clinical study data to support the clinical safety of Diacomit administered at daily doses
greater than 50 mg/kg/day.

There are no clinical study data to support the use of Diacomit as monotherapy in Dravet’s syndrome.

Children aged less than 3 years



ME2080 1.6 HEICE T 5ERARREICET &8 Page 15

The pivotal clinical evaluation of Diacomit was in children of 3 years of age and over with SMEI. The
clinical decision for use of Diacomit in children with SMEI less than 3 years of age needs to be made on
an individual patient basis taking into consideration the potential clinical benefits and risks. In this
younger group of patients, adjunctive therapy with Diacomit should only be started when the diagnosis of
SMEI has been clinically confirmed (see section 5.1). Data are limited about the use ofDiacomit under 12
months of age. For these children the use of stiripentol will be done under the close supervision of the
doctor.

Dose adjustments of other antiepileptics used in combination with stiripentol

Despite the absence of comprehensive pharmacology data on potential drug interactions, the following
advice regarding modification of the dose and dosage schedules of other anti-epileptic medicinal products

administered in conjunction with stiripentol is provided based on clinical experience.

- Clobazam

In the pivotal studies, when the use of stiripentol was initiated, the daily dose of clobazam was 0.5
mg/kg/day usually administered in divided doses, twice daily. In the event of clinical signs of adverse
reactions or overdose of clobazam (i.e., drowsiness, hypotonia, and irritability in young children), this
daily dose was reduced by 25% every week. Approximately two to three fold increases in clobazam and
five fold increases in norclobazam plasma levels respectively have been reported with co-administration
of stiripentol in children with Dravet’s syndrome.

- Valproate

The potential for metabolic interaction between stiripentol and valproate is considered modest and thus,
no modification of valproate dosage should be needed when stiripentol is added, except for clinical safety
reasons. In the pivotal studies in the event of gastrointestinal adverse reactions such as loss of appetite,
loss of weight, the daily dose of valproate was reduced by around 30% every week.

Abnormal laboratory findings

In the event of an abnormal blood count or liver function test finding, the clinical decision for continuing
use or adjusting the dose of stiripentol in conjunction with adjusting the doses of clobazam and valproate
needs to be made on an individual patient basis taking into consideration the potential clinical benefits
and risks (see section 4.4).

Effect of formulation

The sachet formulation has a slightly higher Cmax than the capsules and thus the formulations are not
bioequivalent. It is recommended that if a switch of formulations is required this is done under clinical
supervision, in case of problems with tolerability (see section 5.2).

Renal and hepatic impairment
Stiripentol is not recommended for use in patients with impaired hepatic and/or renal function (see
section 4.4).
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Method of administration

The powder should be mixed in a glass of water and should be taken immediately after mixing during a
meal.

Stiripentol must always be taken with food as it degrades rapidly in an acidic environment (e.g. exposure
to gastric acid in an empty stomach).

Stiripentol should not be taken with milk or dairy products (yoghurt, soft cream cheese, etc.), carbonated
drinks, fruit juice or food and drinks that contain caffeine or theophylline.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients.
A past history of psychoses in the form of episodes of delirium.

4.4 Special warnings and precautions for use

Carbamazepine, phenytoin and phenobarbita

These substances should not be used in conjunction with stiripentol in the management of Dravet’s
syndrome. The daily dosage of clobazam and/or valproate should be reduced according to the onset of
side effects whilst on stiripentol therapy (see section 4.2).

Growth rate of children

Given the frequency of gastrointestinal adverse reactions to treatment with stiripentol and valproate
(anorexia, loss of appetite, nausea, vomiting), the growth rate of children under this combination of
treatment should be carefully monitored.

Blood count

Neutropenia may be associated with the administration of stiripentol, clobazam and valproate. Blood
counts should be assessed prior to starting treatment with stiripentol. Unless otherwise clinically indicated,
blood counts should be checked every 6 months.

Liver function

It should be assessed prior to starting treatment with stiripentol. Unless otherwise clinically indicated,
liver function should be checked every 6 months.

Hepatic or renal function

In the absence of specific clinical data in patients with impaired hepatic or renal function, stiripentol is

not recommended for use in patients with impaired hepatic and/or renal function.

Substances interfering with CYP enzymes
Stiripentol is an inhibitor of the enzymes CYP2C19, CYP3A4 and CYP2D6 and may markedly increase
the plasma concentrations of substances metabolised by these enzymes and increase the risk of adverse

reactions (see section 4.5). In vitro studies suggested that stiripentol phase 1 metabolism is catalyzed by
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CYP1A2, CYP2C19 and CYP3A4 and possibly other enzymes. Caution is advised when combining
stiripentol with other substances that inhibit or induce one or more of these enzymes.

Stiripentol

The pivotal clinical studies did not include children below 3 years old. As a consequence, it is
recommended that children between 6 months and 3 years of age are carefully monitored whilst on
stiripentol therapy.

Stiripentol powder for oral suspension in sachet contains aspartame, a source of phenylalanine. Therefore
it may be harmful for people with phenylketonuria. Patients with rare glucose-galactose malabsorption
should not take this medicine, as the formulation contains glucose. As the flavouring component contains
small amount of sorbitol, patients with hereditary problems of fructose intolerance should not take this

medicine.
4.5 Interaction with other medicinal products and other forms of interaction

Potential medicinal product interactions affecting stiripentol

The influence of other antiepileptic medicinal products on stiripentol pharmacokinetics is not well
established.

The impact of macrolides and azole antifungal agents on stiripentol metabolism, that are known to be
inhibitors of CYP3A4 and substrates of the same enzyme, is not known. Likewise, the effect of stiripentol
on their metabolism is not known.

In vitro studies suggested that stiripentol phase 1 metabolism is catalyzed by CYP1A2, CYP2C19 and
CYP3A4 and possibly other enzymes. Caution is advised when combining stiripentol with other

substances that inhibit or induce one or more of these enzymes.

Effect of stiripentol on cytochrome P450 enzymes

Many of these interactions have been partially confirmed by in vitro studies and in clinical trials. The
increase in steady state levels with the combined use of stiripentol, valproate, and clobazam is similar in
adults and children, though inter-individual variability is marked.

At therapeutic concentrations, stiripentol significantly inhibits several CYP450 isoenzymes: for example,
CYP2C19, CYP2D6 and CYP3A4. As a result, pharmacokinetic interactions of metabolic origin with
other medicines may be expected. These interactions may result in increased systemic levels of these
active substances that may lead to enhanced pharmacological effects and to an increase in adverse
reactions.

Caution must be exercised if clinical circumstances require combining stiripentol with substances
metabolised by CYP2C19 (e.g. citalopram, omeprazole) or CYP3A4 (e.g. HIV protease inhibitors,

antihistamines such as astemizole, chlorpheniramine, calcium channel blockers, statins, oral
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contraceptives, codeine) due to the increased risk of adverse reactions (see further in this section for
antiepileptic medicines). Monitoring of plasma concentrations or adverse reactions is recommended. A
dose adjustment may be necessary.

Co-administration with CYP3A4 substrates with a narrow therapeutic index should be avoided due to the

markedly increased risk of severe adverse reactions.

Data on the potential for inhibition of CYP1A2 are limited, and therefore, interactions with theophylline
and caffeine cannot be excluded because of the increased plasma levels of theophylline and caffeine
which may occur via inhibition of their hepatic metabolism, potentially leading to toxicity. Use in
combination with stiripentol is not recommended. This warning is not only restricted to medicinal
products but also to a considerable number of foods and nutritional products aimed at children, such as
cola drinks, which contain significant quantities of caffeine or chocolate, which contains trace amounts of
theophylline.

As stiripentol inhibited CYP2D6 in vitro at concentrations that are achieved clinically in plasma,
substances that are metabolized by this isoenzyme like: beta-blockers (propranolol, carvedilol, timolol),
antidepressants (fluoxetine, paroxetine, sertraline, imipramine, clomipramine), antipsychotics
(haloperidol), analgesics (codeine, dextromethorphan, tramadol) may be subject to metabolic interactions
with stiripentol. A dose-adjustment may be necessary for substances metabolised by CYP2D6 and that
are individually dose titrated.

Potential for stiripentol to interact with other medicinal products

In the absence of available clinical data, caution should be taken with the following clinically relevant

interactions with stiripentol:

Undesirable combinations (to be avoided unless strictly necessary)

- Rye ergot alkaloids (ergotamine, dihydroergotamine)
Ergotism with possibility of necrosis of the extremities (inhibition of hepatic elimination of rye ergot).

- Cisapride, halofantrine, pimozide, quinidine, bepridil
Increased risk of cardiac arrhythmias and torsades de pointes/wave burst arrhythmia in particular.

- Immunosuppressants (tacrolimus, cyclosporine, sirolimus)

Raised blood levels of immunosuppressants (decreased hepatic metabolism).
- Statins (atorvastatin, simvastatin, etc.)
Increased risk of dose-dependent adverse reactions such as rhabdomyolysis (decreased hepatic etabolism

of cholesterol-lowering agent).

Combinations requiring precautions

- Midazolam, triazolam, alprazolam
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Increased plasma benzodiazepine levels may occur via decreased hepatic metabolism leading to excessive

sedation.

- Chlorpromazine
Stiripentol enhances the central depressant effect of chlorpromazine.

- Effects on other AEDs

Inhibition of CYP450 isoenzyme CYP2C19 and CYP3A4 may provoke pharmacokinetic interactions
(inhibition of their hepatic metabolism) with phenobarbital, primidone, phenytoin, carbamazepine,
clobazam (see section 4.2), valproate (see section 4.2), diazepam (enhanced myorelaxation),
ethosuximide, and tiagabine. The consequences are increased plasma levels of these anticonvulsantswith
potential risk of overdose. Clinical monitoring of plasma levels of other anticonvulsants when combined
with stiripentol with possible dose adjustments is recommended.

- Topiramate

In a French compassionate use program for stiripentol, topiramate was added to stiripentol, clobazam and
valproate in 41% of 230 cases. Based on the clinical observations in this group of patients, there is no
evidence to suggest that a change in topiramate dose and dosage schedules is needed if co-administered
with stiripentol.

With regard to topiramate, it is considered that potential competition of inhibition on CYP2C19 should
not occur because it probably requires plasma concentrations 5-15 times higher than plasma
concentrations obtained with the standard recommended topiramate dose and dosage schedules.

- Levetiracetam
Levetiracetam does not undergo hepatic metabolism to a major extent. As a result, no pharmacokinetic
metabolic drug interaction between stiripentol and levetiracetam is anticipated.

4.6 Fertility, pregnancy and lactation

Pregnancy
Risk related to epilepsy and antiepileptic medicinal products in general:

It has been shown that in the offspring of women with epilepsy, the prevalence of malformations is two to
three times greater than the rate of approximately 3% in the general population. Although other factors,
e.g. the epilepsy, can contribute, available evidence suggests that this increase, to a large extent, is caused
by the treatment. In the treated population, an increase in malformations has been noted with polytherapy.
However, effective anti-epileptic therapy should not be interrupted during pregnancy, since the
aggravation of the illness may be detrimental to both the mother and the foetus.

Risk related to stiripentol:
No data on exposed pregnancies are available. Animal studies do not indicate direct or indirect harmful
effects with respect to pregnancy, foetal development, parturition or postnatal development at

non-maternotoxic doses (see section 5.3). In view of the indication, administration of stiripentol during
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pregnancy and in women of childbearing potential would not be expected. The clinical decision for use of
stiripentol in pregnancy needs to be made on an individual patient basis taking into consideration the
potential clinical benefits and risks. Caution should be exercised when prescribing to pregnant women
and use of efficient methods of contraception is advisable.

During pregnancy:
Effective anticonvulsant treatment with stiripentol must not be stopped during pregnancy as worsening of
the disease is potentially harmful to both mother and foetus.

Breastfeeding
In the absence of human studies on excretion in breast milk, and given that stiripentol passes freely from

plasma into milk in the goat, breast-feeding is not recommended during treatment. In case stiripentol
therapy is continued during breast-feeding, the breast-fed infant should be carefully observed for potential
adverse effects.

Fertility
No impact on fertility was detected in animal studies (see section 5.3). No clinical data are available,
potential risk for human is unknown.

4.7 Effects on ability to drive and use machines

Patients with SMEI would not be expected to drive or operate machinery due to the nature of the
underlying disease and the effects of long term administration of anticonvulsant medicines.

Stiripentol may cause dizziness and ataxia that may affect ability to drive and use machines and patients
should not drive or use machinery whilst on stiripentol therapy.

4.8 Undesirable effects

Summary of the safety profile

The most common side effects with Diacomit (seen in more than 1 in 10 patients) are anorexia, weight

loss, insomnia, drowsiness, ataxia, hypotonia and dystonia.

Tabulated list of adverse reactions

Adverse reactions encountered most often are as follows: very common (> 1/10), common (> 1/100 to <
1/10), uncommon (> 1/1,000 to < 1/100), rare (> 1/10,000 to < 1/1,000), very rare (< 1/10,000), not
known (cannot be estimated from the available data). Within each frequency grouping, undesirable effects
are presented in order of decreasing severity.
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System Organ Very common Common Uncommon Rare
Class
(MedDRA
terminology)
Blood and Neutropenia
lymphatic system Persistent severe
disorders neutropenia usually
resolves

spontaneously when

Diacomit is stopped.

Metabolism and Anorexia, loss of
nutrition disorders | appetite, weight
loss (especially
when combined

with sodium

valproate)
Psychiatric Insomnia Aggressiveness,
disorders irritability, behaviour
disorders, opposing
behaviour,
hyperexcitability,
sleep disorders
Nervous system Drowsiness, ataxia, | Hyperkinesias
disorders hypotonia, dystonia
Eye disorders Diplopia (when used in
combination with
carbamazepine)
Gastrointestinal Nausea, vomiting
disorders
Skin and Photosensitivity, rash,
subcutaneous cutaneous allergy,
tissue disorders urticaria
General disorders Fatigue
and
administration site
conditions
Investigations Raised yGT (notably Liver function
when combined with test abnormal

carbamazepine and

valproate).
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Description of selected adverse reactions

Many of the above adverse reactions are often due to an increase in plasma levels of other anticonvulsant
medicinal products (see sections 4.4 and 4.5) and may regress when the dose of these medicinal products is

reduced.

4.9 Overdose
Data on clinical overdose are not available. Treatment is supportive (Symptomatic measures in intensive care

units).

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antiepileptics, other antiepileptics, ATC code: NO3AX17

In animal models, stiripentol antagonizes seizures induced by electric shock, pentetrazole and bicuculline. In
rodent models, stiripentol appears to increase brain levels of gamma-aminobutyric acid (GABA) - the major
inhibitory neurotransmitter in mammalian brain. This could occur by inhibition of synaptosomal uptake of
GABA and/or inhibition of GABA transaminase. Stiripentol has also been shown to enhance GABAA
receptor-mediated transmission in the immature rat hippocampus and increase the mean open-duration (but not
the frequency) of GABAA receptor chloride channels by a barbiturate-like mechanism. Stiripentol potentiates
the efficacy of other anticonvulsants, such as carbamazepine, sodium valproate, phenytoin, phenobarbital and
many benzodiazepines, as the result of pharmacokinetic interactions. The second effect of stiripentol is mainly
based on metabolic inhibition of several isoenzymes, in particular CYP450 3A4 and 2C19, involved in the

hepatic metabolism of other anti-epileptic medicines.

The pivotal clinical evaluation of Diacomit was in children of 3 years of age and over with SMEL.

A French compassionate use program included children from 6 months of age because the diagnosis of
Dravet’s syndrome may be made with confidence at that age in some patients. The clinical decision for use of
Diacomit in children with SMEI less than 3 years of age needs to be made on an individual patient basis taking

into consideration the potential clinical benefits and risks (see section 4.2).

41 children with SMEI were included in a randomised, placebo-controlled, add-on trial. After a baseline period
of 1 month, placebo (n=20) or stiripentol (n=21) was added to valproate and clobazam during a double-blind
period of 2 months. Patients then received stiripentol in an open fashion. Responders were defined as having
more than 50% reduction in the frequency of clonic (or tonic-clonic) seizures during the second month of the
double-blind period compared with baseline. 15 (71%) patients were responders on stiripentol (including nine
free of clonic or tonic-clonic seizures), whereas there was only one (5%) on placebo (none was seizure free;
stiripentol 95% CI 52.1-90.7 vs. placebo 0-14.6). The 95% CI of the difference was 42.2-85.7. Percentage of
change from baseline was higher on stiripentol (-69%) than on placebo (+7%), p< 0.0001. 21 patients on

stiripentol had moderate side-effects (drowsiness, loss of appetite) compared with eight on placebo, but
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side-effects disappeared when the dose of comedication was decreased in 12 of the 21 cases (Chiron et al,
Lancet, 2000).

This medicinal product has been authorised under a so-called “conditional approval” scheme. This means that
further evidence on this medicinal product is awaited, in particular about the efficacy of stiripentol in
combination with the maximum safe dose of the add-on therapy. A study is beingconducted to investigate this.
The European Medicines Agency will review new information on this medicinal product at least every year

and this SmPC will be updated as necessary.
5.2 Pharmacokinetic properties
The following pharmacokinetic properties of stiripentol have been reported from studies in adult healthy

volunteers and adult patients.

Absorption / Bioavailability

Stiripentol is quickly absorbed, with a time to peak plasma concentration of about 1.5 hours. The absolute
bioavailability of stiripentol is not known since an intravenous formulation is not available for testing. It is

well absorbed by the oral route since the majority of an oral dose is excreted in urine.

Distribution

Stiripentol binds extensively to circulating plasma proteins (about 99%).

Elimination

Systemic exposure to stiripentol increases markedly compared to dose proportionality. Plasma clearance
decreases markedly at high doses; it falls from approximately 40 1/kg/day at the dose of 600 mg/day to about 8
1/kg/day at the dose of 2,400 mg. Clearance is decreased after repeated administration of stiripentol, probably
due to inhibition of the cytochrome P450 isoenzymes responsible for its metabolism. The half-life of

elimination was in the range of 4.5 hours to 13 hours, increasing with dose.

Biotransformation

Stiripentol is extensively metabolized, 13 different metabolites having been found in urine. The main
metabolic processes are demethylenation and glucuronidation, although precise identification of the enzymes
involved has not yet been achieved.

On the basis of in vitro studies, the principal liver cytochrome P450 isoenzymes involved in phase 1
metabolism are considered to be CYP1A2, CYP2C19 and CYP3A4.

Excretion:
Most stiripentol is excreted via the kidney.
Urinary metabolites of stiripentol accounted collectively for the majority (73%) of an oral acute dose whereas

a further 13-24% was recovered in faeces as unchanged substance.

Bioavailability / Bioequivalence:
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Relative bioavailabilty between the capsules and powder for oral suspension in sachet formulations has been
studied in healthy male volunteers after a 1,000 mg single oral administration. The two formulations were
bioequivalent in terms of AUC but not in terms of Cmax. Cmax of the sachet was slightly higher (23%) compared
with the capsule and did not meet the criteria for bioequivalence. Tmax was similar with both formulations.
Clinical supervision is recommended if switching between the stiripentol capsule and powder for oral

suspension in sachet formulations.

Paediatric Population Pharmacokinetic Study

A population pharmacokinetic study was conducted in 35 children with Dravet Syndrome treated with
stiripentol and two substances not known to affect stiripentol pharmacokinetics, valproate and clobazam. The
median age was 7.3 years (range: 1 to 17.6 years) and the median daily dose of stiripentol was 45.4 mg/kg/day
(range: 27.1 to 89.3 mg/kg/day) received in two or three divided doses.

The data were best fitted with a one compartment model with first order absorption and elimination processes.
The population estimate for the absorption rate constant Ka was 2.08 hr-1 (standard deviation of random effect
= 122%). Clearance and volume of distribution were related to body weight by an allometric model with
exponents of 0.433 and 1, respectively: as body weight increased from 10 to 60 kg, apparent oral clearance
increased from 2.60 to 5.65 L/hr and apparent volume of distribution increased from 32.0 to 191.8 L. As a
result, elimination half-life increased from 8.5hr (for 10 kg) to 23.5 hr (for 60 kg).

5.3 Preclinical safety data

Toxicity studies in animals (rat, monkey, mouse) have not revealed any consistent pattern of toxicity apart
from liver enlargement associated with hepatocellular hypertrophy, which occurred when high doses of
stiripentol were administered to both rodents and non-rodents. This finding is considered to be an adaptive
response to a high metabolic burden on the liver.

Stiripentol was not teratogenic when tested in the rat and rabbit; in one study in the mouse, but not in several
other similar studies, a low incidence of cleft palate formation was observed at a maternotoxic dose (800
mg/kg/day). These studies in mice and rabbits were undertaken prior to the introduction of Good Laboratory
Practice requirements. Studies in the rat on fertility and general reproductive performance and on pre- and
postnatal development were uneventful except for a minor reduction in the survival of pups nursed by mothers
exhibiting toxic responses to stiripentol at a dose of 800 mg/kg/day (see section 4.6).

Genotoxicity studies have not detected any mutagenic or clastogenic activity.

Carcinogenicity studies gave negative results in the rat. In the mouse there was only a small increase in the
incidence of hepatic adenomas and carcinomas in animals treated with 200 or 600 mg/kg/day for 78 weeks but
not in those given 60 mg/kg/day. In view of the lack of genotoxicity of stiripentol and the well known, special
susceptibility of the mouse liver to tumour formation in the presence of hepatic enzyme induction, this finding

is not considered to indicate a risk of tumorigenicity in patients.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

povidone K29/32

sodium starch glycolate type A
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glucose liquid, spray dried
erythrosine (E127)

titanium dioxide (E171)

aspartame (E951)

tutti frutti flavour (contains sorbitol)
carmellose sodium

hydroxyethylcellulose

6.2 Incompatibilities
Not applicable.

6.3 Shelf life

3 years

6.4 Special precautions for storage

Store in the original package in order to protect from light.

6.5 Nature and contents of container
Sachets are made with a composite paper/aluminium/polyethylene film.
Boxes of 30, 60 and 90 sachets.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER
Biocodex, 7 Avenue Gallieni, 94250 Gentilly, France.

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/06/367/007-9

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorization: 04 January 2007

Date of latest renewal:

10. DATE OF REVISION OF THE TEXT

Detailed information on this product is available on the website of the European Medicines Agency

http://www.ema.europa.eu
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1.6.2.2 SUMMARY OF PRODUCT CHARACTERISTICS (FIERD#IEE)

1. EEHDOLH
Diacomit 250 mg fifi 77 7" /LAl

2. R KRUG&

1 B 7NN AF YR b= 250mg & HT 5,
W1 7w iz FY oA 016 mg &4 T 5,
WO 6.1 HESBO Z L,
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Bkt 5 7 & LAl
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1 H&E&E%Z 2~3 EIZHEIRE- LT Juy,

Diacomit |Z X D #iBRIEIMEHEN GBI L3 BT T 1 HH72 0 50 mg/kg OHELEH & F TR+
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- fETv—

AF YR M=V T 57 7 2 A0 NERMEREIE TIX, 230 50D 5 6 41%ICBNWTATF Y~
M= b, ZaR_YA NATaRIl N T v — EBRBIMSI TV, ZORBE 7 IV— T ORFRBIZ )
DIZAF IR b=V EFHTAHEEIC N T v— FOHESCHG A Vo — )V E BT T H0EN
HDHIEERTIET L RAIELN TR,

cwmm9:ﬂﬁéﬁ FIBHENE Z 2121E, P T ~— MO RS - KGRV 2—
IR 0RLNDMEFIRED 5~15 5 b OMBEPREDLEL L LNDZ NG FE T — MIHA

i%®i9@ﬁ PFLERE - 5 netEBE x5,

- L RF TS L
LRF I 22 NIHEVIFRFELZIT R, LB T, AF IR F—)LE LRXF T X LADMT
FERER R MRS B E N C 5 Z i3 e Bbh %,
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4.6 iim, MG, RIWBE~ORE

AR

TADPAKOILC AP AIKIZBEE T 2 2 Y 27

TAPADH B DO THTIE, FEOEREN —REMOERRE (F13%) O2~3{FICDIED 2
EBRRENTND, MORT (TAMARE) BEHELTHWDAEEEXH L3, ZhETICHELRE

TET VAT, 2OXEIRAEWREO LA TEITERPFERTHD Z ENRBIN TS, JERLE

HLHTIE, ZAI0FRBIEIC X 2 HFROEMBED 5T\ D,

LU, EEOHEEITRHAR L BBIROMFIZ L > THETH D[RR B 5720 IEIRFIZHE R TA
MBEZERIET 2 Z X E L eV,

AF YRy b= UICBHH#T 5 U X7

I ~DOMEREIZT 27 —Z 135 o T2, B i, BEEEL s sk - S 2RISR
W, BB, IRIROFAE, Sl AR ORAICET HEEER - FENAZSERITREO b Tunan
(53 HZZM), WICIEOBLLTIX, IR & OUEIRE T 2 FTREEN & D ZE~D AT U <X h—L D
FHITEE STV, HRPICBIT 2 AT U X2 b=V OERIZOWTIE, BTERRERR Eof
R &SR 2 22 UTe B Ol 2L IR 2 T B B D, w3 2 G A RIEEIC
1792 &, PWRBRBHTIEEZ NS L O IEETH 2 &,

IR
PEROEEIIRHMA L RIR O HIZ & > THERAREMEN G D720 GHRFICH Y hrEigsk b A5
Ry b= EDOFFAEZHIE L TIER 220,

2.

R ~OBIACONTIRE P TRIBATHI TR0 D 2 YR TRAT U~y b — L M b
RESLIC B IS BATT 5 2 & 705 AAHR S T OBRLEHEIR S ey, SERLIIMIIC A U~ h—
WY A R DY, WHERZAT BRI OV IR A R < BT 5 - &,

Xﬂl:l Hb
YRR ICB W TZIRRE~D B I N2 ho T (53 20R), RIKT —X13E 5TV RV T,
b hTTOBLERNR Y AT IIARHTH D,

475@$ﬁ%&0&%@¢’%#5w

FEHEB B ORI H USRI O RIF 51T K 2 82885 . SMEI 37 B 8) BUE RO E 2175 2
EIFEE SN TR,

AF YRy M= L VAT D ATREVEN & DV EME D T\ R OV 1T B B BRSO I 2
ZRIFTAREMER S D72, AT U2 b —UiEH 3 A B EEER-O R E 2 1T e 2 &,

4.8 BI{ER

T a7 7 A VOB
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bol b RONEZEIEM (1710 2 EF%) 13, BERK, RERED . IR, RK, EBHE, K
MEXRRIA F=—TdH 5,

RIlVE

FABE OB WA EFEERTRO X 5 IZ5E#T 5 H% (/10 BLE)  LiIZLIE (17100 BLE 1/10 i) |

& X2 (171,000 BLE, 17100 A&dif) . £ (1/10,000 BA_E, 1/1,000 &) . & TENIS (1/10,000
i, MEFI &2 ETe), BEAH (AFAEET —Z D BITHEE TE RV, THENOME 7 Vv —7HN
TIEEWER %2 BEAEE DS mWIIEIC R 5,
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=B B2

w BB FE EEL S LiZLix L& Fhic

(MedDRA &
MmgFs T R IR ERI E
S et 0 BIEAF
ERIBVE T
Diacomit O 5
iz kv aERizE
CERCE
R LORERE | AR RE, BBk
& g, REREAD (R
v a g
U T AEBEA
L7=54E)
T AHRAE B | Gy jissE.
ITENEE ., Mo T
B, A M TAE,
e AR s
TR R R fHARIRRE, TEEh R | EEhR S
. ERIRIK T
VA h=—

AR P TR (A<
TrrpriL
=55

H RS AL, E M

BERGF X OB T e, 2,

ik P 5 BIgT L
X—. FPE

PHEEL IO %t

B~ 0D 52

B R Fe A vy GT #hn (Rl h JHRe R A SR

AR EBE KN
2V afig & A
L7256

FROFFEFELIIONT
EROBEEROZ 13 UIE LiIRthofESE o MR EFICERK L (44 HER R4S HESR) |
INBOEEN ORI LV IHRTIHERD D,

49 BERE

FRR COMBERGICHET 27 — 213G 5 TV WIS Th 2 (TR E TOXPERE).,

5. FEEZRIEM
5.1 S FRRRE

HINHE: PUCADAE, ZOMOBTTANAE, ATC 22— K: NO3AX17
AF VR b= FEET VICBWCERYa v/, XU T I Y=L, B 7 VALK DB ER
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ZENDLRIEEZIMEIT D, T owIEET LTI, WAEOMNITAFET D FE R IHIMEDO MRS EY)
BHThby 7T /EEE (GABA) OFNIREZ AT VAN h—ABEFIELXITHD, Thid,
TNV — AT E D GABA OEY AL DIHES GABA F 7 VAT I —EBOHFICL - TH &
CENBAREMENDH D, £o. ATF UL b= VTR T v hDWEEB BT D GABAA TR KE
NUTABEEEE L, "L EY L— MEOBEFIZ XL D GABAA X BREHRA 4 F v L D-H)
PO AIER S5 (7 LB NSE ISR 2 bRENTND, AF U0 h—/LiL,
I ENREROFE AAEA OFER & L TMOPTEREIE (WA \~EBE L Srraigt v v A 7= Fh
A T2 )X =)L L DORUY T EBEUREAR L) OR AR H, AF YR h—
VD2 OYERIE, MO CTADAIEOIFHICE 5T 2 BFEDO T A VA & (FEZ CYP450 3A4
KON2C19) ORI EIZ FEIZHES L,

Diacomit @ FE 2R FEAMIL 3 kLA ED SMEL /N EFE TITbie,

6 » HEn DR C Dravet JEEREDOZI A mWMEE C T3 2 N TEHBE L —HFEET HZ &
5. 7T A NERERHIETIZ 6 » HlinLl Eo/NER G L SNTW5D, 3 AR SMEI /NAE
FBEIZHT 2 Diacomit D FIZ DWW TIE, IEEMZREER EOF N & a2 R Lz EclE D
CACERRIPHINT 2 T HERSH D (42 HESH),

SMEI /N 41 B 2 EAEL4AL 7 7 B RRT R4V RBRICHA AN, 1 5 ABOR—2F 1 )
M#, 2 » Ao —E\EERPIFEICEB TV T afigl 7 a AP AT TR (0=20) UFAF U~
b= (n=21) ZBNEE Lz, TOh, AF VX b= EIIFERTEE L, —EHEHRLM
D2 H ABICHR (FTMRERR) BIEOBENR =T A D 50%AKmIJHD LT BFE LA
R A —LER LT, VARV E—IZAF UL b= HER 156 (71%) ThHol=zDIizktL (95
9 BN FE 7 IFBRE R BIENHER) . 7T BRBETIH 16 %) OAHATH-7= CEIENHER L
BT 95%CIIZ AT U~ h— L3 52.1~90.7, 77 B R M 0~14.6) , 2D 95%CI | % 42.2~85.7
Thole, N=ATAUNLDOEALRIZAT VXY h—HE (—69%) OFNT 7 EREE (+7%)
IV b REMo7z (p<0.0001), AF V2 h—/AFED 21 FIITHEEORNWER (BHRKEE, &5k
L) DFEAE LT (7B ARERX 8 ). 21 B 12 Bl CIE PSR AR L & Z ARITERIXIEA
L 7= (Chiron et al, Lancet, 2000) ,

AFNT THRITEAGE) HIEOL & TR SN, ZOZ EIFAFICEL TSR T A (FF
W2, RRLZREDT N URIEEZFA LIEGAICEBIT 5 AF U h— L OFEGIMEIZONT) ke
BND I EEBEWT D, ZOMIZOWTHRRTT 5 2O BERBR & Fhith T 5, KINEEST (EMA)
IIARFNC BT 2B 7R A FBEFRET D2 LI >TEY AR SmPC IZMEE U THETISND,

5.2 EYEhERF R R
FREIE B R K OV NI B 2 RBRICE S W THE SN2 AT U 2 b — L DI E)
EFHIEETH D,

WL S FT AL T EY T 4
AF YRy b= UE T BRI S AL, e M R R EEBER 34 1.5 Rl T 5, RBRAICE
RN G BRI DRI CTE o272 AF U L2 b= LDt A T XA F YT L IZRATSH
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Do BARGEOKRIMOVRPICHR SN D Z &0, BROKREGTOWIIIRIFTH D,

i
AF Uy b= VIR IMAEE RIS ST 5 (K 99%)

>

H %k

AF Yy b=V OEEGREEITHERZ BRI D BREREMZ2 R L, mHETITmEs V77 v
ANPEZIZHAD Lz (1 BHH72Y 600 mg 50K 40 Likg/H 226, 2,400 mg #& 5 D#) 8 L/kg/H
K)o 7 U7 T AFAF YRy b=V OREHRGHRIZEDT D0, ZhidBs L & AHIONGH
WZBET2F F 7 o —LP450 7 A VA LOMEFITERT 2 & b, 1HRFEMIE 4.5 R~
13EfECH Y, AEICG U THE LT,

{if

RN ZEL:

AZF YRy b= VTERICRE S, ZhE T2 13 EEORE AR R o> TW\W5, FEEAR
T RIWATF L ALL TN T v VBIAETH L G T 2RO EMRFEICITELEE-
TR,

in vitro BRI EES < &, —IRAHHCB G 5 FERFTF b7 v — L4 P450 7 A VA L1L CYPLA2,
CYP2C19, CYP3A4 L Ez N5,

Bt

AF YRy h—LdFEE LT SRS 115,

AF YRy b= L DR FACEH T HAIRE D& G5-BEO KIS (73%) (2324 508, 13~24%I1ZRZ1L
R E L CHEMFERIzREI ST,

IAFTSAF VT 4 PR S

BHREEFEHERE Zxt8 L LT, I 7 XIIR D BB TG (08) 24 1,000 mg % H[REE
A5 LTEGE O O ANA T XA T8 T 4 IZO0WTHNLRTE 2, mAEIX AUC
DR TIIAEWFIICRETH > 722, Cmax DR TIEFRIETIE 20 o7, 8FlO Cmax (35 7 &1
KloOGE I AETELS 23%) ., EWTFHIFRSEMEOFEAEZ W2 S o7z, WAL O Tmax (X[FEET
bole, B7BAAIEROBEHEA (518) OB TAF IRy b= VORI EET T H551%,
REATIZAT D Z &R NS,

NG & LT REE RS B e R R

AF YR F—= IV ROAF Y R =)L & OB FED BN M S TR 2 DDA (L7 e
Fe e OV w8 L) TIRHE S 4L T2 Dravet JEBFEDRE 35 4 & 5E G REE IS B RERBR £ F20i L
7o MO RAEIL 7.3 5 (FEHEIE : 1 ~17.6 %) . STP ® 1 A& G EO T IEIT 45.4mg/kg/ A (%
Hg : 27.1~89.3mg/kg/H) T 1 B 2 [B~3 B THEIEE ST\,

Bonlr —21F, —RBIGEE R R—RIERKEBERD -2 3= R A FET MR EA L,
Z OHEMTIE, WIGHEEH Ka 132,08 hr ' ThD LHEE SNz (EEFEOEMERAE=122%), 7
V7 AEGABERIEIT A N v 7ET ML VIREEFEE L, 22 n4E5503.0433.1 Th-o
7o REEM 10 205 60 kg OFIPH T, AT OO 7 U T 72 A%, 2.60 75 5.65 Lhr, WLoNT D45y
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AT 32.0 225 1918 LIZHEIN L7z, A5 & LT, 1L 8.5 hr (10 kg) 75 23.5 hr (60 kg)
FTIER LT,

5.3 HiERRZ&MT —%
g (7> b, P, ~TR) BT 2EERBRTIE, BHEDOATF Y AL b= a5 LA
To FEIET otk E@ﬁﬁfﬁﬁ@%ﬁ%%ﬁﬁ%ﬁﬁ%ﬁbku%i-1N%®%é%ﬁﬁ5~
TR BRI o To, ZOAFERDE I, A~ L KA RBAR ISR T D ISR & & 2 i
&
Z v MR Y% O 2R T, Z?JA/%—WL4TRF IR LN, v T AEH
W2 1 R BR T, l%ﬂig(la&twgmm@g) BOWTERWRAERTOZHRBD LN
Te D3 A OE O FER 7R B CIlE N BERORA T @%n@#otov?X&Uvﬁ#%mwt_m
E@ﬁﬁm\@%&@ﬁé@ﬂ%#é#%%ﬁﬁ@%ﬁ%ﬁ(@m)@E@ﬁ%ﬂéhé%ﬂ%%é
Nice 7 v b &AW K OV A FEARE 12 B3 2 3RO AR Al S OV AR 74 O 38 AR 12 B9 5 3R
TiX, 1 HH72D 800 mgkg D AF Y Ry h— L G5 TR S04 U7o RHMRIC X 0 IS Sz
7 v MZBWTEMRAEFEROR TGO N LSMNITFERITR O b o7c (4.6 HESR),
BB CIRE RS MY AR R E FRIEME I Sh o7,
7 v MBI 25RO RITEMETH o7, v~V AT 1 BH72 Y 200 mgkg XX 600 mg/kg
% 78 WG L 7= Bz B8\ THIRIE K OV O A I 7e AR b3, 1 HH2D
60mg/kg Z 5 LB CTIXZ O X ) AR ERIFRD bR oTe, AT VR b —/V TR
2RI RN LR, L<MBITVD K 9 IR FHE I NTOIREETIE~ 7 A ORFIRIT AR IEE
FEREEZ LT WI L E2EBET DL ZOMANBEOEBEMRY A7 2R LTS EFBE2LN
720N,

6. BUHIFH R

6.1 W%

BT IVNEY)

RE R K29/32
TSI a—=gEFT ) TN (XATA)
ATT VU~ TR T A

R

TI7F

3 (A v

Y z2uvy (E127) (BHREG 3 5]
A rvaFy (E132) (BAHEG25)

62 EE"E‘TJ_\‘”_J
ML,

6.3 H M
3 4
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64 RELDOEE
W OARET AT, TV FNAOAENTIRETHZ L,

6.5 EHmORMERUOANE

WERGIEBIE AT E R Y = F L BN ERY Fa e L U
30, 60,90 1 7R MV
ETOEES A APRRFTE SN TWND DT TiEen

6.6 BHRVWEOVOEELEOEER
Briop L

7. AKRREE
Biocodex, 7 Avenue Gallieni, 94250 Gentilly, France

8. KRE=
EU/1/06/367/001-3

9. F1EIAFRA ARESBH
1 EEAEEH 200741 H 4 H
BRETRKERTEHH

10. SEH
Z DOEIRFZEET 2 5672 15 # 1% European Medicines Agency (BRM[EIKSLT) O =7 A hTATF
TE %,

http://www.ema.europa.cu
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1. ERLDOLRR
Diacomit 250 mg %% 1 % F E& (508)

2. B3R U5 &

1 AP AF YA b= 250mg & HT 5,

W 1 aRicF MY U A 01l mg 2587 5,

LVEHICT AUV T — A 2.5mg, g7 va—Asm vy 7 500mg, YLE h— 24mg EEAT 5,
W HONWTIE 6.1 THAESROZ &,

3. AIA
% 1 Rk FH O
kDR

4. ERARE)RRIE

4.1 ZhEE - BR

Diacomit (£, 7 B/ F AR OVIL T i CEEEL Ty hr— AL CERVALREEI A/ 1
=—TAMmA (SMEL Dravet JEWEHE) BH OGRS RERAFEEOMIIRIEL LT m 3P 4
KONV TafgetiT 562 L xEEET 5,

42 B - BHE
Diacomit [, U2 « /NED T A A DI K OVE BRIk 8 L 7=/ NERHE /NEREHEORRED ) &
TORERATHZ &,

Jil
Diacomit O & (IMAE 1 kg H7-V OERE (mg) & L THEHT S,

e

1 B 584 2~3 BENZoE# S L TH L,

Diacomit |Z X D #iBIRIEIMEHENGBRLE L3 BT T 1 HH72 0 50 mg/kg OHESEH & F CHE 4
5 (7 u AP LROAVTalikze i), ZOHEHEIX, AFRERRRRBR ORI KOSV TK
ESNTZbDTHY, ERZIVABR TS ZME—DHETHL 5.1 HEZM]),

1 HH7= D 50mg/kg = EAl% 1 B &2 HE L85 O Diacomit DR 22 4 2 B4+ 1T 2 B R BR
T3 TR,
Dravet Jii: [ 0O BAAIRTE & L C D Diacomit O ] 2 AT 5 BRGERT — Z 1345 BTV 720y,

3 AR DN IE:

Diacomit O =22 BFEIRFEAN T 3 7k LL oD SMEL/NRBFE TIThilc, 3 ki ® SMEL/NR B I
\7 % Diacomit Dt HIZ DWW Tk, BERZEER FOFRRM L AREEZEIZ L7 ETERE Z L IR
W2 T BN B D, 3 ARl SMEL /N2 TiX, Diacomit 1T K 2 #i B k1% SMEI
DZWDFERANZHEE SN TV DG EIZORFMT 52 & (1HZZM), 12 » Hiin A& To
Diacomit DfFHIZEET 5T — X IFR SN TWD, 2D K ) RBE~FKEGTHHEAIIIEMIC XL 0 EE
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RSBIEZIT O,

XF YN h = E TS FDUDIE TADAFED I T

BAERY 7 THEAER ] ICET 2 aFEM 231 7 — 2 IIfEE LR WS, ATF U~ h— L & T 5 1ih
DOPLTCAMAIEDO HER OB G A7 ¥ 2 — /WIZB L CIEERRRICE S Z TRROB SRR I T
I/\%)O

7= DS AN

RNV T, AT VR b=V OREZRIERFICBIT 57 a A A0 1 HEGEIZ 1 BH7EY
0.5mgkg & L, i@HIX1 H2EOHERE L Lz, 7 oY AORNWERCE &R G ORFEEPG: (4
WIZH T DEIRIREE, BRI, S BN ZGEICIE, 20 1 BRGE2E 25% 7
W& L7-, Dravet IEEREO/NBFICB W TATF VR h— L A LTIEGA, 7o AP AR/ v
7 a S LD MBEFYRE N ZIEIRI 2~3 5 LN S fHITHINT 5 Z L AlE ST 5,

- VT ol

AF YRy b= eV T aBEO RN AER N AL C DRI N EB X BN D 72D iR
LRV EOBBAZ RO TIEAT U X h— AR VT a g0 HEFEINSNE L 725 2 L1372
WITTHDH, ERFLRRTIEL, BRERCERERBD 72 EOWERFERN A LIGEI1TE,
VT a RO 1 B R 2 B 30% T ol Lz,

VS wN E

M BRSO RER A R E DL LI Hma 1, 7 e AT AROSV T a O FIZATF Y~
M= DG ERE T DD T e b ATF YR b=V EEET D DOV T, IEN 2R ERR L
DML fERME A IR L ETERE Z L IR 2 TITRERH D 44 HZSHR),

T D

SYEHFITIE Cmax 234 7KL O ETEL . ZO7= oM EENT AR R Ty, FIE oz
FAET L L&, ARMEICRENE C5E8 126 2 TRKRER FIITHY) 2 s ns (52H
),

Bl Z R T DD & 8
HTEERERRE F P RERR H 2 & 2 B TIIATF U X b — L OERIFHERE S vy (44 THA S

BGIr ik

AHE 2 T IMROKIZEML, BFEE &EBIRMBTHAONICRATS 2 L,

AF YA b VTR BT (ZEIERFO HNICE T 2 BEA~ORER L) TTHANInfIhb T
D, MTRFLLEBICRHALRTUE RS20,

AF YRy VIS (3= b, VT NIV —AF— X7 ) RBECE, 7 —
Va—A A7 24T A7 4 V2B AT LM - 8BS EBITRT LN &,

4.3 5

AKFN DA SATAINI 6 U CREUE D & 2 B
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T Y — FOER % & DR OBERER & 5 84,

44 BEROER EOEE

BN EE, T b RN T = ) 2L EH—)L

Dravet JEEREDOEERIZIBNT, ZNHDOIFIEAF U b= Z LRI &, AF VR h—
JVEERIL, BWERORBUIE U T e A\ LNV T aio 1 HRG5EEZRETH 2L 2HE
ZH),

INRO KR
AF YRy b= e T aliga i Lic G OHILEAEEN (RARRIR, ks, Eul, ki)
OFRBFE L ZE L, ZOOFARELZ FEE LT D /NECIIRERE 2 EEREHT 5 2 L,

M ER%K

AF YR =)L, Zan"HF L NSV T oo THFRERBADIER S bbb Z Enb b,
AF YRy b=V OF G % MG T RN MERE & T 5 2 &, BRAR _EREBI 728 3 22 W R Y | iR
BE6p AT LICHERTLHZ L,

JFHérE
AF YRy b= OP G %G HRNCHRERE Z R 5 2 &, BRAR _ERFRI 728 3 22 W R O | P
BEx 6 » AT LICHERTHZ L,

HF 3B R RE
HTHERERE B S BRREIRE DN D 5 BB DH R L LIZHR T — 213G 6 TN Linb AT
U~y h—b e AFRERERR ST B RERERR E 03 8 2 A I35 Z LT S h ey,

CYP BE DHE

AF YR b= LIS CYP2C19, CYP3A4, CYP2D6 DFLEKRTH L7720, 2N HDERIZEL - T
R SN DT O MIETIRENBEIZ LR L CHAEEHO Y 27 BNEmE Lt b s 45 HES
M), invitro BERICE D . AF VU2 F—LO—AFHTL CYPIA2, CYP2C19, CYP3A4 72 & DA
WCE o THE SN D Z EDVRIBEI N TS, D OFERED | FELL % FLE SIS 5 3KA| & 2
F IR b=V EHT 2GEITEEIZIT D 2 &

AF YR h—)b
ER ZOVEEREERIZ I 3 I ARl O /N A AN HIL TV, LR ->T, 6 » HD 3 E TO
/INBOEE1Z1. Diacomit BEEZ T > TWAMITEEIRS BEHT A Z L3R INn 5,

Diacomit #% N SEHAEA (00) X7 == T T2V OEARERDT AV T — ARG H S
TWb, LIRS T, 7= N URIEBFICITAEREEL LT TBENNH D, RAKEHIZ
TN a—REEETAHED, FNREBTHL I N a—R « 57— AR ASED B 34K %
IR LN &, FEE L TRED Y VE b—NE2 &G T D720, 77 b— AR O BRI E
AR T LEFIIAFAERA LN &,
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4.5 EMHEEER KR OZEOMOEEEA

RF YN P — R RIE T T 20 i A (E

AT YRy b= L OEYEHREIZHT D OHT T A D AFEOERII 0T ITHENT STV R0,

~ 774 RRFUEMER DT Y — NV RHTERES (CYP3A4 OIAEFEAITHY HRETHLH L Z E0HL
D) BAF VR b= VORI TIERIEIAATH D, FEkIZ, AF VXU F—=ARZNbD
A OB KETIERH B A TH S,

in vitro FABRIZ L W | AF VU~ h— b DO—RAHHIEL CYP1A2, CYP2C19, CYP3A4 72 EDOFEHEIZ LK -
THEE XD Z EAURIBIN TN D, 2O OEEED 1 AL A2 LEXIIFHE T H3RA & AT U~
VA=A EOHTAGEIREERISITY Z &,

F P22 —A P50 IZXT B X T Y~ = DIEH

TS OMHAEAEHDZ < 1F in vitro fERSCERIRBRIZ L > TR ST\ b, AF U h—JL,
ST afg, 7 a"YF AOPFHICHEY EFEREELLO EFIIRAN &N THEEIT 523, BER T
RERIXS DI NEH NS,

AF Y AL b= VTR IZ B W CTEFEEED CYP450 71 Y %A L (CYP2C19, CYP2D6, CYP3A4
728 BEBEFICHET S, TO0, MoK L ORNIAHNI AR T 5 KB ieaE AR N AT S
ZENTREND, ZOXIRMEERICEY 2RO OFEMM ORFIREN EF U CEREERO
HWIRCRIER - AEEROBMREZEhBEARH D,

BRI B, CYP2CI9 IZ X » TR SN 23Y) (2 uaF T L FAT TV — L7 L) X CYP3A4S
ko TR SN2y BEEO HIV 77 7 —PHER, fik AF IV, 72T IV —)L,
JaNT =TI, IATUAREREE, AXFUREK| ROBTE, aT7 4 e d) AT YN
Y=V EGFAT ARERH HGEICIE, AEFROY A7 B RT L5700, HEITHOMLERDH D
FHLTANATRIZOWTIREDOMOEFT 2 S M), AT RESCH EMEMN LB T 2 2 L3R s
N5, HERENLELRLILEELH D,

HEOHEEHO Y 27 NEEFEIZHERT 5720 J8EIE OB CYP3A4 FE & OFFHITEET 5 Z &,

CYPIA2 [HED FEEVEICEE T 57T — X IR O TVWA D TH 7 4 Vb 7 =1 v & OHEIEH
BT D EITTERWN TA T 4 VU ROB T = A VORMUEBRILESH S Z & o b ol
HREN ERATHAEEMERH D TSIV EERNE LD BENRH D, AT VY h—L & OFFH
FHERE S 2, ZOBEITERLTETICRESNDLIOTIERL, ZEOI 7oA L EEATHa—
THERMEDT A7 4 Vo 2EFTHTF aal— bl S IR/ HREMBIANC b E
Manhs,
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L DB M FE % BEPR CRAR L. BT R 2175 = & St S s,
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RGN IVHE: FUCAMAIK, OO TANAZEK, ATC 21— F: N03AX17

AF ) X b= UTEWE T UIZ BT

ER

Gy RUTRIY = B ) Rk glER

ZENDFEAEE IS Do 1T S HEHTE T LTI ML OIS AAET D BRI E O MR EY




ME2080 1.6 HEICE T 2FERAKRECET 2EHR Page 46

HThby7 I/ EE (GABA) OMNIEEEZ AT YR F—LABERAI®ELL5 THDH, ZHUL,
TN Y — A2 KD GABA DRV IAHZDIHES GABA h 7 AT I F—EOHEFEIZL - TH il
ZENDAREMN D D, Fo. ATF VUL b= UEIRBEAT v OB IZEB T D5 GABAA ZFIEE
N UTABREZRE L, S EY L — MEOHEFIZ L D GABAA T RIKIEFEA 4 F v o RV D
B O] 2B S5 (7272 LRI DB TN S B220) 2 E b RENTND, AF U~ h—Lid,
HRYENRERFH AAEH OFER & L THOHREIE (WA \~Ber, N7 e v oA 7=k
A, T2 ) NV EE =L B DR DT PRI L) ORNRE RS 5, AF U2 h—
VD2 OERIEL, MLOFT TAPAIEO GG 2 8FEE DT A VA L (FEIZ CYP450 3A4
KON2C19) ORI EIZ FEIZHES L,

Diacomit @ FEE 2 EERFEAM X 3 LA LD SMEIL /NNEEE TITbi,

6 » HilmDF 5T Dravet JERREDOZIM A mWMEE C T T 2 LN TEHBE S —HFET D &
5. 77 A NERERHE I 6 » ALl Eo/NERM G L S TW5D, 3 R SMEI /NE
BHEIZIT 5 Diacomit OfFEIZDOWTIL, IETEZRERIR EOFME & a2 R Lz EcRE D
CACERIRATHINTZ T ERH D Q2 HES M),

SMEI /N B 41 il % BAE 2L 7 T B ARRHRT RA VBBRICHA AN, 1 # ABOR—2F 1 U H)
M. 2 » Ao —EERPIMIcBW T LT el 7 a P AT 7R (n=20) XTAF VU~
b= (n=21) ZENMEG Lz, TOk, AF VX b=V EIFERTEEL L, —EEHRLIM
D2 H A BIZHE (E7ITRER) FIEOBEN =T A D 50%ARh IR LicBEZ2 LA
R Z—LEFR LT, VARV —ZATF UL = BN 156 (71%) THHT-DIZHL (95
9 BN F 72 I TRE R BIENTER) . 77 BREETIE 16 %) OATH-7z CGEIENRHEK L
BT 95% CIIZ AT U~ h— L8 52.1~90.7, 77 B R M 0~14.6) , 2D 95%CI | % 42.2~85.7
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oy REN-7 (p<0.0001), AF UL h—LBED 21 FZITHZEEORIER (BUERIRRE, Ak
L) DFEAE LT (7B ARERX 8 ). 21 B 12 Bl CIE PSR AR L & Z ARITERIXIEA
L 7= (Chiron et al, Lancet, 2000) .
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IAANCE T D HF =R ERE FEFET D Z IR ->TEY K SmPC IMEIZS U TCHEHFSND,
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AF YR b=V ORFHRFERITAEE BRI DBHE RN A R L, mAETIRnEs V7 7 >
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WZBAET2F F 7 o —LP450 7 A VA LOMEFITERT 2 &b D, 1HRNEMIE 4.5 RefE]~
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AF YA b= UHRFICAE S, 2 E TIZ 1B EEONRE N IRPIC RO > T\ D, FEA
K7 2B RIWATF LML 7 vy v VBiE Th 203, BT 2BROEMRFEEICITEEE-
TR,

in vitro FRERICEES S & — AN G T 2 FHRIFF h 7 v — LA P450 71 VA AIF CYPLA2,
CYP2C19, CYP3A4 LBz N5,
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AF YR =T EE L TRIEN SRS S,

AF YRy b= LD JRFCEHI T HEAIR OG- EDORKESY (73%) (2324 508, 13~24% 1T ARZ1L
K& LCEMERIZEI ST,

INAFT ATV T 4 AEYENE SN

B HEERE 2 kG e LT, 7 ADUTRR 0B EA (08) FHE4 1,000 mg & H[Alfk
A5 L7-SA0OmME O AL T XL T YT L I2OoNTHILNTE -, mARIL AUC
DR TIHEYZERNIRHETH 727, Cmax DS THEHFEIZE TR o 72, 58AID Cmax 1340 71
HOLEAE L ETELS 23%). EWFRESEEO LML - S22 o7, WA O Tmax (X[FEET
bole, B7EAFEROBBEREBEHR (H0) OTATFT Iy b= VORI ZET T 5551, i
REERRTFICAT S 2 LR s n 5,

N Z R & LT REEE NS B RE AR

AF YR F—=VROAF YR b=/ & OIFEYENRED BN MO TR 2 DDA (L7 e
g J OV v S L) TR S 4L T 5 Dravet JEERERT 35 4 & XI5 REE ISR Bh RERBR 4 FE0i L
7o O IRAEIL 7.3 5% GEMRIE 0 1 %~17.6 5%) . STP @ 1 A& LG EO T RAHIT 45.4mg/kg/ H (%
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VT TUVAEGAAFMEIT e A N v 7 BT MICEVIREEMHBE L. 22 E513.0433.1 Th-
7oo PREEM 10 205 60 kg OFIPH T, AT OO 7 VT 72 AL, 2.60 /25 5.65 Lhr, BT 05y
AARAEIT 32.0 225 1918 LIZHEIN L7z, AR & LT, 1AL 8.5 hr (10 kg) 75 23.5 hr (60 kg)
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7 v MR T 2R EERBROMERIIZETHo7-, ~ T AT, 1 HH72Y 200 mg/kg X% 600 mg/kg
% 78 EE G L =Bz B THFIRIE K O DR AR EA BB 5NN, 1 BHZY
60mg/kg Z 5 LB CIXZ O X ) AR EFIFRO bR oTe, AF VR b — U TEEE
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AR LT W Ea2EET DL ZOMANBEOEFKY 27 Z2/RLTWD EITEZBN
720N,

6. BUHIFHRr i

6.1 {4

RE R K29/32

TUT T a =T N UL (XA T A)
L =t S 4

=Y zxryy (E127) (BAHKREG 3 5)
“ER{bF %> (E171)

7 A9 F— 5 (E951)

Ny wF g4 Th—F 4 TZL—n_— (JLERF—LEGH)
FN A —AF KU A
ERedxrosFiklrao—A

pé&

6.3 AN
3

6.4 RRIF LOEE
K DREST DD, TV DTV OEENTIRFET S Z &,



ME2080 1.6 NEIZBTHFERKRFICET 2EH

Page 49

6.5 REDFHERUNE

S, S TNAI =L SRV ZF LT AL NDED
30, 60, 90 438, 5
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7. ARBREE
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WE~DRE ] DHESH]

il LR
(HEEE R
HITEE)

(1) MmigkEsE GFPEREE, o/ RAESE) | IFEEEERH SO Z BB 5
DT, KFFEE/T R OFETT, EHICEBRE., IHEERELITY 2 &, K
B FHEREREE O H S BRE T, g+ s 2, [ TRIEH) omEsm]
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L O O FEF T I |2 R R

M T v — N

THI L, MEER 264 5,
LT AD A3 NS OER O M PREE EOIAFIITECRE SN S =
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1000 Adb720 1.9 AZWEFHRE SN (95%EHHRM : 0.6-3.9) , £72. TAMA
BEOY T I N—TTiX, I BRBFELE1000 AH720 24 NSV EEFE SR TY
%,
WA SCEOE | 2011 4 11 A
BAFEH
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& 1.7.3 AERMG—ER (3)

— X4 BR LA_F T H D
W7e4 A —4 7T §E 250mg, A —77 7 7 &E 500mg
=4 2= — b=y RUBAAHTE
KFEFH H 2010 4F7 H 23 H
FRREmAE A
FEREATA
Hii X5 AL 58 A1 3R
T
0
HaC . NHa
H N 0
Vil E e A, 182 LANTF T & H L 250mg. 500mg EA
ZhEE - R | MOPLTADAIETHYRAENRD DR TADABE OHSHME (CkE2b
FAEE ) 1T T 2P TADAIKE OPFHFE
L - HE WE, RAZIEL_F T X AL L T1H1000mg 2 1 H 2 BN TROKET 5,
7B ERICE Y 1 H 3000mg % B 2 72 P Tl EE T 5 A%, BT 2 L. B
M2 H T 1 BHEE LT1000mg L Fo1795 Z &,
ik - A& | 1L AFNFmOFT CANAKEHA L TERT 2 &, [ENBERRBRIZBW T, A4
ESpE A X ! B 5 C o ARRERIZ 2, ]
rorE 2. BHSREREERE AR E R G THHAIE. TRICRTZ LT F=2 7 07 7 A E

HEL L TARIOREREL OBEMEZRETT 25 2 L, £, MEIT 2% T
HEETIE, 7vT7TF=0 7 V77 AMEG Uz 1 HARICIA T, s % 5=
i L7 AR OBINE G275 2 &, e, 22 TRLTCWSHE - ARV =
L—ya URERICESS LD TH D Z 20D, FRE T LICHEBEICBE LN S, H
- HEZFAEG T2 L, ( EEpEE] oESH)

PVTF=v _
f’{i;:ii ;ﬂ 280 | 250-<80 [ 230-<50 | <30 éﬁ ;% gmi
1R | g | oan | 0 | 100 | 0
v || ] |
wxnsa BB v i B0

3. EEOHKEREDHHEFETIE, FIgToOZ VT FUEANMETFLTEY, 71
TF=2 7 VT T AMED S TIXB MR S O 2/ NG A FTREMEN B D 2
ED, IVIEHENOHGT S L EBIC, BERIEREZBIZE LN 6L - HES
WETHZ L,

&
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AANDORS XiF e v U R FHERISH LBBEUEDOBEREOH 5 84
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H EOER | 1. BEEREEOL L EE ( THIE - HEICEET4H LoEE) . [EEpdhe o
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2. HETFHEREREEOH RS ( THE - HEICEETAHH EoEE) . [3RYEhE)
DIEEWR)
3. mlnE ( TEEE~0Bh ) . [EYERE] OESM)
FEHEOERE | 1. EHATICBT 2& 5202 ER DN LEGFIEICX Y, TADARIEOHEEY
(HEE R ETANAERBRENDLDND ZENHHDT, HHGEZ2TIET H8A1C1E, D7l
AT E) EH 2 EBILLENT TIRAICHET 7 BEEIZITY 2 L,
2. IR&. @EES - ER S - KEHEBRENEOR TR D2 ER”H DD T, KAl S
o B I B B OERSE | B A O B OBEICEF ISR WL O FETH Z
L,
B EOER | ARHFERE COENT 7 & Rkl EEER R O ke < BRIk G5 Ic B 1
(FITER) % 2 MR G245 543 B> 5 B, 490 51 (90.2%) \ZEIER R bz, ERRIE
AL, SIREAZR (53.0%) . BIR (35.5%) . §AJE (19.9%) | HEhED E W (17.5%)
TH (13.8%) . Hf# (109%) L Tho7-, £7-. EREFBEMERET BIEM) 1%,
y-GTP H#8 (6.8%) . REEAD (5.7%) . FHEREGED (55%) THoT-,
fEH EOEE | 1) FEKIEIRIE®RE (Stevens-Johnson JEMERE) | WHEHIEREEEGE (Lyell JEEEE)
(K72 EIE (BEFEARBAT)
) BIER A T0TATV, BB KIBE, K - YD AL T D8, HEER., IRFEIm, APk

OBRENRD LN HGEITIZBG 2 L, @Y REEITY 2 &,
2) B MERES (EERH
VLM ERI A B ImERI A ek MBS B s Z ERHDH DT, Bl
Hh+5ITV, BENRBO NGRS EZRIE L, MUIRLEEITI Z &,
3) FFRE, FFk (EEARHD
HARL, HREOEERIFEENH LD ENRHDHDT, BRENBDOLNTLE
WZITEE G 2RIk L, SERE AT 2 L,
4) BEL FEERID
WUWER, BE ER. IREEOERNS Loz 0| REEEO LANTBD L
T=5AIiE, ARloR G 2R IE L, @YRLEEITO 2 &,
*44 [ O fifg R AR Bl M OSME O TH IR O B RIS RO 7= DA AR & L
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AR R FEMED F N, | RLEARMMED | BBM:, fls, | Bk, S5ELIR
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. BETE, | XP— =y
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— X4 B L RF T H DL
*S\ ] D g PR FRBR AR K OME O T % O H RIS IS B0 DEE R & L
7=,
EH FoEE | BnE CIEBHEENMET L TWAZ ENEWED VLT F= 7 ) 77 AMid s
(B~ R, BSRIRAERE T EEEICKRE TS, (THIE - HEICEET S
Be5) A EOXEE) . MEREEEL ) RO HEWEE] OESMR)
R EOEE | (1) HE IR L TW D AfREEO & s AN I2iE. 1RIR oG SN a4 LRl 5 &
(Wi, PEN, %%éhé%@m@ﬁ&ﬁfé_ko[ﬁ%$®&5 RE9 2 e MEIIHES. L TR

AW E~D
w5

o T, B MZRBWT, HIRFICLRF T X LAOMAREIMET Lz & OHREN
%@ B3 MU AR —HMIZEL . K TEIEATD 60% & 72> 72 & DFRENRH S,
Z v MZBWTRIEBITHERRD SN T\ 5, BERIC iﬂ\f\7/}*CiEFf\
DT & FIFRELL EOIREE CaRs 28 5L L OB OB A B o BN, i KB AT,
TR D Hiv, 7V FTlE, & hA~DOBRERED 4~5 [FOWRE THW@U‘E
KB OB R RF I OEIRRD 5N TW5b, ]

(2) AT oim NI i$ﬂ&5$i?L%ﬁﬁéﬁé “““ Lo
ERHEINTWDS ]

[t hHFHF~BITT 5 2

R EoEE | IKHEARER, Bra, sLE. S SUNRISR 2 22 Loy (EWIC
UNRE~D ﬁwéﬁ%%%#ﬁw)o
5
R EoEE | (1) GER
CHERE) |AEOHREREICEBWNT, LRXFTEZ LE I 15~140g IRA L7208 H Y . 5
IR, Pk, BUEME, ERRL VO, RS OV RED s ST D,
(2) L&
MBS U CHBEEAITH 2 &, Fio, AFNTMEENTIC L VEREETH D, R
L CWAIEIRORE DG U TR ENT O R 2 EET 252 L, ( [FEYERE DHES
&)
EH EDER | FAIZR TR
G Lo | PTP AEEOHEANI PTP v — bl ML CRAT A L 2EET 52 L, [PTP v —
) NORRARIZ KV | OSBRI A~HA L, BIIE 2R L2 2 U CHERRIF 2% %
DOEERAGIHEZHRT L ENMESINTWD, ]
fEA EOER | A CEM SN A K ZE0REBOTITANAIRITIIT 5, TAD A, FEEERSEZ %)
(ZDfhorE Gr& U712 199 O 7 7 & AKRHRERRBR OMEHE RIS W T, BREE K O A Z X O
) FEOU R B FLTCADPAIEDOIRABETT T RBEL il L T2 55 < BiTA
ABERRFARE © 043%., 77 BARRE: 024%) . FLCADAEKORARETIE, 77
AEEL 1000 AH720 1.9 AW EEFHHE SN (95%(EFHEXM : 0.6-3.9) , F£7=.
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x 1.74 EAERMGR—ER (4)

— AR FERIF

HR5E44 F 27 B =g N 2mg, T2 7 Z—VEe/NRH Smg, T3 7 X —)LEE 25mg, T 2
7 Z—)UEE 100mg

A TT ) e AI AT T A RS

KGR H H 2008 £ 10 H 16 H

FRREmAE A

FEEAFH

Hiil X 5y JEIE AL AT SR

152

.
ol )y

H.N™ "N™  NH:

AR - 55

Al 18T ZE b U X 2mg, Smg, 25mg, 100mg & A

PGPS

O TANAIE TR ERTRD LR TANABE O TR IEIC T 55T
A A & DPE R

W RIE (CIRMEERIGEIERET)

R R AE

Lennox-Gastaut JEEREIZ 35 1T 5 &M FA1E

MARPEFEFEIZ BT DR80T Y — ROFIE - RN

ZhEE « ZhAIC
REE 9~ 5 il
FoRE

BRBVERE S D55y = B Y — FORMEEIER I3 T 2 AR OA ZE M O VIR L
TR0,
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—fREARE | FERU R
L - & | TAPABELCBIT A TAPAREL OFFFIRIEICAVS RS

BA (7327 % —1EE25mg, T 37 & —/LEE 100mg)

VTR N v AEHATIRE -
W, 7MY FX L LTHRAO 2 BMIZ 1 E 25mg 2B ICEA&S5- L, ko2
F“ﬂ X1 H25mg % 1 A A&E53 5, Z20O#%IE, 1~2 BREEIZ 25~50mg § il 7

%, HMEFFFHEIX 1 H 100~200mg & L, 2 [ENZ5EI L TROBET 5,

VT uiRt R U AEHLRVES

WARFID I N7 o BEAEZHET 2 EAE 20HT 2846
WH, T RMIF L LTHRAO2BMIZ 1 B 50mg 2 1 BREAKE L, RO 28
X1 H 100mg % 2 FUZHEI L TRAOKGT 5, £O®%IE, 1~2 B IR K 100mg
PO 95, MEFFFAEIT 1 B 200~400mg & L, 2 [mEIZ5E L CRRAKST D,

Q)P DHLT A > AZEED %ﬁﬁﬂﬁ‘é%‘\

S Tagr N A EHHTLEAICE D,

<BE . TAMAVEBEIC :Jbb‘é#f/uz»/u%k OPFRBRECAVDEE (RA) >

et vy | AT aeBF ) vAERFALREVWES
LEGHHT 256
WARKlOTZvra Hg | (2) (1) Dsto
BEEFHETIEAE | WTADLAEE?
ORI 556 AT H5%E
1-2HH 12.5mg/H 50mg/H
(25mg % B H$t5) (1 BH1F#E5)
3-43HH 100mg/ H
25mg/ A N
arrmgs |4 PRI G a1
o | 1~208f I 25~ | I~2 @ mIcRk ?é§1§m¢5%
50mg " OMWHIT 5, | 100mg O 5, °
i T 100~200mg/ A 200~400mg/ A
(1 H2ENZEIL (1 B2ENZE LT
TG 5)
INBA(Z 27 F—N8/NRA 2mg, 737 X —VE/NRH Smg, T 27 ¥ —/LEE 25mg,

F I 7 Z—/)VEE 100mg)
VT N v AEHATIRE -
WE, 7T RIX L L TRYO2EMIZ T A 0.15mgkg % 1 HFEO#KS L, KD 2
HFIE 1 A 03mgkeg # 1 MR AKRES 5, £0#%IE, 1~2 BHMHICRK 0.3mg/kg
OWHET 5, MERFARIX, v T ait R U AL TR0V v o Biae %
FUSTZEAED ZHATIHEIE A I~5mgkg & L. KFIDO IV 7 a L BiEE %
FHESTZEAED ZHALTOVARWIREIT L B 1~3mgkg & L. 2EIIHEI L TRO
BHT 5, 2B, 1 HHEZRK200mg £TET5,
AT F N U AEGHALRVWES

(1) AFEIDT NV v BRAEE2HETIEAEY 20T 554 -
W, 7RV L TRMO2ERIE 1 B 0.6mgkg % 2 [BIZ55E L TR HOKS
L. RO 2EMIE1 B 1.2mgkg # 2 FNZHEI L TROKET 5, Z0%IE, 1~2
fEC /R 1.2mg/kg OG5, #MEFRFHEIL 1T B 5~15mgkg & L. 2L
TRO#FEE5T 5, 7ok, | HHAEIIRK 400mg £ TET 5,
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— X EI4 B FERY X

Mk & @xnuﬂwffhmhﬁﬁz%mm?é%A

NTagEr v U AEFFRTAEEICED,

<BE . TAMLAVBEIC kﬁé#f&#h%k@ﬁmﬁ%KmW6%é(mﬁ)>
VT uEF N AEHRYT | AT RN ULAEFRAL
Ry a=3 VGRS

KRIDTNT | BEIDT NS () BHor7 | (2) () L4t
nUBiagds | vrBiRgd | ArurBiE | OFRTADA
FETHIRA® | FEIIEAE | GEHETD | KD 2R
VEOEATS |V 2GR LR | KEED 20tH | 254
e WiE Y
1-2#H 0.15mg/kg/ H 0.6mg/kg/ H VT a g
(1 5 1E#5) QA28 | FUTLAZEHE
= LTS MT 25451
3-4#H 0.3mg/kg/ H 1.2mg/kg/ H €D,
(1 8 1[[E#5) (1 | 2[ENZSy
I LCHH)
5 08 H DA% 1~2 I HK 0.3mg/kg o | 1~2 WIS
WiE+ %, K 1.2mg/kg
TOMWE I 5,
HEFFH & 1~5mg/kg/H 1~3mg/kg/H 5~15mg/kg/ H
(F K 200mg) | (F K 200mg) | (Fek 400mg)
(A B2EZ | (TH2ENZS | (B 2B
L CTHE) L CHE) =L CHE)

MBHEREFICBIT 2R[F—E Y — FOFES - BRMEICAWDSEE (77—
25mg, 7 I 7 ¥ —/VEE 100mg)
- BAPRIEDORZE -
HWE, RAZIEZERY X & LTRIO 2EMIZ T B 25mg %2 1 BIREOEE, kO
2MIX 1 B S0mg & 1 BISOE 2 [BICaE LCRO&EG L, SHEEILT H 100mg % 1
[0 2 BB L CRO#% ST 5, 6 HLIRRITHERFAHES LT1 H 200mg % 1
[F130% 2 FHC A L TR AR G35, FERITIE U CRE a2 23, HEIE 1 HFE 2L
L OMEZ &I THRAK 100mg 372, 1 HH&EITHRK400mg ETE L, Wb 1H 1
B 0% 2 ENCE L TR O 59 5,
VT u@t N U AEAT SRS
HWE, RAZIEZE R F & UTRIO 2EMIT 1 25mg 2 B2 OG-, &
O2MENIE 1 H 25mg & 1 [EREAO&FELG L, SEHEEIEZ 1 H 50mg % 1 B33 2 [BNZ45E]
Lf%m&ﬁf%6ﬁauhiﬁﬁﬁikbflHmMQ%lﬁﬂizﬁ_“ﬂL
TRROBET %, SR U Tl a5 23, MaEid 1 EML EoRREE &I Tk
K 50mg 7o, 1 HH&EITHRK 200mg FT& L, b\ﬁ‘ﬁ’lﬂb 1 H RS2 [\ ayE L
TRAFEEGT 5,
s PNV TFRBRF N U AR LRVEREY
(WARFIDO I N7 v BEEEZFHET R 20H 32846 ¢
WH. RAZIZTZE R X2 LTRAO 2HIIZ 1 H 50mg %2 1 [EREH#&E, RO 2
L1 B 100mg & 2 [ENZHHI L CRRAKSEG- L, SEBIX1 H 200mg % 2 [BEIZ4HEI L
TRO#EG5T 25, 6 AIX1 H 300mg & 2 [FIZ/0EI L CTRRO# G- L, 78 B LA IXHER?
FAEE LTI H 300~400mg % 2 [A[IZ/E L CRRAOKE L35, SERICS U Cll ek
é# BRI 1 EMLL EORMEE S CHROK 100mg 372, 1 HARIIA K 400mg £ T
Wb 1 H2EICEILCRAKET 5,
@Mnuﬂmﬁmﬁ“%ﬁmﬁé%A.
HAEEOLE 0D,
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— X EI4 B FE MY F
L - HE <BE : BHEREFEICRBITH R[N Y — FOBER - BRIHICHAWVWS5BE (RA) >

(F K 400mg/
A)

(1B 1EXX
2ENZAEILT
#5)

(& 1R
i L _E o [ B
5T THRK
100mg 4°-2)

(F K 200mg/
H)

(1 B 1EXT
2[ENC3EIL T
e h)

(BET 1 A
LA ko R I@
5T THRK
50mg ¥ )

HEEEDOE | A7)l | A7l ) vLAEFRAL
= N T AEGE | R0BAEEY
A+ 2854 () RFlor | () ) st
N a U R | OIRKIEY 2O
AEHETSE | HT558E8
AL & O
T 556
1-2HA 25mg/ H 12.5mg/ H 50mg/ H HAIREE D%
(1 B 1[E# (25mg %@ H 1 R1EE | &I,
3] % 5) )
3-43H 50mg/ H 25mg/H 100mg/ H
QBI1EXE| (1B 1 E&E | QB28I5
2[ENZAEIL T | B EBLTHRY)
% 45)
538 H 100mg/ H 50mg/H 200mg/ [
(ITE1EE | H TR (0 H 2B
2023 EILC | 2Ny EIL T | BILTHRE)
#45) #5)
6 i H LA 200mg/ H 100mg/ H 6 I B 300mg/

H
7 J8 H LA 300
~400mg/ H
(K 400mg/
H)
(1 B 2Nz
EHLTHY)
(HEET 1
LA o> R
5T TR
100mg J°2)

F1) Zxz=rA>, ANNRTEEY, T /) EX—)L FUI R, FOMAH
DI NT v CEBRIEAEFHET 53 ( HRAEEH] omsik)
H2) Y=Y R, IR F v METw— b, ZTOMAERIO T VT 0 BIREITK

Lo e MAF S 7

BRI TRVEEA ( [FEDERE) OEHZM)

E3) ARNOTNVT v AT 2R LN TROVEAIZ G Sh TV B
I, T b v Lz T 256 ORIk - HRICIED 2 L,
E4) VFUL TP ZOMARID 7 V7 v BIEITK Lz JIE S 72
WEAI (TEMENRE ] DHSM)
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FZERNIF

Hik - H&ElC
RBEE 9~ 5 i
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(1) AFN % TAPAVBEFEIZHNDEEIZIE, MO TANAEKEH L THERT S Z
& [ERNBRRBRICIBW T, AFIEME S5 oM AT, ]

Q) RIPEORIEREORBERIT, EOON-MHE - HEZB 2 CTERE LEHAICHE D
ZLEIRENTWVWBDOT, AT IHEAOMLAEDEICEEL T, THE - AE)
FMESFT A b, B, REBRELSICL VAT LB ET 28R 0OMAED
BRRWEEITIE, AH L-AREICR LIS, o2 VAR D XD fEAlE
MAEDLETEEGTH & (Mg | THEERERNEE) . TEER) KO TEE
KRR OTEER) |

(3) ARANC L ARZHEDORIEIERO T DIZE G 2 F Ik LIz5Aa 1%, 1R EOFIRER
falttZ LAl % &l S aUSMIE#R G vz &, BREICHZ - T,
W HHH TR G- 2 Ik L2 BEICRB W TH MR E X IR AR S Wi+
28 (W) , B, BHPIENSARF OB R O 5 FOHM (v
a g b U U A LRI 350 BERE, v a it R U o A% ORI
DT INT v L RIAE ZHET DA 2O U723 65 R (Wb A E A D
T—%) oo Tafpt N U AL RAO TNV g BRRA EFET 5 EA S O
L7235 2B 359 170 BRRE)) 2008 L TW A AT, FIRIHENS THE - HE)
- CTHBAT L Z eSS NS ( TFHAEH) KO TSEyERe] OHBM) |

@) MNETADPARE~EGT 2562, BEOH (1~28) [ThREHRE L1 BHE
2N 1~2mg DFPANTH > 725 A1 2mg 8E2 W HIC 1 $2IRAT 5, REHRR L1
HAED Img KRG OBAIIAFNZIRA LTI b Rv, ARG PIx, FEE (%
BEL, MBEIOSUEICHEBEOETEZITO Z &, 0B, 2~6 O/NLOLGE ITHE
FEHEDO LRMEOHENMERGERH 5,

(5) RAIFG-HI, RE DT N7 v L G EED 5 \WIXHEET 5 34 %2 % 5B ih X
G T 256121, AFOHERTGIEBET 52 &,

(6) BROBEREOARKN O 7NV 7 a VG IZEER 5 2 2K E AT 588123, &
FoOHEMRG2EZE TS 2L ( FAEH] RO [HEy#ne] oEBR) |

(7) FSREREERE T, IEREORE IS LT, AFOZ VT 7 ARNKTFT 5
e, AFIOBEG\ZHT-> I EEZBETHZ & ( MEERE ) KO [5EYEIEE)
DIEBM)

I
Of

ARFNDOB 54T L 0 B EREMEIRIEBRE (Stevens-Johnson JEZERE) K ONh 35 7 EE S0 T

(Lyell JEMERE) SFOEBREFREEN S HLOND ZENH LD T, KFOELGIZHT->
TIEHFFICEETLZE (THIE - HEICHEET MM EoiEE) | TEERIEARWE
Bl TEWER) KO TERREGE ] OESH) |

pz =)
ZIS I

AFN D ER A3 T BUE DBEERE D & % /B

M EDoER
(HEE5)

KRHHLIWDIERNHD, ]

(2) MMDIE R E T ARRIEDHER O b 5 BE DREMEIR 2 HE
%o ]

(3) HFEREREED H DA [AFIDO 7 VT T ABMET L, RN EE TS Z &
No, 1 (THE- BEICBEET LM LodE] KO [3EYEE] OESH)

@) BARLEE (B2 IV 77 ARKTLTWDDIs, EREY (Vv y v Uiias
) OMBEFREDEEERALID bELSRDIERDH D, 1 ( HRp#ERE OES
)

(5) MO TAMAIRIZK LT LAV —E IR BRBOBERER S 5 BE [EE T
TRNIEIB ORSBUFHE DK 3 (51272 5, ]

() BRSEXFEREMOBEDOH S EE. ARETEOH 5 EHE [BRSE, H&RE
S

L LD
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— X4 B FJERUF

A EDEE | 1) RAROELGIZEZ2RBIIBRIREBHEICH b D Z EnE <, BEERLEREEDOR
(BEARMA BT, ARAEGBMGD S BEILINICE L, £z, A7 a@ - MU oA EfFHL
MR 2HAE. HBAVIINRICBWTEWI ERENTWDHED T, AAlOFEIZHTZ->T

IETSICERE L, BRENEDONZHEAICIT. &5 2tk LB R0 EZITH 2 &
(s THE - ARICE#ET26H EoEE) o TERWER) RO TEERRGE )
DEBM)

Q) /NRIZBWT, B2 oYM L2 ST VW T, ARAIEG-BIAA 8 i
DIPITH8E R O BVE DOFER B RBL L 7 5 I3 IcEET 5 2 L,

(3) MR EREEZE D, ) DIEREZ R T HBEFIIMEEERH Y, BRENOBE
NRHDHDT, ZO XD BTGB RN NC B G B4 AR BRI EsE
DREL OIRREDOE b 2 FEIRSBET DI L, 2, Bi-7eBE. SO0LH. 7
BT IEMEM AL B ALEDREE., b LTINS OIER O EARE
BANTHAICE, REEZEETT, Re R L, Pk 57 Sy g s
17952 &,

4) BB TOBERMAZ <0, ABRMEMZRD b EBE AT 585512

1 RIS B ZER/NRIZE ED D2 L,

(5) FEFEICARSESSARAEKX, B, BB, SRS OITE) O L O FEERE
BEANDHSOND U AT EIZOWNTHoHBHZITY, [Ehl & BREICHEKZI0 &
IR VEETH L,

(6) TAMABETIE, EARIZB T 2REGEOSIM D72V LEGOHIEIZX Y,
TADAREOBE I CADAVERBRERS bbNDL 2 ENHDHDT, &5 %H
BT 2561213, BBORBEZEEOBANLEDICHGEZTIEL TR s
WA ZBRE AR L 2B ENT TRA ICHEET 22 CEEICITY 2 &,
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Hb. AT BHHEEIC
1%, FBELTEETD
&,

Y054 FRIREME
IYyRATAT Y
g5 RAIA TV
FYRAYA P UF

7 —ILRIEREA
)LarJy—IiL
A 3aFY—ILE

AEI R b DEHF
DMmFRENERT S
BThhHbd, AT
BBEICFE. Thbm
RFNERET HEE.
ERLTIRST S

&

REI R b DEHF
DEFEM R HBER
(CYP3A4) =39 %
EEAICK Y. HEIC
KBZEMHT 5.

4. BElfER

ERE I HRREVRARSHRICE VT, SHTEHIN
BEENFBEOTEMMITHRE 24 Flk. BlfEAA 22
51(91.7%) [ZFB& s =, TG RIERIXIERR 19 51(79.2%) .
BARIR 16 B (66.7%) . EENKER 14 ] (58.3%) . y-GTP
Bmokl (37.5%) . k¥ 64 (25.0%) THoT=,

(1) EXLEIER

HHEREDE. WMRBRDE GEETH) KNhohhd
CENHADT. MEREZTOGEREETISITL.
BEENRBOONLEEICE, HREERETILHE, B

PRMEZETI S

&0
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(2) ZDHDEIER
it

[ mgmEs | 15%Bl b [ 5s~15%Ai | swkimm [ mErRm @
e Yt BTN < i
RS
RS (B SRR A RIRAE . I R KM 2B (MO, S
(5BHoX) (MERIKT  [EREE, S50k, TEIREE,
I 5 7 b | MR T8, LS
R ) R A PETTE, A b
. MEIR R |=—
ERES
A EED
Mkl (RS, T/ EL, g
Eai R i 17 45 T eV RIS R T L
FE%. Z HFE PL¥— EHS
WA IR B IR ESE S
BRI RAREIA #%
A% - A By T A AR R (e I JE | A WP 5
1Tk AST (GOT) LJAI-P L5 T U= TR PR R
5. y-GTP |5 n ki
i3 it PRI i)
VIR | A
EREYS
= DAt s

g oHiRE T — 212K D,

5. ElE~OEE
B RS D AVEIIHEST LTV Ry,
AN

LA AR R 5 72

6. TiE, PEim. BRImE~OKE

(1) b SUFEEHR L T2 ATREME O & 2 i NI, 159 o
HIMEDfEktt % Em 2 &S DA oS
T52&, [Ty hoARARERBRIZB N T,
TEPEILRRD DAL o 7o BEMIC— R BE O AL &
WA B D HE (800 mgkg/H) T, HAERAER
KOM/KT, BREOCHAEROEERK T, BILEEIE N
Yz BB RRD TS D) ]

Q) BIHOBNCEET 5510, FHE#T S5 2
L, [EWER (vX) TILHTICBIT TS 2 EamiE
ISnTnd?, ]

7. NRE~DOEE

FLE (1 i) (29 D BRI 220 o T, Jakk Eo
AR fERIEE EE S LTSNS HEITORRE L,
ARG, BFEOREBEERRBIET S L, &
AREN, H AR TOMMBRRII RV, FRTEET S
z&,

8. BERKRE

B R 72 R FERC AN R RIE T B Ty, mER S
BEMOLEIT, HE, TAIOREEOMY) e /#2171
52k,

9. WA LOBEE

(1) FZ7A4 v vy7Al

1) @EEICANTREECTRE L, IRARCERE T2 X5
5L,

2) AEZHGIT 25 L &1Tix, AF VX h—LE LT
250mg & 10mL OKICFAFGRE L, LEEZRAT
LHE5fETH L,

3) AR OBAITH 2 O T, g% ORIFITRET, K
(R L7212 100 IR Ly BRI EET S L9
B85z L,

() B FEAH
R MVBE IR A E BT CTRIFT D 2 L,

10. ZOHMOEE

(1) S CEME SN B DI TANAIRIZBIT 5, TAM»
Ao KRR RS st G2 & LTz 199 O T 2 7R S BRI PR
BRORREHE R VT, BZRSE K AR OFEH O
VR B HTANAEROIRATETT 7 v RREE ik L
THRI2fEm < L CTADAERMAE : 043%, 77 &R
B0 0.24%) . FUCADAIEORABETIX. 77 B R
EHER1,000 A7z 1.9 AW EFE SR (95%1F
X 2 0.6~3.9) . 72, TADLABREOH T 71—
TTIE, T BRBEL 1,000 ABHT20 24 AENE
REEh TS,

Q) 7 v boEEEEERER 6 HEROEE) 2B
T, 220 mg/kg/ A (e KERIR & 50 mg/kg/ RIZHR1T 5 b
FEHBERE (AUC) @ 0.8 f#12/0Y) LI ECRLEXIT
WHFEH DGR D L, FE L5 D —5B I R (R 8 2 £ > 7= 28,
R OFEMIT A TH o7, 80 mgkg/ H (R KEGRA
50 mgkg/HIZBIT 2 hEFRER (AUC) @ 0.1
~0.2 f5ITARY) Tl B UL ANIER D H 7o

- 3)

(-

PO EERBE @ ERROERE) T8V T,

900 mg/kg/ H (e KERR AR 50 mgkg/ HIZBIT 5 M 4&

HIRER (AUC) O 3.0~6.6 fFICHY) TBEEIC L

BIETHINED Bz, 300 mg/kg/ B (B K & 50

mgkg/ BIZBITHE My REER (AUC) O 1.2~2.6

FRIZHY) Ik, SR SUTBESEHNIERRD S le o 72,

Fo. 7y FoRERSEERR (26 HEREO#ESE)

2BV T, 220 mg/kg/H (oK ERAR FH & 50 mg/kg/ H 1238

T5 e haRHREERE (AUC) O 0.8 f5ICFHY) LI LT’

EEHED ST Y,

4) A XOREREHEERBR (13 » ABKRAES) 2B
T, 62.5 mg/kg/ B THAED FK ML, 156.25 mg/kg/ H T
HRIE EH-235580 bz, 25 mgkg/H (BKERK A= 50
mgkg/ AIZBIT 5 MG R (AUC) @ 0.2 5124
W) T, IRICKT B EEBITRRD et Y,

(5) FEEERBRIC W T AFIORFEMEO AT REMIIFE R & T

UNRY o

3

~

(K]
1. Mg e
(1) HEES GHEATF—%) 9
SEABEEER AL ZF U =2 h—/L 500, 1000 K& T 2000
mg (500 mg 7 7V, KEGE 126) 2 RE%ICHRER
ARG LIEEEDORF YRy h—LOMIEFEE - 3
BRE /T A —X I - KDL EBY THoTe,

18 —O—500 mg
16 —— 1000 mg
14 + —3—2000 mg
2
E 12
2
E( 10 r
g
#+
#® 6
g
4 b
e
ol

0 5 10 15 20 25 30
B (h)

X AEEERR AT D AT U~ b — Lo iR EHER
(n=12)
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ME2080
F B A OEYBIE T X —H
500 m, 1000 m, 2000 m;
RIA=S (n=12§ (11:12)g (n:IZ)g
Conax (1g/mL) 2.63£1.18 6.6321.83 13.824.83
D) 2.42£0.76 2.421.00 2.9651.01
e () — 7.82+1.86 11.054.18
AUCosn (ng-h/mL) | 8.85+3.77 32.1210.7 79.0424.2
AUCq.. (ug-h/mL) — 33.8£10.9 86,6253
S B A Y 7
- EHTES

Q) KE#HS GHEAT—%)

SEANREER AL, AF VU2 h—v%& 1 B 3E, 600,
1200 & O} 1800 mg/ H DR TENEN 2, 4 KN T HI
AEHE (FESE6f) Lzt & OEFIREED f i
X, FHEH 0.7040.34, 2.86+1.44 K TR 5.11+2.19 pg/mL
Tholz & OIXMBERH D, vk, 5RO
Z B> TEINLZ, {FEGEORDZ VT 7 A%,
ZHZEI 1090£624, 506219 K F 405+151 L/A T, &
BETEIZ VT 7V AREBEIZIKT L,

GYBREIZBIT 5 EyEhRE
JanNYFLAROALTafEF M) AR EN TS
N ROV A D HAS N Dravet JEBEREEEIZBWT, AF
Yy h—% 1 H2~3 8], 50 mg/kg/H D HETHH
B Lz L Z0mER ATV Ry h—VRE I/ NE T

9 4~24 pg/mL, A TR 9~15 pg/mL OFPHTH -
- 4)

- o

ZaF LA ST agt by AR ORAEIN IR S
T B/E RO A D B A A Dravet iEMEREERE 2B W
T, AF U b—v% 1 H2~31A, 50 mgkg/ HDH
BTG Lz L EDMMERRF VAN h— VR
/NRTIEHKI 4~25 pg/mL, A TIEHKI 8~19 pg/mL D
FThHo7-9 .

@) EriRsErERER MEAT—%) Y
B TRNFIE RT Ay TH & OAERFRRSE % |
TR A B MEIZ 1000 mg 2 BZICHRBREOE G52 &
WX VR L, WAL AUC 2B L T3 srim
S D FEHE R T LTI, Coax (B L TIXL, KT A
Ty THEITH T RAANTHA 23%E < . AW EL%
MEDFEYEZ 7= S 2p o 7=,

- K54 TR

- |

RFYRUE—)L IR E (pg/mL)
- N WA @ N @ ©

@ 2 4 B 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36

B (h)

TEFERR A AF U2 h—/L 1000 mg (500 mg K
Ay %2 JFOR500 mg B x2) A HERE O &S
L7z & o miEpREHY (n=24)

2. REOEE
CBOFMN A2 BEY & L7ZRBRITER S Tungn

REDR

MW, AF VAL b= LA SRR G LT & X T,
BRITHEE LT L XTI ATF U RS b — Ol EE R
BB 2R TGN D B Y,

£ BEFBENCAT U~ Fﬁ/v% CIERFE 72 IT BRI
Beh U &Bric 7‘5%%@3 ENXT X —H
BHRE | G Cina tin AUCq30n
(mg) (ug/mL) (h) (h) (ug+h /mL)
&% (n=12)[ 1000 6.63+1.83 2.00 7.82+1.86 | 32.1+10.7
(1.00~4.00)
&% (n=24)[ 1000 5.99+1.75 3.00 174+114] 302+1087
(1.00~4.00)
7 fiRE (n=6)| 1200 3.43 1.58 12,69

3.

4.

1) Al /M~ R AE)

EREERY
EHRBHEIC LV HE L7- b MIUER A & OREAHRIT30
IE 60 ug/mL OPEFETHI 9% ThH -7, /=, b bl
HEOE MITET VT 2 o Z AW invitro i RBR LD . A
HOFEE X R FRITIFIZTNT I TH D AlREM AR
3V e

R - P

+ 2) AUCq36n 3) MSE 70kg & L CHH

(1) RaHmER

() AF U~ b—lid, 18 KOS

5.
(1) Z oY h

AF YRy b=t MBHEGTHERTF N7 a—
I P450 4> FHE1E CYPIA2, CYP2C19, CYP3A4 L& % B
nAY Fm, AF VR R —F invitro 2BV T,

< o;ﬁx@ CYP 57 (CYP2C19, CYP2D6 CYP3A4)
ZIHETD ZERHLNIENTWS 7, (@R AH5R
FloxtT B AF IR h— L DOKERE CEY 58 44
mg/kg/H) 12, CYP1A2 TN CYP3A4 OATE 72 [N
RO ST, CYP2D6 DFEITERD S o7 7,
IR sh,
FIRFICHE S LD, BERERANIC AT Y X0 b —L
600 mg % BA[ERE O 5-X1% 1200 mg % 7 A R ER O
Beh#%, IRPICENENRGED 73 O 98%IZFH Y 3
5 1I3EEONRHY CRE(LIKREZET) RSNz,
AF Y~ k=)L 1200 mg & BAERE O 5% 0 # Rz
1, BEEO 13~24%MNRZELE L LTEIR S Y,

tHE/EA

ST aEEF Y A Y

7 a A (0.05~0.78 mgkg/ H) KOV afgt b
UD A (93~443 mg/kg/H) PF LS O Dravet JEE
e (1~187% 20 B, 19~30 %4 f) &, 7 ¥
LARONSVT el N U LAOWEETFELTATY
Ny bh—b (50 mgkg/A) EXEHEG LzLE, AT
Uy b= GaiE LT, 7 XA S vsm
AN L (T Y AOIEEREY) KOV LT a ol
B T 7E (ug/mL, CYP2C19 D&% 5)
ITLLTD LB Thol,

RAF YR M=V ELRIRICB TS 7 a XA v
7 D/\*JLA&U/\wa&@mﬁﬁqﬂ h 7 7 R (ug/mL)

#* B AIZATF U h—/L 1000 mg (500 mg K< VA N AT R
A a - 7x2 K500 mg TR Ix2) EHEFRROBEE el Btk el B h#% el Btk
Ll & & ORMBIE ST A= (n=24) e | so0rn | onsn | zossn | srson | 95 | zawors
I Tinax (h) Cinax (ng/mL) | AUCy36n (g*h /mL) CYP2C19 0.12 0.27 4.64 321 57.33 54.70
RIA4 vy 7#l 3.50 (1.50~4.00) " 7.32+2.10 32.97+11.05 o PM +0.102 | +032?2 | £3532 +2.86% +3623Y | +28.159
H 7V 3.00 (1.00~4.00) V 5.99+1.75 30.23+10.81 1)n=17, 2)n=3, 3)n=20, 4)n=19, 5)n=4
LA EHIE D D 90% NS 2 1.10~1.37 1.04~1.16
(R GRHEE) (1.23) (1.10)
T AR 2

1 Pl (0w 2 IEFER) | 2) AEZEZR L (Wilcoxon DJIEALFIRE)
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() BALAl (BALF P U 7 AKROEAED Y T L) P
7P A (0.07~050 mg/kg/H) . ST aligt RU v
L (14.88~44.25 mg/kg/H) KOEALAl (13.27~59.32
mg/kg/H) OFFAEEET O Dravet JEGEREEE (1~187% 9
i, 19~30 5% 1 f5l ; CYP2C19 ® EM) 1T, 7 B P ALK
O 7afgl ) LAOMELZHFA L TAF U~y
F—L (50 mgkg/R) & SEFEG Lz & SAbAIO M
Weh R 7 ZIREEIE, AT U A b USRI & B LT
5% L7z,

GV NR=EE Y GHEAT—%) Y
HNR2EE Y (5.7~39.2mgkg/H) HAEEFOTA
mAEE UNERKORIN) 64 BliC, AN EE &
%) 36% L CAF U~ b—b (3000 mg/H) % KE
BELFLX, METH AR EE L. ZAF U~
v VBB & bR LT 54%EEN LT,

@H7z=b Ay, T ) X —L GFEAT—%)
PICANAE (=AY, T/ 7L EX—L T
V0% AN/ = VAN AN = Y R =17 3l N v V)|
ERESTOTAUNAESE (RN 11 flE 8, F5F
DT AMAEE 4~16 WRIMFHES L%, AFI0#%
HaBA L, 4 HENT TRAIZIEET 5 & & HICOFA
PLC A D AR i R DS AKI R H-aiT & RIS IS 72 5
X O HAEREZITV., ZOBRAF R M OHT T AMAZE
OHAEZHEELTCSHMEG LZLX, V== K
N7 = ) Ve Z— Lo &EIL, AAREIZEIY, £
AVEI 45.0 Y 26.3%i8i0 L7 & OSCERERE 13 8 5,

[FRAR RAE]

1. @ERaE

(1) %5 11 FH#BR
I a Y LROS VT a it Y o A TIE ST
AV (BCRESUTRERCREE) 2/ 5
Dravet SEMZEFERE (1~18 1% 20 #i, 19~30 n% 4 #i) %%t
G & LT HEERIET R Z FEHE LT, 2T ) X b —
/v 50 mg/kg/ B & 12 H[#, BFEP IRERZRICROERE

(ZanxyFrkoosvraigr b oA Lizé

&, FEHEEE CTH D 1~18 EDBEFITBIT D
Responder rate A 1] DS VE D FEAEEER D &5 (30
AHEAE) B_—R T A W& il LT 50%LL B L
T BEOEIE) 1365.0% (13/20 ) TH Y, FEERIED
BEORD DR SN, 7B, 19~30 OBFIZEIT S
Responder rate 1% 75.0% (3/4 ) Th o7z,

7% Responder rate

R X 5y 1-18 % 19-30 %
(n=20) (n=4)
Responder rate 65.0% 3/4
(95% 15 HEIX M) (40.8% - 84.6%) (19.4% - 99.4%)

Responder rate: TR 0O AT SUXTRIE R FEVE DI IERIEL DA 5
(30 BHEAE) 23— AT A U & B LT 50%2L R
D LI BEOEIS

(2) EHIBEH5R
5 1L AHERER 7> AT L 7= Dravet JEfEEERE (1~18 5%
18 1, 19~30 7% 3 f5) # %4t &L LT AF U~y h—JL|
ZunYP ARV Taigt N U A EeRS T 5 E
WG RER A FEE LTz, B GRBRBITHR ORERIE
DOIAEEIEEOEFE (30 BHEME) 1ITREDOLEBY TH-o
77

Page 6
£ IEEEIEORIEREOGF OHR
NR—=2F A M 16 1
O I RHRRSR | (Rl sak]) 2838 40 i 56 i
BRI BROAAARE)
BalHZEN 18 18 17 16 16
1~18 7% N 10.55 4.20 4.80 4.50 3.70
FEAFE (4.6, 157.9) (0.0,54.8) | (0.0, 82.8)|(0.0, 82.7) |(0.0, 121.0)
BalHZEN 3 3 3 3 3
19~30 7% N 12.00 3.10 1.40 5.30 6.00
FEfFE (7.2,18.4) 0.0,3.2)  [(1.1,14.0)| (5.3,5.3) | (6.0,7.5)
PRI (/ML SRR )
2. ¥R Y

AP LRONVT aliEr ) oA TSI &

7R (RIARFEAE SO TIRE R FE1E) &9 2 Dravet
JEGERE O/ 23 Bl 2 5t 5 & LT, EE R % i
L7z, AF VAL h—)L50mg/kg/ H X7 7R % 2 » A
M, BFEPICRAORL (Za ARV afg)r b

7 A EfFH) L7z & & Responderrate [ZIKFED LBV TH
D, AF VY h—ARBETT 7B REE L LB L CREEHEN
B BB DR G iz,

7% Responder rate

BBk AF Y~y h— VR PARCEN
(n=12) (n=11)
Responder rate 66.7% 9.1%
(95%1Z4HIX ) (34.9% - 90.1%) (0.2% - 41.3%)
(‘;j‘j‘);l;f}jg;;ﬁf@ 57.6% (26.0% - 89.2%)
p fE

0.0094

(Fisher D E.#2HE=R)

Responder rate: #FAlRAY O RIS VE U EIRIERIEAEDOFAEESLOAF (30 A
fif) A3R—2 T A L & i LT S0%LL i L B oS
Responder rate D 7%: AF Y~ h—UE - 7T B AREE

[FEhEEE]

1. PR EH

BT AN ET VN T, RS EH 2542 &

DL EA TN D,

(1) _UF b= MR VFRSNDTARDT v b
D A4 L7 121,

() vV ARVT v b DR KEREE 2 IH Lz P,

B) 77V KRUPA RN F=—RICL DT RITHFERE
DI M L7 1Y,

@) KEBALT VI =T LEMAFET DT LI KD i
TR EN D A RASERAEZMHE L Y,

(5) BWEMTAPAENETT NV (RS~ 7 2 NEME
BERAMERL ZTREDT v b)) OTANABERNEE M
L=,

2. VEARRFE

(1) A#ANZ., GABA RV AZLLEIER 'Y, GABA F T R
72 —PIEEE TR O, AR GABA K DY
IPER "9 T8 GABA A % RIS KT T DRt T v 2T
Uy 7 FEVER I LY GABA MG E A TLIET D,
AFNZ. 3 HDVNEI SV T 2= FEAT D GABAA
IRIZ, X0 RIEEE RS,

2) AANZX. CYPBLEERICE S EWARBLEICLID.,
PERPLCADAIEKD MFPREZ & D, EOHEEIER %
g9 5 [ [ZEpERe] omEsE]

(B icE$ 2 BbZ2AHmA]
MR AF VR M EE~ RO MED R
ThD,
AKEETZ 7 =L (96%) ([Z00EITReT <., 7
T 1RV ASRORRITIT S <L KITIRIEE A SR
TR0,
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—#x4 : AF Y h—/L  Stiripentol BUEERETT (BA)

b4 (1E,3RS)-1-(Benzo[d][1,3]dioxol-5-yl)-4,4- - H A
dimethylpent-1-en-3-ol Me 1J1 Se I K._a% 7)(2*: g’ ﬁﬁ**itﬁ*i

%%1\4 . Ci4H 1303 ﬁﬁl\ BLFH&EEI\ m LT

5318 1 234.29

&

RURGBEER

AlUS 59 75°C
SEARE (LogP) :2.94 (A2 % 7 —)V/IKR)

(B EDEE]
N4 vmy ZAIE, EAARICLY RN R b
L2 ENDD,

[f2]

T47aIy hRIA vy 753 250mg 1 EF 250 mg
X
3 608
T47aIy hRIA vy 74 E500mg 1 EF 500 mg
=X
S 608

FA4TaI Y b AT EA250mg | BT AT 250mg EA
NTaHE (R RVA) 60 5 TR

[E=ZCHR]
1) AR AT IERER (EPE R
2) HHBATHER FENEED
3) g R (FEE R
4) EEARIEHERER (FENEED
5) Epilepsia 1984; 25(4): 486-91.
6) J Clin Pharmacol 1983; 23: 523-33.
7) Clin Pharmacol Ther 1997; 62: 490-504.
8) Drug Metab Disp 1986; 14(6): 654-62.
9) Rev Neurol 1988; 144(3): 165-72.
10) ENERRRER (HENEEL
11) VS ERIRERER (FEN R
12) Epilepsy Res 1990; 7: 40-8.
13) HENHEPHERER (FEN R
14) Arzneim Forsch/Drug Res 1984; 34(2): 199-204.
15) Epilepsia 1985;26(6):704-12.
16) Cell Mol Biol 1978;23: 455-80.
17) Epilepsia 2006;47(4):704-16.
18) Neuropharmacology 2009; 56:190-7.

[ScHRzE R L]
FHESCERICFEE ONE R o2& £ L TH FRilc ZhFk<
720N,

Meiji Seika 7 7 M~ St <0 MHE=E
T 104-8002 R FUARH S X 5THE 2-4-16

(LRI E o)
Meiji Seika 7 7 L~ EtE < I 0 AHEE
G (03) 3273-3539
FAX  (03) 3272-2438
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1.82 %08 - IR, AL - BE. FALOIE () RUZTOHRERM
1.8.2.1 ®hEE - R

7 a P LAROVT afipt B U A THGRRPFED B2 Dravet JEEREBE 21T D
RAIEVE TR E SR IC kT2 7 m RPF LA RO F afigT + U ™ A e OFEFEE

1.8.2.2 RERHL
Dravet SEMHE B 2 %5 & L7 LUT OEWNERRRER & OB 77 & 28050 BERBR O RICEE S &K
AIDBIEE « AR ZRIE LT,

1.8.2.2.1 Atk

() ENERARRBR 3T 2 mE G- OfE5

7 aRNY ARV T alET R U T A TEAASHH TE R0 W AFEYE (RIS 1E UL 5RIE ]
RFEVE) A9 D Dravet JEMEREBRE (1~18 1% 20 B, 19~30 % 4 #) ZxlZL L, EEMIERH
B A IR LTz, AF VU h—/L 50 mgkg/H % 12 B, BFF UIBERZRICROESL (7 an
FLAROASVT el N o AEGH) Ll E, FEFHEE THD 1~18 mOBEHFIZEIT D
Responder rate (FEAGFRFHIO T WAIVAFEIEORIERER O A FE (30 HHARAE) 2AN—2 T 4 ] & ik
LT 50%LL B3 L= BB OEIE) 13X 65.0% (13/20 ) THY . 1T WIVARIEDHEE DR/ MR S
iz, 2B, 19~30 DO EHIZIT D Responder rate 11 75.0% (3/4 ) TH -7,

% 1.8.2-1 Responder rate

R IX 5y 1-18 7% 19-30 5%
(n=20) (n=4)
Responder rate  (95%f5 #E[X[#) 65.0% (40.8% - 84.6%) 3/4 (19.4% - 99.4%)

Responder rate: AEAMFRFY] O IR I XBRE IR AIEORIERE O AR (30 HIEME) N_—RA T A
VL el LT 50%L BiBD LT B o ElIS

) ENEERABRICB T 2 BGOSR
55 1 AFRER 2> S 1T L7z Dravet SEEREHEE (1~18 7% 18 . 19~30 7% 3 ffl) ZXtHE LT, %
F YN h—b, 7 ANFAROUSLT i) bY@ A EREHY 5 5 R SR E e LT, B
I 5RBEATHE O VR ARIEORIEES O A7 (30 RisE) HE 182do Lk Tthotz,
E W GBI AART (B S-HEREI 3rd B1) 1o gEMREE (30 HREE) oo, (1 FIE—E
LCTHERE LTz,
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1.8.2 ThEE - R, FHix - BHE. FALOIE () RUEZDOHRTIRN Page 2
*F 1.8.22 FTLWVHNARIEORIERBDEETDHS
R—=2 7 A 16 1A
(%5 1 FHFBR (ke 5305k 28 40 i 56 3
EELGLED) BH AR
FA 51 5 18 18 17 16 16
1~18 % N 10.55 420 4.80 4.50 3.70
EUREE S (4.6, 157.9) (0.0, 54.8) (0.0,82.8) | (0.0,82.7) | (0.0, 121.0)
A 1 5 3 3 3 3 3
19~30 7% . 12.00 3.10 1.40 5.30 6.00
EUREE S (7.2, 18.4) (0.0, 3.2) (1.1,14.0) | (5.3,5.3) (6.0, 7.5)
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% bRl TR Y A & FIEEIZ CLB & N VPA ~DOOF 5 X D ARAIOF NS R Sz, £7-,
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ME2080 @ 1 Hifg K# G- &I, 1-18 mOHEERF 23K 60 - 70 mg/kg (2250 mg) | 19 - 30 kDO HLHRF A3
#J50 - 60 mg/kg (2000 - 2250 mg) T, 19 - 30 ik DHLERE & L1 - 185k DR D 5- 814 10 mg/kg
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T, BEASEEOCBREREROREBLO Y 2703, HFUTAPAEORA
HETT 7R L i U TR 2 5 < (Bt T A AR EE:0.43%,
7T R 024%) . FLCADAKOIRBAETIE, 77 v REtEE
1,000 ABH720 1.9 AZ W EFFR S (95%EHEXH : 0.6 ~
39) . 2. TANABEOY T L—7TlI, T BREEL A~
1,000 A&7=0 24 NZWEFHE I TV S,

(2) 7 v S OEE G- EERER (26 R D% 5) 128 T, 220 mg/kg/ | FE R BB 5 & OE W
H (KA 50 mgkg HIZET 5 hEFREGERE (AUC) O | BERRBRERICE SR
0.8 fHITAHY) LU ECHE SUIBEAHINZRD b, FETEHO—ERIE | & LT,

W IR #E % Lo 723, SEROFERNIIARBCTH 72, 80 mg/kg/H (B K
m%mgsm%kga kiétfiﬁ%ﬁa(ﬂm)@OVWZP
WHEY) TIE, T XITPEEGNIFR D b o Tz,
6)#»@&@&5mrﬁ%(4ﬂﬁﬁuﬁﬁ) BT, 900 mg/keg/ | FEREG IR BB R & OEWN
H ORKEFRHE 50 mgkg/HICK T o MaHREE (AUC) O | FRIKRBRERICE S &
3.0~6.6 ff5I2AHY) CTBEEIC X DL THINED Hivlz, 300 mgkg/ | & L7z,
H (RKEEKHE 50 mgkg/ HIZBITH e haFigigEE (AUC) O
1.2~2.6 f£I2FAY) TiE, BT XUIBEHIIZRD e s o T-, F
t\iykwﬁ@&ﬁﬁﬁﬁ%(%ﬁmﬁm&ﬁ) IZBWNT, 220
mg/kg/ H (O KGR & 50 mg/kg/ BHIZH T 5 b N 2HRGEE (AUC)
D 0.8 fFITHEY) UL ETEEENED ST,
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i EoEE () FX EAR AL

4) A XOAEE G- BERR (13 » AR OES) 128V CL 62.5 mg/kg/ | FEEERRBRASE R LK OEN
A CREEE D sk H M, 156.25 mg/kg/ H THRIE EF 2RO B vz, 25 | BRRBRAE RIS X%
mg/kg/ H (e KEGE A& 50 mgkg/ HIZEBIT 5 hEaHRHER (AUC) | & LT,
D 02 fFIZMY) TiE, IRIZH T 2 ZBITRO b i ol

(5) ERIREBRICTIH T, ARHIORAFED fTREMEITFEAN S AL TV 7220, K AFME D AT REME X FEAN S
NTWRNZ LD K
DR LELESEITRTE
L7,
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1.9 —RMBIFICHR D XE

1.9.1 JAN
AR TO—IALTRIZONWTIX, AARY [ZAF U h—)b) | 9&4 [Stiripentol] & LT/ L,
Rk 23 4E 5 H 23 AATEEERATE 0523 55 5 BlE D & BV IRE ST,

JAN :
HAL : AF VR b=
# 4 . Stiripentol

%4
HAL : (1E3RS)-1-(~2 V[d|[1,3]2F % V) —Ib-5-A V)lhde A T2 B ] 3T L
4 4 : (1E,3RS)-1-(Benzo[d][1,3]dioxol-5-yl)-4,4-dimethylpent-1-en-3-ol

1.9.2 INN

INN (% WHO Drug Information, Supplement to WHO Chronicle, 1975, Vol.29, No.10 {Z LA F D X 5 (24
HEhTnb,

INN : stiripentol
{b5F4 : 4,4-dimethyl-1-[(3,4-methylenedioxy)phenyl]-1-penten-3-ol
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110 B - BIRFDHEEEEEHDER LD

{b54 - Hil4 (1E3RS)-1-(RX U V1 3] FF Y —b-5-A V)-4,4-0 A F )X K- 3G — )L
T O o |

S

H OH
0 CHs;
< cn, RUBRRMEK
(0]
Zhae - S 7 B AP L RONVT aligF U T A THRNEDTRD B L7220 Dravet iEGERFEH
B2 MR TREMABIEICST D7 a A XF A ROV T aligth ) o AL

0)1#@%?/1&

Wik - & HEL, 1M BB ITIE, AF U~ h—bE L T1 H 50mgkg # 1 A 2~3 [ElIZ
HLTEFPTIRERICRAKET 5, &51%1 B 20mg/kg 7 HHL . 1:5?%
FoOMEEZ HIT 10 mgkg TOHET S, 727501, ﬁiﬁ 50 kg UL EOBFITIE, ATV
AR b= E LTI H 1000 mg 2S5 254 L, 1 HMLL EORMIEE &HiF 500mg 3
OHET D,
7ok, 1 BERHEGEIL 1 H 50mgkg XIE 2500 mg DWW T INMERN T EZB 202 &
LD,

BIFEE DR E

DT 36 JEMR 0 AFY A R —b

By s | BA T o723y M RTIATm y 7450250mg (1 AL ATF U2 b —/L 250mg &
B), 74732y b RIA4my 750 500mg (1 @FAF YL h—/L 500mg &
H), 747321y b AT EAL250mg (1 T EAHFRAF YA R—)L250mg &AH)

e <H[EFG5mME>

EipFE | BEGREE £ LDs, (mg/kg)

<A B I >3000, 2>3000

~ A MEREN AL 1460, 21580

~ A FRARA L N72, 77

7 vk | L o', £>3000

Z v b Mz N AL d'1100, 2#J 1000

< JAE B G- >
5 5 55 MR

EuLz/Ein A RS M| (mgkg/H) | (mg/kg/H) F 72T A
~ A 13 3@ &1 i 60, 800 800 Bz L

= . . ., JFEEHE,
v b 26 jrqm| g% | 80,220,800 80 [

7 vk 6 » AM | &N a2 | 30, 60,300 300 BRIZZ2 L

. 25, 62.5, Al ROk ., AR
A X 135 HME | &R0 A 156,25 25 L5
. . 100, 300, ., JFEEEN,
% 4 HH i yn| L 900 300 TR A
7
Iz 26 A & L 10%’0%5 0, 600 wcz L
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RIlEH RIVEFISE B © 22/24=91.7%
BIVEH O FIERHm B (FEBLR)
IR 19/24 (79.2%)
RAKEOE 16/24 (66.7%)
TR 14/24 (58.3%)
y-GTP H#4/IN 9/24 (37.5%)
PR 6/24 (25.0%)
AST #41 4/24 (16.7%)
B2 WA 324 (12.5%)
IRE D 324 (12.5%)
H i ERE R 324 (12.5%)

24t Meiji Seika 7 7 /L~ HRA A4 5] - BA
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CTOIR Y g [P smocene | e Bk A
3.2.8.1.1 3.2.8.1.1 &4#r (AF U~ h—/ L, Pharmasynthese) ;dijiilfjika — — =N — ST B
32.8.1.2 3.2.S.1.2 Structure - Stiripentol, Synkem & Pharmasynthese BIOCODEX — — NITOYN — SEAGE B
32S8.13 3.2.S.1.3 General Properties - Stiripentol, Synkem & Pharmasynthese|BIOCODEX — — W — S R
3.2.8.2.1 32.8.2.1 #iE¥SE (XF U X2 h—/L, Pharmasynthese) gi}fvsjka — — EH — A R
32522 3{.‘25./%? %fﬁjzfyﬁﬁsz)m TR arbr— (RFYRY ]\;[;u;[/i&;lka . _ E _ PTG
32.823 3.2.5.2.3 Control of Materials - Stiripentol, Pharmasynthese BIOCODEX — — NITOYN — SEAMG & B
32824 I?; ﬁéiféjyi?hr:;zls of Critical Steps and Intermediates - Stiripentol, BIOCODEX o o sash o ST
32825 iz/sifjj Ehjrr;la;;:tlzs;:/ ay,/ 7 Al (AFY gipjljjlka o - A - S f k)
I e o I Y I
3.2.83.1-02 [S10400: AF U~ b—/L ¥ L —MED R I ;ml geg;fg%agﬁ?l/ = — REA
3.2.832 3.2.S.3.2 Impurities - Stiripentol, Synkem & Pharmasynthese BIOCODEX — — YN — S E B
3.2.84.1 3.2.8.4.1 Specification - Stiripentol, Synkem & Pharmasynthese BIOCODEX — — YN — SEAT & EE
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CTDWR A& . ARBR S | opn e i , - AT -
L R E pe= 3 e 2k S ot
32849 3.2.S.4.2 Analytical Procedures - Stiripentol, Synkem & BIOCODEX o o st - S
Pharmasynthese
3254301 3.2.S.4.3 Validation of Analytical Procedures - Stiripentol, Synkem BIOCODEX . L sk . AR
& Pharmasynthese
. - RN ST e~ s 20N - [Meiji Seika 7 7/ T
3.2.8.4.3-02 [S10859: Stiripentol D =—7 /LK ERIED S HE YT —var (R 2gll —~ CMCHFE EN — AT R
39 v me on 1 Meiji Seika S0
2.8.4.4 32844 vy h—% (AF Y2 kh—/ Pharmasynthese) S — — EN — AT
3.2.5.4.5:01 [3.2.8.4.5 B S OGKER I 10D 2 2 it l;di‘i‘vsjka — — [P — R
3.2.5.4.5:02 [3.2.8.4.5-02 UK EHAT O -7-FABRE A g;’jﬁsjka — — [P — A 2R
3255 3.2.S.5 Reference Standards or Materials - Stiripentol, Synkem & BIOCODEX L o st o S
Pharmasynthese
32.8.6 32.8.6 HERK Ok % (AF Y <> k—/L, Pharmasynthese) l;dijj/‘fjlka — — 5[] — Eaieg sy
32871-1 3.2.S.7.1 Stability Summary and Conclusions - Stiripentol, BIOCODEX o o st o =3
Pharmasynthese
3.2.8.7.1-2  |3.2.8.7.1 Stability Summary and Conclusions - Stiripentol, Synkem [BIOCODEX — — 24N — S5 E R}
32572 3.2.$:7.2 Post-approval Stability Protocol and Stability Commitment BIOCODEX o o Wish o S
- Stiripentol, Synkem & Pharmasynthese
3.2.8.7.3-1 [3.2.8.7.3 Stability Data - Stiripentol, Pharmasynthese BIOCODEX — — BEZAN — AT &
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CTDIRfTE . N S AR y FEAT R -
L 2 RS 2k ot
3.2.8.7.3-2  [3.2.8.7.3 Stability Data - Stiripentol, Synkem BIOCODEX — — AN — ZEER
32.P.1-syr-1 [3.2.P.1 AR QUL (547 23 NT A 15743250 mg) gijffjka — — [P — FRAf LR
3.2.P.1-syr-2 [3.2.P.1 B K UYL (F 4 723y M4 174341500 mg) gf}’}/‘fjlka — — o) — B A
32.P2.1-syr 3.2.P.2.1 Components of the Drug Product - Diacomit Sachets, 250 BIOCODEX o o sk o =9
mg & 500 mg
3.2.P.2.2-syr- . . ; =7 e s
| 3.2.P.2.2 Drug Product - Diacomit Sachets, 250 mg & 500 mg BIOCODEX — — s+ — AEAT & R}
— . . . o . Meiji Seika 7 7/
3.2.P.2.2-syr- : RT3y O4FLURINIE O VR H i # X e
: syr i)lgéj: DIACOMITR F 112 7250mg D A= FLA N O H it 7 . <ttt ome | ER o 5 (T
A FERT
3.2.P.2.2-syr- [S10398 : DIACOMITR F 1> 12 7°250mg > N 2 D BBk & D i Meiji Seika 77 7 /1 o =
3 IS I ~ovenrgpr | PR
3.2.P.2.2-syr-[S10399 : DIACOMITR T A< 12 7 250mg? PN 25 1) O BBk & D fir Meiji Seika 77 7/V . =
4 LAV ERER(2) ] ~ CMCHFSET EN AT
3.2.P.2.2-syr- [S10765: DIACOMITR T A3 11 7 D REHENE K ORI L -h COHOAF Meiji Seika 777 /v . =
5 o P L0 —PERE AT I < omcrrE | PR
3.2.P.2.2-syr- ) o 1 W A ' oy Meiji Seika 7 7/ o = e ol
i S10215: ME2080 01 3% [T R iE 5Lt s (45 o g2 | I ~ CMCTF e [ ST AT R
e et Meiji Seika 77 /v B,
3:2:P.2.258Y% |61 0749 ME208000 8 B A0 A L - Vs 2 T b L e el 77 iy - FHATEEE
7 ~ CMCHFEFT
3.2.P.2.3-syr-[3.2.P.2.3 Manufacturing Process Development - Diacomit Sachets, BIOCODEX o L st o SR
1 250 mg & 500 mg
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CTOIR oAy g [P smocene | e ik A
;.2.13.2.3 " lICH STABILITY STUDY on stiripentol granule siocopex 20 [1EGN WS — AR
32.P2.4-syr §020I;nZg4 Container Closure System - Diacomit Sachets, 250 mg & BIOCODEX o o T L ST
32.P2.5-syr 20201;2; Microbiological Attributes - Diacomit Sachets, 250 mg & BIOCODEX L o st o S
3.2.P.2.6-syr |3.2.P.2.6 Compatibility - Diacomit Sachets, 250 mg & 500 mg BIOCODEX — — 24N — P R
32.P 315yt fnngoloirjf% (FT47aIy b RT7A4my 74558250 1;4;%33@ o o E o ST
3232531 ;iplzlozo ijfﬂji (T4T72a2Iy b RIA Ty 7453101250 1\7/1?/1& s;ika o o EH o S
32.P3Ausyr _;2/1;3; iiﬁﬁ%ﬁffqﬂFa'ﬂ{z!§®%£§(ff‘47:riyw“?4v 1;4;% S;ika o - 4ot - ST
32.P.3.5-syr 3 5201;13;& Pg(())c(:)elszg\/alidation and/or Evaluation - Diacomit Sachets, BIOCODEX o o Sk o ST
30.P41-syr 131;2'\1)5.‘(‘).(; ii;%&%ﬁﬁﬁ& (TAT 2y R TA vy 75361250 1\7/1;% S;ika o o P o S
32.P42-syr ;.520.1;:;2 fffijgji (G iiE) (T47 a3y bRIAMvmy 7454 1\7/1;% ie;ika o o E o LA
32.P43sy0 :}2/};4/37 *2\%%?255/(1)% i@\*@ggﬁ)g )0)/\‘971‘\—3/3‘/ (T4T a3y KT 1;4;11}; S;ika o - EN o ST
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CTDRfH& - N7 ES ) 2 e ; FEARE R -
1% i g *E g Ve
ol 2 H2A K %‘% IR R e 45 P WAEEE EI:‘%%Z 723%%*4'
3.2.P.4.4 ik e OB 7 ik (M 7 15) D&M (T 473y bR |Meiji Seika o
_ _ _ S _ A /§"\
3.2.P.4.4-syr 543117431250 mg. 500 mg) Sl EWN ARiN=ga
32.P45-syr 3.2.P.4.5 Excipients of Human or Animal Origin - Diacomit Sachets, BIOCODEX L L sk o AR
250 mg & 500 mg
}% | R o /_J . . . N
32.P46-syr 3.2.P.4.6 FELRIMAI (747 21y MR I A2 1y 75301250 mg. 500 |Meiji Seika - - HN o G
mg) T
3.2.P.5.1 Bk L OB 51E (T 47 23y BRI A4 my 74361250 |Meiji Seika o
- — — Ed — = iéﬁ‘h
323 Aosyr | % (0433500 me) T [EN Tl
= =3 s ) i Sei I
30.P.52-5y1 3.2.P.5.2 R IE (T HIE) (T 4723y R T A2 1075343250 |Meiji Seika o o E o ST
mg, 500 mg) bl %t
3.2.P.5.3-syr-|3.2.P.5.3 Validation of Analytical Procedures - Diacomit Sachets, BIOCODEX o o sk o ST (e
1 250 mg
3.2.P.5.3-syr-[3.2.P.5.3 Validation of Analytical Procedures - Diacomit Sachets, BIOCODEX o . Wit o =9 ()
2 500 mg
3.2.P.5.3-syr- i e " Meiji Seika ~7 7/ - i
. E=RY : f E E] R EN/A /g S
3 S10572 : DIACOMIT Sachets 250 mg 0D iE &1 : 8 PN FFBUIS L ~ CMCHFE TR EH R R
3.2.P.5.3-syr-|S10592 : DIACOMIT#U A D H kR 14 0D =5 N P BURE FE M O Meiji Seika =77/l S s
JE — £ i@\i 3
4 2 ENE ~ CMCHIZE EH ST
3.2.P.5.3-syr- iy RS ER " Meiji Seika ~7 7/ S e
: — AR D H i E]| J— AR
5 S10617 : DIACOMITHHI 0> = — 7 /VARGRBR VA D 5 N 7 BN S ~ CMCHFE TR EP AT E
3.2.P.5.3-syr- [S10773 : DIACOMITRLF OV Pk SRR A 35 1) 2 B8 HE I OO 7 Meiji Seika 7770 | — R Bt
6 TFEDOE R D5, ~ CMCHFZERT S
32P54 vy =% (F4T7aIy b RIA 2y T8 |Meiji Seika o e
. . _ _ ES I E\/ éﬁ 4
3.2.P54-syr | Ome % (F500mg) S EH AT R
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CTDWR A& . ARBR S | opn e i , - AT -
9% R E 3 : e 2k S ot
3.2.P.5.5-syr 3.2.P.5.5 Characterisation of Impurities - Diacomit Sachets, 250 mg BIOCODEX o o st o S
& 500 mg
2P5. S O)\’v‘h = :i\\ S5 A O/\/'_‘] . : - . .
32.P.5.6-5yr 3.2.P.5.6 UK DZYYE (T 47 aIy T A2 a7 45341250mg Meiji Seika o o E o S
500mg) bl %t
3.2.P.6-syr 3.2.P.6 Reference Standards or Materials - Diacomit Sachets, 250 mg BIOCODEX L o st o S
& 500 mg
32 7-syr rZ»r.lz.PJ Container Closure System - Diacomit Sachets, 250 mg & 500 BIOCODEX o L sk o S
3.2.P.8.1-syr- [3.2.P.8.1 Stability S d Conclusion - Di it Sachets, 250 ; e e
) syr - ability Summary and Conclusion - Diacomit Sachets, BIOCODEX - o ash o T
;.Z.P.S.l-syr- rSIéP.S.I Stability Summary and Conclusion - Diacomit Sachets, 500 BIOCODEX o o st o ST
3.2.P.8.2-syr- 3.2..P.8.2 Post-approval Stability Protocol and Stability Commitment BIOCODEX o L st o =9 ()
1 - Diacomit Sachets, 250 mg
3.2.P.8.2-syr- 3.2._P.8.2 Post-approval Stability Protocol and Stability Commitment BIOCODEX . o st o ST
2 - Diacomit Sachets, 500 mg
3.2.P.8.3-syr- .- . . ; T T
i 3.2.P.8.3 Stability Data - Diacomit Sachets, 250 mg BIOCODEX — — AN — R Ak
3.2.P.8.3-syr- . . . ; S e el
) 3.2.P.8.3 Stability Data - Diacomit Sachets, 500 mg BIOCODEX — — I — AEAM &R
3.2.P.8.3-syr- e - . ety i 208, Meiji Seika 7 7/ - o
. ST & DR . - B3 _ = e N
; 810743 : DIACOMITR 71 3 vy 7 JIj I R DVA I 22 7 M I Zmi ~ CMCHIE EN ARl -gas
3.2.P.1-cap-1 [3.2.P.1 BFI F QML) (F 4733w M7 /L 250 mg) I;/Izjj}‘ffka — — [ — AT
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| . N = o Meiji Seika . L _ S AT 0
3.2.P.1-cap-2 |3.2.P.1 KR OI5 (T 47 23y A7 /L 500 mg) Sl EN ARiN=ya
32.p2.1-cap 3.2.P.2.1 Components of the Drug Product - Diacomit Capsules, 250 BIOCODEX o o T o ST
mg & 500 mg
3.2.P.2.2-cap |3.2.P.2.2 Drug Product - Diacomit Capsules, 250 mg & 500 mg BIOCODEX — — ok — R R
3.2.p2.3-cap 3.2.P.2.3 Manufacturing Process Development - Diacomit Capsules, BIOCODEX L L T L ST
250 mg & 500 mg
3.2.P.2.4-cap 3.2.P.2.4 Container Closure System - Diacomit Capsules, 250 mg & BIOCODEX o o YA o ST
500 mg
32.P.2.5-cap 3.2.P.2.5 Microbiological Attributes - Diacomit Capsules, 250 mg & BIOCODEX o o st o =
500 mg
3.2.P.2.6-cap |3.2.P.2.6 Compatibility - Diacomit Capsules, 250 mg & 500 mg BIOCODEX — — s — SR A )
32P3.1-cap [3.2.P3.1 #EE (F 47 23 v b A7 E 4250 mg) g;‘i‘i‘?ka — — [ — AT R
3.2.P.32-cap [3.2.P.32 WiELS (F 4 7 =3 v kA7 £ /1250 mg) I;Ajglfjka — — B[ — FEAME R
32P33MBETERELNTa® A - avba—L (T 472 Meiji Seika S 4
~ o _ _ Ea _ = =R
32P33-cap 7N T oo mg) S EW AR
3.2.P.3.4-cap-|3.2.P.3.4 HE LR K CEEPHEKOEFR (T 4723y b7/ |Meiji Seika . S
— — HIZax — A A Ak
1 250 mg) Ty
3.2.P.3.4-cap-|STIRIPENTOL GRANULATE: water content method correlation 208 . o = s
2 and water content correlation with the size of the granulate BIOCODEX Zml _ 57 AR
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3.2.P.3.5-cap 3.2.P.3.5 Process Validation and/or Evaluation - Diacomit Capsules, BIOCODEX o o st o S
250 mg & 500 mg
= b (= <. o Meiji Seika = e
3.2.P.4.1-cap (3.2.P.4.1 & K OB T 1E (T 4721y M7 /1250 mg) S — — EN — AT R
—r NN ; — <. o Meiji Seika _ _ _ En ez
3.2.P.4.2-cap (3.2.P.4.2 A7 ik (T I71E) (T 47 a1y b7 &£/1250 mg) Sl EWN AT Ak
3.2.P.4.3 R IE (T FIE) OV T —ay (T 47 a3y M7 |Meiji Seika B
- J— J— ES J— =\ 12345
3.2.P43-cap |17 mg) S =W REfi=gas
3.2.P.4.4 BUE K ORBR T 15 (o 515) D244 (7477 a1y M |Meiji Seika e
3.2.PA4d-cap |20 T mg) S R
3.2.P.4.5 Excipients of Human or Animal Origin - Diacomit . - e o .
3.2.P.4.5-cap Capsales, 250 mg & 500 mg BIOCODEX TN =g
3.2.P.4.6-cap |3.2.P.4.6 Novel Excipients - Diacomit Capsules, 250 mg & 500 mg |BIOCODEX — — 2N — FTAM R
- [N < o Meiji Seika S0
3.2.P.5.1-cap |3.2.P.5.1 Hk& L OGER 51k (T 4723y M7 &/1250 mg) Sl — — EN — AT R
ap N R <. . Meiji Seika _ _ _ S (S
3.2.P.5.2-cap (3.2.P.5.2 &R J7 ik (T J71E) (T 47 =23y M7 &/1250 mg) G N AT R
3.2.P.5.3-cap-|3.2.P.5.3 Validation of Analytical Procedures - Diacomit Capsules, BIOCODEX o o st L 7 f g
1 250 mg
3.2.P.5.3-cap-|3.2.P.5.3 Validation of Analytical Procedures - Diacomit Capsules, BIOCODEX o L st o =
2 500 mg
3.2.P.5.3-cap- e " 208 Meiji Seika 77 7 /L S e v s
; DIE &1 BiAG R - ] — AT E R
3 S10573 : DIACOMIT capsules 250 mg O & &%k =N FHIUEE  |IIEGc_0N~ 2*' ~ CMCRVETr EAN R
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32PSACa3 s psamy b (F4 723y b BT EL250mg) Meiji Seika — — k5[ — A
1 T7IV=
32PSAc s psany b (F4T 2y R AT EA500mg) Meiji Seika — — = A — At
2 g%
3.2.P.5.5-cap |3.2.P.5.5 Characterisation of Impurities - Diacomit Capsules BIOCODEX — — s+ — FFA A
SEPIOCNS 2 P56 HUBD T K (74723 T 1 250me) e Setka 1 — — B[ — AP
3.2.P.5.6-cap- . T I Meiji Seika 7 7 /1 P

. TILA|D AR | 4 E| J— AR AR
) $10908 : ME20807 & /L Ao i ek Bk u el | BN MG Sl A
3.2.P.6-cap |3.2.P.6 Reference Standards or Materials - Diacomit Capsules BIOCODEX — — 4N — FEAM R
3.2.P.7-cap-1 |3.2.P.7 Container Closure System - Diacomit Capsules, 250 mg BIOCODEX — — 2N — FEAM &R
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33.03 — . - _ - _ _
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week oral toxicity study in Wistar rats. Regul Toxicol Pharmacol. Aug; 57(2-3): 284-90.
2010 Jul-Aug; 57(2-3): 284-90.
Preventive and curative effect of melatonin on mammary ) )
3.3-07 carcinogenesis induced by dimethylbenz[a]anthracene in the };ﬁenmr v — — I ]73(r:)a S;S;gfgr Res. 2005; _
female Sprague—Dawley rat. Breast Cancer Res. 2005; 7(4): R470-6. ’ '
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4.2.1 SRR
4.2.1.1 ) 7) % BT T 23R
1 - N ol
4.2.1.1-01  |Expert Pharmacological Evaluation. i l % ( 4+ |BC.114/GB 2B Gk}
Mise en évidence d'une activité anticonvulsivante chez la Souris et
42.1.1-02  |chez le Rat. izll 5 = M4t |BC.135 SEGE}
(#5R) Study of anticonvulsant activity In the mouse and the rat i
The early evaluation of anticonvulsivant drugs. The profile of Universitv of Utah
4.2.1.1-03  |anticonvulsivant activity and acute toxicity of 61081 and some \\,] R #EsL [BC.098/GB ZEER
ant activity and acute il | ok
prototype antiepileptic drugs in mice and rats.
Department. of
.. . . e Pharmaceutics, . .
42.1.1-04 Efﬁcacy of st1r.1pent01 in the intravenous pentylenetetrazol infusion |Shen DD . University of Ak Epilepsy Res 1990;7:40- B
seizure model in the rat. s, . L 8.
Washington (K
E5))
. . i . : - ‘ . ‘
42.1.1-05 A new type of éntlconvulsant, stiripentol - Pharmacological profile |Poisson M . ]iI(\)CODEX ( Ak ArzneimForsch/Drug B
and neurochemical study. e Z U R) Res 1984;34(2):199-204.
Departments of
Psychology,
Lockard IS Pharmaceutics and Epilensia
4.2.1.1-06 Stiripentol in acute/chronic efficacy tests in monkey model. ockar — Biostatics, AN prep ZE LR
fitt o 1985;26(6):704-12.
University of
Washington (K
=)
Effet du stiripentol dans un modéle d'épilepsie génétique chez la
souris DBA/2. B B (7 | e
- > 3 ) BEGE
4.2.1.1-07 (JEER) Effect of stiripentol in a genetic epilepsy model in DBA/2 |{t ljr Z U R) 7 |BC.268 B
mouse.
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Evaluation de I'effet anti-absence du stiripentol sur une souche de
42.1.1-08 ratiP VZistar présent.ant une form§ génétique d’absen9e§ petit rpal—like. _ ABA- (7> wisk [BC.171 BE U
(JEZ3R)  Evaluation of the antiabsence effect of stiripentol in a 1t 19.. )
strain of Wistar rats with a genetic form of petit-mal type absences
Department. of
Pharmaceutics,
Comparative anticonvulsant potency and pharmacokinetics of (+)-  [Shen DD School of ; Epilepsy Res -
4.2.1.1-09 . . —  |Pharmacy, st o 2B Gk}
and (-)- enantiomers of stiripentol. i i : 1992;12:29-36.
University of
Washington (K
=)
Stiripentol et isomeéres: neurotoxicité et propriétés
anticonvulsivanteschez le rat (voie orale).  Partie 1: électrochoc
maximal (MES). e -
4.2.1.1-10 e .. . . . . b BC.293 BEEE
(J=FR)  Neurotoxicity and anticonvulsive activity of stiripentol 7 BC.29 SRR
and its two enantiomers in rats (oral route) - Part 1 : Maximal
electroshock test (MES)
Stiripentol et isomeres: propriétés anticonvulsivanteschez le rat (voie
le) Partie 2: P léneté 1 (PTZ). ; el
42.1.1-11  |°rale) Partie 2: Pentylénetétrazol (PTZ). . — | s [BC.20s Bk
(JEZER)  Anticonvulsive activity of stiripentol and its two T R)
enantiomers in rats (oral route) - Part 2 : Pentylenetetrazol (PTZ) test
Departments. of
Pharmaceutics and
4921112 Stereoselective pharmacokinetics of stiripentol - An explanation for [Arends R . E/I}f:dic'irial oy Epilepsy Res B2y
o the development of tolerance to anticonvulsant effect. ftt, ?mls 'ry, 1994;18:91-6. ==
University of
Washington (K
E5))
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Enzymologie pharmaco-cellulaire du mode d'action du stiripentol au . o
D L , . 1 Histochimie
cours de I'épilepsie cardiazolique- III. Les métabolismes protidique, Medicale. UER
421.1-13 nucléoprotidique, lipidique et des protéoglycanes. Wegmann R . S ? ;ca;)e, Ak Cell Mol Biol 1978;23: B
o (¥ER)  Pharmaco-cellular enzymology of the mode of action of ~ |ffL aints-reres, 455-80. —
.. . . . Universite Rene
the stiripentol during the pentylenetetrazolic epilepsy - III. The _ .
. .. . . Descartes (7 7 >
metabolism of lipids, proteins, nucleoproteins and proteoglycans. 2)
. . S . Quilichini P INSERM U29- o
Stiripentol, a putative antiepileptic drug, enhances the duration of _ . Epilepsia .
4.2.1.1-14 . — N ; BEEE
opening of GABAA-receptor channnel. fi I/E:I?/IED (Z7v 1 2006;47(4):704-16. SRR
Department of
Pharmacology,
The anti-convulsant stiripentol acts directly on the GABAA receptor Physiology and Neuropharmacolo
. SHrip Y PROT | pisher JL — Neuroscience, A p gy B EGF
4.2.1.1-15 as a positive allosteric modulator. . . 2009; 56:190-7.
University of South
Carolina Schol of
Medicine CK[H)
Associations stiripentol + anticonvulsivants
Recherche d'une potentialisation de I'activité anticonvulsivante chez | (=
42.1.1-16  |la souris et le rat. - 12" F L R) g4t |BC.093 2GR}
(JEER)  Associations of stiripentol + anticonvulsants - Study of "
potentiation of anticonvulsant activity in the mouse and rat
Characterization of the anticonvulsant, behavioral and Departmegt of
pharmacokinetic interaction profiles of stiripentol in combination Luszczki JJ Pathophysiology, Epilepsia B
4.2.1.1-1 . . . . — i iversi i : BEGE
7 with clonazepam, ethosuximide, phenobarbital, and valproate using |t Medlca'l Umvoe rs121 7 2006;47(11):1841-54. SR
isobolographic analysis. (il}iu)b lin (R—7
Department of
Biphasic characteristic of interactions between stiripentol and L i 1) Pathophysiology, Naunyn Schmiedebergs
4.2.1.1-18 carbamazepine in the mouse maximal electroshock-induced seizure / H; SZEZKL — Medical University | {4+ |Arch Pharmacol. ZE LR
model: a three-dimensional isobolographic analysis. of Lublin (AR—= 2006;374(1):51-64.
> F)
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42.1.1-19 Inter.actions of stiripent.ol with clqbazam and valproate in the mouse |Luszczki JJ o ﬁ;ﬁ?ﬂ?ﬁﬁtﬁi;ty Ak EpilePsy R<.:s SR
maximal electroshock-induced seizure model. s, . . 2010;90(3):188-98.
of Lublin (ARK—7
v R)
Departments of
Psychology
. . . . Lockard JS and Pharmaceutics, | Epilepsia el
4.2.1.1-20 Carb lus st tol - Is polyth by d ble? — A BEGE
arbamazepine plus stiripentol - Is polytherapy by design possible {Hj University of 2N 1988:29(4):476-81. Z Rk
Washington (K
=)
Department of
Pharmacology,
. i Physiology and
421121 Interacuons. betvs{een modulators of the GABAA receptor: Stiripentol Fisher JL . Neuroscience, Ak Eur J Pharmacol. B
and benzodiazepines. . . 2011;654(2):160-5.
University of South
Carolina Schol of
Medicine CK[E)
4.2.1.2 B A FE PR R
Pharmacodynamie générale du stiripentol. Détermination du profil
psychopharmacologique. 199 _ (7 e S
4.2.1.2:01 (#5R)  General Pharmacodynamics of stiripentol. - 198 Z U R) i} |BC.092 SHEH
Determination of the psychopharmacological profile
4.2.1.3 AR PR
I
42.13-01 |GMK-01DhERG IKrE I3 % 1EH ;ml I Y [S10534 SE Gk}
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amiodarone, salbutamol, lidocaine, lithium, glibenclamide,
halothane, digitoxine et imipramine. ; e
ey . : iy , ~ BC.235 ZEEE
4.2.1.4-01 (¥5R) Drug interactions of Stiripentol when associated to 1A SR
amiodarone, salbutamol, lidocaine, lithium, glibenclamide,
halothane, digitoxin and imipramine.
Interactions médicamenteuses du stiripentol (associations STP + Bé
tabloquants). - Vo
. , , L i BC.189 BEGEE
4.2.1.4-02 (#5R) Drug interactions with stiripentol (STP + beta-blocker 1t A R
Associations)
Interactions médicamenteuses du stiripentol en association avec
carbamazépine, théophylline, phénobarbital, éthanol, aspirine,
antipyrine, antivitamines K, éthinylestradiol et dihydroergotamine. - R
4.2.1.4-03 (#£3R) Drug interactions of stiripentol when associated to i : 9.. CER 4% |BC.188 ZEER
carbamazepine, theophylline, phenobarbital, ethanol, aspirin, ! 2) 7
antipyrine, antivitamin K drugs, ethinylestradiol and
dihydroergotamine.
4.2.2 SRR
4222 WY
422201 R::lgtior; tl)e?twei:n plasma concentration and anticonvulsant effect of ﬂﬂ- ?;ﬁ .I E st |BC.097/GB P—
stiripentol in rats. ' 2)
Pharmacodynamic
o .. . Laboratory, Amiens Eur J Drug Metab
XTI et WO ol N vy EN it S
Y P ) University (7 1982;7(1):5-10.
v A)
Inserm U 71,
Disposition of stiripentol in the pregnant and non-pregnant female |Maurizis JC Clemont-Ferrand . Xenobiotica B
$22203 i Cedex (77 ok 1993;23(12):1335-43. |~ Shain
)
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4999-04 Pharmacokinetic profile of a new anticonvulsant, stiripentol, inthe |Lin H . NeumlOgica.l ' st Epilepsia 1983;24:692- BB
rhesus monkey. fth Surgery, University 702.
of Washington (£
=)
Department of
Medicinal Chemisty
and Pharmaceutics
ic chiral i i iri i -L isti . . o, Drug Metab Di -
422205 Metz.lbohc chiral inversion of stiripentol in the rat - I. Mechanistic Zhang K i University of Ak rug Metab Dispos B2
studies. fth, . 1994;22(4):544-53.
Washington, and
Biocodex Research
Center
Department of
Medicinal Chemisty
and Pharmaceutics
ic chiral i i iri i - 1L . . N Drug Metab Di -
4229-06 Metabolic ch.1r'f11 1nv.er510n of stiripentol in the rat - II. Influence of  [Tang C . University of Hish rug Metab Dispos B L
route of administration. 1t . 1994;22(4):554-60.
Washington, and
Biocodex Research
Center
4.2.2.3 53
School of
Ex Yivo inhibition of rat brain cytochrome P-450 activity by Mesnil M E}i::rifgj of WAL Biocl}em tharmacol B2
4.2.2.3-01 stiripentol. ft 1988;37(19):3619-22.
Lausanne (A
)
Etude de la liaison du °H stiripentol aux protéines plasmatiques chez
i ~BA- . -
422307 [|fsourisetlerat o o . | i m‘/ sk |BC.295 BE Lk
($FR)  Study of °H stiripentol binding with plasma proteins in 2('I 2)
mice and rats.
Etude du passage dans le lait et de sa liaison protéique. 199 (7 5 Sk
4.22.3-03 (JFR)  Passage of stiripentol into milk and its liaison to proteins. _ 198 Z U R) 51 |BC.258 BERHM
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The metabolic fate of stiripentol in the rat - Studies on cytochrome P- Zhane K E/Ilf d1c.111al Drug Metab Dispos
. . . . . ang emistry, N o
4.2.2.4-01 450-mediated methylened 1 d side ch — BEGE
450-mediated methylenedioxy ring cleavage and side chain i University of AN 1990:18(5):794-803. EEk
isomerism. i
Washington (K
=)
School of
I . . . Pharmacy .
In vitro inhibition by stiripentol of rat brain cytochrome P-450- Mesnil M ) e ; Xenobiotica -
4.2.24-02 | diated naphthalene hydroxylation. il University of s 1988;18(9):1097-106. SEH
Lausanne (A A
A)
Effet du stiripentol sur les enzymes du métabolisme des médicaments
chez le rat et la souris. 1 1 (7 e -
) 1 ; ' BEZGE
4.2.2.4-03 ($FR)  Effects of stiripentol on drug metabolism enzymes in the _ lzli Z U R) 4 |BC.236 B
rat and mouse.
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Department of
Veterinary Reproductive
422601 Effect of stiripentol dose on phenytoin-induced teratogenesis in a Finnell RH . Anat.omy and #isk [Toxicology. B
mouse model. 1t Public Health,Texas 1999:13(2):85-91
A&M University ’ '
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Service de
4922600 Protective‘ effec;t of stiripentol on acetaminophen-induced Tran A . g::;?;;?ioile st TXiC(.)l A[?pl Pharmacol SR
hepatotoxicity in rat. fth o _ 2001;170:145-152
Pediatrique (7 <
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4.2.2.6-03 San Diego, California, November 11-14, 1990. i, University of 1990;31(5):600. — =
Washington (K
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4.2.3 TVERBR
4.2.3.1 WAl G 7Ll
42.3.1-01  |Report of toxicological and pharmacological expert evaluation. - ljr - #E5% |BC.108/GB B ER
(77 R)
D306 Toxicité des impuretés de synthése et de dégradation.
4.2.3.1-02 (F=FR)  Toxicity of impurities from the synthesis and breakdown _ | = (7 #Fsh |BC.262 BE LR}
198 Z U RA) -
of D 306
4.2.3.2 ARG mERR
4.2.3.2-01 Toxicity study for 13 weeks by oral administration (gavage) to mice. {Hj- ZII #E/ [BC.231/GB 2E Gk}
4232-02 [26-week toxicity study by oral route (gavage) in rats. - I — #4+ |BC.232/GB FAG &
it . (77 R)
Hypertrophie hépatique aprés administration subaigué de stiripentol
chez le rat (voie orale: 21 jours). - 199 - S
4.2.3.2-03 (JEZER) Hepatic hypertrophy after administration of stiripentol in  |{t 193 7} |BC.266 Ee
the rat (oral route: 21 days).
BCX2600 Etude toxicologique administration reiteree chez le chien. - , S
) “ ; ) BEZGR
4.2.3.2:04 (JEFR) Toxicological study by repeated administration in the dog. |{th 19.. 7 |BC.113 HEH
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in cynomolgus monkeys. fth (77 R)
Toxicity study for 26 weeks by repeated oral administration in e -
4.2.3.2-06 . i . SEER
cynomolgus monkeys followed by a 4-week recovery period. (77 v 7\) 7 |BC.183/GB SRR
4.2.3.3 BB
4.2.3.3.1 In Vitroak
4.2.3.3.1-01 |Mutagenicity evaluation Ames Salmonella/Microsome plate test. _ izlr m) #A [BC.123/GB ZE LR
Synthése non programmée d'ADN (test UDS) dans des cultures d'hé
patocytes de rat et de souris incubés avec le stiripentol. _ e s
4233.1-02 |72 ) . 1 : SHEEE
33 (JZER)  Unscheduled DNA synthesis (UDS assay) in rat and b |BC.237 SRR
mouse hepatocyte cultures incubated with stiripentol
4.2.3.3.1-03 |HPRT gene mutation assay in V79 Chinese hamster cells. - = #EA [BC.186/GB ZE G L
fitu (75 2)
4.2.3.3.1-04 |Chromosomal analysis in vitro in CHO Chinese hamster cells. ﬂﬁ- (7522 4% |BC.185/GB ZEE L
Etude de l'activité génotoxique du produit stiripentol par la recherche
d'aberrations chromosomiques par analyse de métaphases sur
lymphocytes humains en culture. - ; .
42.3.3.1-05 e . . . 11 . SEEE
() Study of the genotoxic activity of the product stiripentol |t 4 |BC.187 SRR
by chromosome aberration testing by metaphase analysis on cultured
human lymphocytes
4.2.3.3.2 In VivoilB
4.2.3.3.2-01 [Mutagenesis study using the micronucleus technique in the mouse. 4% |BC.137/GB ZE G L
4.2.3.4 73 A JEPERRR
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4.2.3.5 A FHFEEFEIERR
4.2.3.5.1 SZIAHE R UG IR £ T ORIMIIRFE LI B 2 38R
4.2.3.5.1-01 |Reproductive function and fertility study by oral route in rats. ‘ﬂﬂ- II (75 > %) ##5h |BC.184/GB FEA A B
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Expert evaluation to determine any possible teratogenic action of BA- _ . e
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gestation. 19.. (77 R)
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Protection form phenytoin-induced congenital malformations by ) o
. T A&M ; Epilepsia i
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Effect of treatment with phenobarbital and stiripentol on )
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formation. Y '
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4.3 25 3k

4.3-01

Chapter 7, Liver and Gallbladder.

Maronpot RR

In: Maronpot RR ed,
Pathology of the Mouse,
Reference and Atlas.
Cache River Press, 1999;
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Etude pharmacocinétique comparée du racémique et des isomeres du
stiripentol chez le volontaire sain.
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