
1．  NAMEOFTHEMEDICINALPRODUCT   

Diacomit250mghardcapsules  

2． QUALITATIVEANDQUANTITATIVECOMPOSITION   

Eachcapsulecontains250mgofstiripentoI   

Excipients  

Eachcapsulecontainssodiumstarchglycolate（typeA）Ph．Eur．3．946mg   

Forafu111istofexcIPlentS，SeeSeCtion6．1．  

3． PIIARMACEUTICALFORM   

Hardcapsules   

Size2pinkcapsule  

4． CLINICALPARTICULARS   

4．1 TherapeuticiJldications   

DiacomitisindicatedforuseincoTtrunCtionwithclobaLZamandvalproateasa句unctivetherapyof  
re丘actorygeneralizedtonic－Clonicseizuresinpatientswithseveremyoclonicepilepsyininfhncy  
（SMEI，Dravet’ssyndrome）whoseseizuresarenotadequatelycontrolledwithclobazamand  

Valproate．   

4．2 PosoIogyandmethodofadministration   

Diacomitshouldonlybeadministeredunderthesupervisionofapaediatrician／paediatricneurologlSt  
expenenCedinthediagnosisandmanagementOfepilepsylninfantsandchildren・   

ThedoseofDiacomitiscalculatedonamgnq；bodyweightbasis．   

Thedai1ydosagemaybeadministeredin20r3divideddoses．   

TheinitiationofadjunctivetherapywithDiacomitshouldbeundertakenover3daysuslnguPWards  
doseescalationtoreachthe recommendeddoseof50mgn（g／day administeredinconiunctionwith  

Clobazamandvalproate．Thisrecommendeddoseisbasedontheavailableclinicalstudy石ndingsand  
WaStheonlydoseofDiacomitevaluatedinthepivotalstudies．（See，SeCtion5．1）   

TherearenoclinicalstudydatatosupporttheclinicalsafbtyofDiacomitadministeredatdai1ydoses  
greaterthan50m釘kg／day．  
TherearenoclinicalstudydatatosupporttheuseofDiacomitasmonotherapyinDravet’ssyndrome．   

β郎eα（ガ∽加e〃ねOrOJ如r（7〃〆ねβ7／ep〟c∫捕edわ7COJ〃占血αJわ〃W〟力βねco椚～J  

DespitetheabsenceofcomprehensivepharmacologydataonpotentialdruglnteraCtions，thefbllowlng  
advice regarding mod浦cation ofthe dose and dosage schedules ofother anti－epileptlC medicinal  
PrOductsadministeredincoruunctionwithDiacomitisprovidedbasedonclinicalexperlenCe・   

－Clobam  
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Inthepivotalstudies，WhentheuseOfDiacomitwasinitiated，thedailydoseofclobazamwasO・5  
mgrkg／dayusuallyadministeredindivideddoses，twicedai1y・1ntheeventofclinicalsignsofside  

efftctsoroverdosageofclobazam（i．e．，drowsiness，hypotonia，andirritabilityinyoungchildren），this  
dailydosewasreducedby25％everyweek・Approximatelytwotothreefo1dincreasesinclobazam  
and fivefo1dincreasesin norclobazam plasmalevels respectively have been reported with co－  
administrationofDiacomitinchildrenwithDravet’ssyndrome・   

－Valproate  
ThepotentialfbrmetabolicinteractionbetweenDiacomitandvalproateisconsideredmodestandthus，  
nomodificationofvalproatedosageshouldbeneededwhenDiacomitisadded，eXCePtforclinical  
safttyreasons・Inthepivotalstudiesintheeventofgastrointestinaladversereactionssuchaslossof  
appetite，lossofweight，thedai1ydoseofvalproatewasreducedbyaround30％everyweek・   

．亜／い／・／〃り／ム止…・Jい′二lイ血l〟＝gヾ  

In the event ofanabnormalblood count orliverfunction test finding，the clinicaldecisionfor  
continulnguseOra4iustingthedoseofDiacomitincoTt）unCtionwithaqjustlngthedosesofclobazam  
andvalproateneedstobemadeonanindividualpatientbasistakingintoconsiderationthepotential  
Clinicalbene貞tsandrisks（See，SeCtion4．4）．   

聯cJ∫q〃わod  

Diacomit must always be taken withfood asit degrades rapidlyin an acidic environment（e・g・  
exposuretogastricacidinanemptystomach）・  
Thecapsuleshouldbeswallowedwholewithaglassofwater・  
Diacomit should not be taken with milk or dairy products（yoghurt，SO負creamCheese，etC・），  
carbonateddrinks，fhlitjuiceorfoodanddrinksthatcontaincafftineortheophylline・   

聯cJ琳r〝‡〟ねJわ〝  

Bioequivalencebetweenthe capsulesandoralsuspensionformulationshas not beenestablished・  

ClinicalsupervisionisrecommendedifchangingstlrlpentOlformulation・   

C力〃訪e〃αgedね∫∫才力d〃jγed和ご  

ThepivotalclinicalevaluationofDiacomitwasinchildrenof3yearsofageandoverwithSMEI・The  
clinicaldecisionforuseOfDiacomitinchildrenwithSMEIlessthan3yearsofageneedstobemade  
onanindividualpatientbasistakingintoconsiderationthepotentialclinicalbenentsandrisks・Inthis  
youngergroupofpatients，aqiunctivetherapywithDiacomitshouldonlybestartedwhenthediagnosis  
ofSMEIhasbeenclinicallyconnrmed（See，SeCtion5．1）．DataarelimitedabouttheuseofDiacomit  
under12monthsofage．   

ハ〟ん川川・仙r川り／‘肋／／岬りJん・山り，‘〟〃肝′〟  

Diacomitisnotrecommendedforuseinpatientswithimpairedhepaticand／orrenalfunction（See，  
SeCtion4．4）   

4．3 Comtraindications   

Hypersensitivitytotheactivesubstanceortoanyoftheexcipients・  
Apasthistoryofpsychosesintheformofepisodesofdelirium・   



4・4 SpecialwarnlngSandprecautions丘IruSe   

Carbamazeplne，iphenytoinandphenobarbitalshouldnotbeusedincoruunctionwithDiacomitinthe  
managementofDravet，ssyndrome・ThedailydosageofclobazamandJorvalproateshouldbereduced  
accordingtotheonsetofsideefftctswhilstonDiacomittherapy（See，SeCtion4・2）・   

GiventhefrequencyofgastrointestinaladversereactionstotreatmentwithDiacomitandvalproate  
（anorexia，lossofappetite，nauSea，VOmiting），thegrowthrateofchildrenunderthiscombinationof  
treatmentshouldbecarefu11ymonitored．   

NeutropeniamaybeassociatedwiththeadministrationofDiacomit，Clobazamandvalproate，Blood  
counts should be assessed priorto startlngtreatmentWith Diacomit・Unless otherwise clinically  
indicated，bloodcountsshouldbecheckedevery6months‥   

Liverfunction should be assessed prior to startlng treatmentwith Diacomit・Unless otherwise  
clinical1yindicated，liverfunctionshouldbecheckedevery6months・   

lntheabsenceofspecincclinicaldatainpatientswithimpairedhepaticorrenalfunction，Diacomitis  
notrecommendedfbruseinpatientswithimpairedhepaticand／orrenalfunction・   

Stiripentolisaninl1ibitoroftheenzymes CYP2C19，CYP3A4andCYP2D6andmay markedly  
increasetheplasmaconcentrationsofdrugSmetabolisedbytheseenzymesandincreasetheriskof  
adverseeffbcts（See，SeCtion4．5．）．Cautionisalsoadvisedwhencombiningstiripentolwithother  
drugSthatmayinhibitstiripentoIphaselmetabolismwhichisthoughttobemetabolisedbyCYPIA2，  
CYP2D6，CYP3A4andpossiblyotherisoenzymes・   

Thepivotalclinicalstudiesdidnotincludechildrenbelow3yearsold・Asaconsequence，itis  
recommendedthatchildrenbetw占en6monthsand3yearsofagearecarefu11ymonitoredwhilston  
Diacomittherapy・   

ThismedicihalproductcontainsO．007mmol（0・16mg）sodiumper250mgcapsule・Thisshouldbe  
takenintoconsiderationbypatientsonacontrolledsodiumdiet・   

4．5 IJ）teraCtionwithothermedicinalproductsandotherfbrmsofinteraction   

亡！処辿ゼ生上生血山ユ血虹巷（‡項′J血出立  
TheinnuenceofotherantlepileptlCmedicinalproductsonstiripentolpharmacokineticsisnotwell  
established．  

TheimpactofmacrolidesandazoleantifungalagentsonstlrlpentOlmetabolism，thatareknowntobe  
inhibitors ofCYP3A4and substratesofthe sameenzyme，isnotknown．Likewise，theefftctof  
StlrlpentOlontheirmetabolismisnotknown・   

紳・   

Manyoftheseinteractionshavebeenpartiallycon坑rmedbyinvitrostudiesandinclinicaltrials・The  
increaseinsteadystatelevelswiththecombineduseofDiacomit，Valproate，andclobazamissimi1ar  
inadultsandchildren，thoughinter－individualvariabilityismarked・   

At therapeutic concentrations，StlrlpentOIsignincantlyinhibits severalCYP450isoenzymes：fbr  

example，CYP2C19，CYP2D6andCYP3A4・Asaresult，pharrnaCOkineticinteractionsofmetabolic  

orlglnwithothermedicinesmaybeexpected・Theseinteractionsmayresultinincrea5edsystemic  

levelsoftheseactivesubstancesthatmayleadtoenl1anCedpharmacologlCalefftctsandtoanincrease  
insideef托ctsandadversereactions．  

Caution must be exercisedif clinicalcircumstances requlre COmbining stiripentolwith drugs  
metabolisedbyCYP2C19（e．g．citalopram，OmepraZOle）orCYP3A4（e・g・HIVproteaseinhibitors，  
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antinistamines such as astemizole，Chlorpheniramine，Calcium channelblockers，Statins，Oral  
COntraCePtives，COdeine）duetotheincreasedriskofadverseevents（Seefurtherinthissectionfbr  

antiepilepticdrugS）．Monitoringofplasmaconcentratioruoradverseefftctsisrecommended．Adose  
aqjustmentmaybenecessary．   

Co－administrationwithCYP3A4substrateswithanarrowtherapeuticindexshouldbeavoideddueto  

themarkedlyincreasedriskofsevereadverseef托cts．   

Data on the potentialforinhibition of CYPIA2arelimited，andtherefore，interactions with  

theophylline and cafftine cannOt be excluded，Usein combinationwith stiripentOlis not  
recommended・ThiswarnlnglSnOtOnlyrestrictedtomedicinalproductsbutalsotoaconsiderable  
number offoods and nutritionalproductsaimed at children，SuCh as cola drinks，Which contain  
Signi重cantquantitiesofcafftineorchocolate，WhichcontainstraceamOuntSOftheophylline．   

AsstiripentOlinhibitedCYP2D6invitroatconcentrationsthatareachievedclinicallyinplasma，drugS  
that are metabolized by thisisoen㌣melike：beta－blockers（PrOPranOlol，CarVedilol，timolol），  

antidepressantS（fluoxetine，parOXetlne，Sertraline，imipramine，Clomipramine），antipsychotics  
Olaloperidol），analgesics（COdeine，dextromethorphan，tramadol）may be su切ect to metabolic  
interactionswithstiripentOl．Adose－a4justmentmaybenecessaryfordrugSmetabolisedbyCYP2D6  
andthatareindividual1ydosetitrated．   

PoJg乃〟dゐr∫伽pe〃わJわわrerαCJw油oJ如rJ〃e成c血αJprαプゆ   

Intheabsenceofavai1ableclinicaldata，Cautionshouldbetakenwiththefo1lowingclimical1yrelevant  
interactionswithstiripentOl：   

Undesirablecombinations（tobeavoidedunlessstrictlvnecessarvl  

－Ryeergotalkaloids（ergotamine，dihydroergotamine）  
Ergotismwithpossibilityofnecrosisoftheextremities（inhibitionofhepaticeliminationofryeergot）．   

－Cisapride，halofantrine，plmOZide，quinidine，bepridil  

Increasedriskofcardiacarrhytlmiasandtorsadesdepointes／waveburstarrhythmiainparticular．  
－ImmunOSuPpreSSantS（tacrolimus，CyClosporine，Sirolimus）  

Raisedbloodlevelsofimmunosuppressants（decreasedhepaticmetabolism），   

－Statins（atorvastatin，Simvastatin，etC．）  

Increasedrisk of doseJependent adverse reactions such as rhabdomyolysis（decreased hepatic  
metabolismofcholesterol－loweringagent）   

CombinationsrequiringDreCautions  
－Midazolam，triazolam，alprazolam  
lncreased plasma benzodiazeplnelevels mqy occurvia decreased hepatic metabolismleading to  
excessivesedation．   

－Theophylline，Cafftine  

Increased plasmalevels oftheophylline and cafftine may occur viainl1ibition oftheir hepatic  
metabolism，POtentia11yleadingtotoxicity．Thesecombinationsshouldbeavoided．   

－Chlorpromazine  
StiripentOlenhancesthecentraldepressantefftctofchlorpromazine．   

－EffヒctsonotherAEDs  
InhibitionofCYP450isoenzymeCYP2C19andCYP3A4mayprovokepharmacokineticinteractions  
（inhibition oftheirhepatic metabolism）withphenobarbital，Primidone，phenytoin，Carbamazepine，  
Clobazam（See，SeCtion4．2），Valproate（See，SeCtion4．2），diazepam（enl1anCed myorelaxation），   



ethosuximide，andtiagabine・Theconsequencesareincreasedplasmalevelsoftheseanticonvulsants  
withpotentialriskofoverdose・ClinicalmonitorlngOfplasmalevelsofotheranticonvulsantswhen  
combinedwithstiripentolwithpossibledoseaqiustmentsisrecommended・   

－Topiramate  
InaFrenchcompassionateuseprogramfbrDiacomit，tOPlramateWaSaddedtoDiacomit，Clobazam  
andvalproatein41％of230cases・Basedontheclinicalobservationsinthisgroupofpatients，there  
isnoevidencetosuggestthatachangeintoplramatedoseanddosageschedulesisneededifco－  
administeredwithstiripentol．  
Withregardtotoplramate，itisconsideredthatpotentialcompetitionofinhibitiononCYP2C19should  
not occur becauseit probably requires plasma concentrations5－15times higher than plasma  
concentrationsobtainedwiththestandardrecommendedtoplramatedoseanddosageschedules・   

－Levetiracetam  

Levetiracetamdoesnotundergohepaticmetabolismtoam往lOreXtent・Asaresult，nO  
pharmacokineticmetabolicdruglnteraCtionbetweenstlrlpentOlandlevetiracetamisantlCIPated▲   

4．6 PregtLanCyandlactation   

辿i出血呈出p辿吐血、蜘（り述！土工  
Ithasbeenshownthatintheof5pringofwomenwithepilepsy，theprevalenceofmalfbrmationsis  
twotothreetimesgreaterthantherateofapproximately3％inthegeneralpopulation・Althoughother  
factors，e・g・theepilepsy，CanCOntribute，aVailableevidencesuggeststhatthisirlCreaSe，tOalarge  
extent，iscausedbythetreatment・Inthetreatedpopulation，anincreaseinmalformationshasbeen  
noted with polytherapy. 
However，efftctive anti－epileptic therapy should not beinterruPted during pregnancy，Since the  
aggravationoftheillnessmaybedetrimentaltoboththemotherandthefoetus・   

RiskrelatedtoDiacomit：  

Nodataonexposedpregnanciesareavailable・Animalstudiesdonotindicatedirectorindirect  
harmfu1efftctswithrespecttopregnancy，fbetaldevelopment，parturitionorpostnataldevelopmentat  
non－maternOtOXic doses（See，SeCtion5．3）．Inviewoftheindication，administration ofDiacomit  
duringpregnancy andin women ofchildbearingpotentialwould notbe expected・Theclinical  
decisionforuseOfDiacomitinpregnancyneedstobemadeonanindividualpatientbasistakinginto  
considerationthepotentialclinicalbenentsandrisks・Cautionshouldbeexercisedwhenprescribing  
topregnantWOmenanduseofe甜cientmethodsofcontraceptlOnisadvisable・   

Duringpregnancy：  
EffbctiveanticonvulsanttreatmentwithDiacomitmustnotbestoppedduringpregnancyasworsenlng  
ofthediseaseispotentia11yharmfultobothmotherandfoetus・   

Intheabsenceofhumanstudiesonexcretioninbreastmilk，andgiventhatstlrlpentOlpassesfteely  
丘omplasmaintomi1kinthegoat，breast－ftedinglSnOtreCOmmendedduringtreatment・Incase  
DiacomittherapylSCOntinuedduringbreast－fbeding，thebreast－ftdinfantshouldbecarefu11y  

observedfbrpotentialadverseeffbcts・   

4．7 Efrbctsonabilitytodriveandusemachines   

PatientswithSMEIwouldnotbeexpectedtodriveoroperatemachineryduetothenatureofthe  
underlyingdiseaseandtheefftctsoflongtermadministrationofanticonvulsantdrugS・  
Diacomitmaycausedizzinessandataxiathatmayaffbctabilitytodriveandusemachinesandpatients  
shouldnotdriveorusemachinerywhilstonDiacomittherapy・   

4．8 Undesirablceffbcts   



Adversereactionsencounteredmosto銃enareasfo1lows：VeryCOmmOn（≧1／10），COmmOn（＞1／100，＜  
1／10），unCOmmOn（＞l／1，000，＜1／100），rare（＞1／10，000，＜1／1，000），Veryrare（＜1／10，000，including  

isolatedcases），丘equencynotknown（CannOtbeestimated丘omtheavailabledata）．Withineach  
frequencygrouping，undesirableefftctsarepreSentedinorderofdecreasingseverity．   

System／organclasses  

SystemOrgam  Common   Uncommon   

Class  

（MedDRA  
terminology）   
Bloodand  Neutropenia  
1ymphatic  Persistent severe neutropenia 
SyStemdisorders  usuallyresoIvesspontaneOuSly  

WhenDiacomitisstopped．   
Metabolismand  

nutrition  appetite，Weight  
disorders   loss（especially  

when combined 
with sodium 

Valproate）  
Psycbiatric   Insomnia   Aggressiveness，irritability，  

Disorders  behaviourdisorders，OppOSlng  
behaviour，hyperexcitability，  

Sleepdisorders   

NervotISSyStem  
disorders   hypotonia，dystonia   
Eyedisorders  Diplopia（Whenused  

incombinationwith  

Carbamazepine）   
Gastrointestinal  Nausea，VOmiting  
disorders  

Skin and Photosensitivity，  
SⅦb（：utaneOⅦS  rash，CutaneOuS  
tiss11edisorders  allergy，urticaria   
General  Fatigue   
disorders  

Investigations  RaisedγGT（notablywhen  
COmbinedwithcarbamaZeplne  
andvalproate）．  

Manyoftheaboveadversereactionsareoftenduetoanincreaseinplasmalevelsofother  
anticonvulsantmedicinalproducts（See，SeCtions4．4and4．5）andmayregresswhenthedoseofthese  
medicinalproductsisreduced．   

4．9 0verdose   

Dataonclinicaloverdosearenotavailable．Treatmentissupportive（symptomaticmeasuresin  

intensivecareunits）．  

5． PⅡARMACOLOGICALPROPERTIES   

5．1 Pharmacodynamicproperties   



PharmaCOtherapeuticgroup：OtherAntiepileptics，ATCcode：NO3AX17  
In animalmodels，StiripentolantagOmizes seizuresinduced by electric shock，pentetraZOle and  
bicuculline・Inrodentmodels，StiripentOlappearStOincreasebrainlevelsofgamma－aminobutyricacid  
（GABA）－them往iorinhibitoryneurotransmitterinmammalianbrain．ThiscouldoccurbyinhibitiorlOf  
SynaPtOSOmaluptakeofGABAand／orinhibitionofGABAtranSaminase，StiripentOlhasalsobee  
Shownto enhance GABAA receptor－mediated transmissionintheimmature rat hippocampuS and  
increasethemeanopen－duration（butnotthefiequency）ofGABAAreceptorchioridechannelsbya  
barbiturate－1ike mechanism・StiripentOlpotentiates the efncacy ofotheranticonvu1santS，SuCh as  
CarbamaZepine，SOdiumvalproate，phenytoin，phenobarbitalandmanybenzodiazepines，aStheresult  
Ofpharmacokineticinteractions・The second efftct of stiripentOlis mainly based on metabolic  
inhibition ofseveralisoenzymes，in pardcuJar CYP4503A4and2C19，invoIvedin the hepatic  
metabolismofotheranti－epilepticdrugS．   

ThepivotalclinicalevaluationofDiacomitwasinchildrenof3yearsofageandoverwithSMEI．   

AFrenchcompassionateuseprogram1nCludedchildrenfrom6monthsofagebecausethediagnosisof  
Dravet’ssyndromemaybemadewithconndenceatthatageinsomepatients．Theclinicaldecision  

fbruseofDiacomitinchildrenwithSMEIlessthan3yearsofageneedstobemadeonanindividual  

patientbasistakingintoconsiderationthepotentialclinicalbene頁tsandrisks（See，SeCtion4．2）．   

41children withSMEIwereincludedina randomised，placebo－COntrOlled，add－On trial．After a  

t）aSelineperiodoflmonth，placebo（n＝20）orstiripentOl（n＝21）wasaddedtovalproateandclobazam  
during a double－blindperiod of2months．Patients then received stiripentOlin an open fashion．  
Responderswerede丘nedashavingmorethan50％reductioninthefrequencyofclonic（OrtOmic－  
Clonic）seizuresduringthesecondmonthofthedouble－blindperiodcomparedwithbaseline．15（71％）  
patientswererespondersonstiripentOl（includingninefreeofclonicortonic－Clonicseizures），Whereas  
therewasonlyone（5％）onplacebo（nonewasseizurefree；Stiripento195％CI52．ト90．7vs．placebo  
O－14．6）．The95％CIofthedif托rencewas42・2－85．7．Percentageofchangefrombaselinewashigher  

OnStiripentOl（－69％）thanonplacebo（＋7％），p＜0・0001・21patientsonstiripentOlhadmoderateside－  
efftcts（drowsiness，lossofappetite）comparedwitheightonplacebo，butside－effectsdisappeared  
Whenthedoseofcomedicationwasdecreasedin120fthe21cases（Chironetal，Lancet，2000）．   

Thismedicinalproducthasbeenauthorisedumdera“conditionalapproval”scheme・ThismeanSthat  

furtherevidenceonthismedicinalproductisawaited，inparticularabouttheefncacyofstiripentOlin  
COmbinationwiththemaximurnSaftdoseoftheadd－Ontherapy．Astudyisbeingconductedto  
investigatethis．TheEuropeanMedicinesAgency（EMEA）wi11reviewnewinfbrmationonthe  
producteveryyearandthisSPCwi11beupdatedasnecessary・   

5．2 Pharmacokineticproperties   

ThefbllowlngpharmacokineticpropertiesofstiripentOlhavebeerlrePOrtedfi・OmStudiesinadult  
healthyvolunteersandadultpatients・   

Absorl）tion／BioavailabilitY：  

StiripentO＝squicklyabsorbed，Withatimetopeakp］asmaconcentrationofaboutl・5hours・The  
absolutebioavailabilityofstiripentOlisnotknownsinceanintravenousformulationisnotavailable  
fortesting．Itiswellabsorbedbytheoralroutesincethem年iorityofanoraldoseisexcretedinurine．   

Distribution：  

StiripentOlbindsextensivelytocirculatingplasmaproteins（about99％）・   

Elimination：  

Systemic exposure to stiripentol increases markedly compared to dose proportionality. Plasma 
Clearancedecreasesmarkedlyathighdoses；itfalls斤omapproximately401／kg／dayatthedoseof600  

mg／day to about81／kg／day at the dose of2400mg・Clearanceis decreased af‡er repeated  
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administration of stiripentOl，prObably due toinhibition of the cytochrome P450isoenzymes  
responsiblefbritsmetabolism．Thehalf二1iftofeliminationwasintherangeOf4・5hoursto13hours，  
increaslngwithdose．   

Metablism：  
StiripentOlisextensivelymetabolized，13difftrentmetaboliteshavingbeenfoundinurine・Themain  
metabolicprocessesaredemethylenationandglucuronidation，althoughpreciseidentincationofthe  
enzymesinvoIvedhasnotyetbeenachieved．   

Excretion：  

MoststlnpentOlisexcretedviathekidney・  
UrinarymetabolitesofstiripentOlaccountedcollectivelyforthem往iority（73％）ofanOralacutedose  
Whereasafurther13－24％wasrecoveredinfaecesasunchangeddrug，   

Bioecluivalence：  

Bioequivalence between the capsules and oral suspension formulations has not been established. 
ClinicalsupervisionisrecommendedifchanglngStlnpentOlformulation．   

5．3 Pmlhicalsa鮎けdata  

Toxicitystudiesinanimals（rat，mOnkey，mOuSe）havenotrevealedanyconsistentpatternOftoxicity  
apartfromliverenlargementassociatedwithhepatocellularhypertrOphy，Whichoccurredwhenhigh  
dosesofstiripentOIwereadministeredtobothrodentsandnonrodents．This頁ndinglSCOnsideredtobe  
anadaptiveresponsetoahighmetabolicburdenontheliver・  
StiripentOIwasnotteratQgenicwhentestedintheratandrabbit；inonestudyinthemouse，butnotin  
SeVeralothersimilarstudies，alowincidenceofcleftpalateformationwasobservedatamatemotoxic  
dose（800mgkg／day）．Thesestudiesinmiceandrabbitswereundertakenpriortotheintroductionof  
GoodLaboratoryPracticerequirements．Studiesintheratonfbrtilityandgeneralreproductive  
perfbrmanCeandonpre－andpostnataldevelopmentwereuneventfu1exceptforaminorreductionin  
thesurvivalofpupsnursedbymothersexhibitingtoxicresponsestostlnpentOlatadoseof800  
mgnqyday（See，SeCtion，4・6）・  
Genotoxicitystudieshavenotdetectedanymutagenicorclastogenicactivity．  
Carcinogenicitystudiesgavenegativeresuhsintherat・Inthemousetherewasonlyasmal1increa光  
intheincidenceofhepaticadenomasandcarcinomasinanimalstreatedwith2000r600mgrkg／dayfor  
78weeksbutnotinthosegiven60m釘k釘day．InviewofthelackofgenotoxicityofstiripentOlandthe  

Wellknown，SpeCialsusceptibilityofthemouselivertotumourformationinthepresenceofhepatic  
enzymeinduction，this鎖ndingisnotconsideredtoindicateariskoftumorigenicityinpatients．  

6． PIIARMACEUTICALPARTICULARS   

‘．1 Listorexcipiemts   

POVidoneK29／32  
SOdiumstarchglycolate（typeA）  

magnesiumstearate   

Capsule shell 
Gelatin  

Titaniumdioxide（E171）  
Erythrosine（E127）  

Indigotine（E132）   

6．2 Incompatibilities   

Notapplicable．   



6．3  Shelrlifb  

3years   

6．4 SpeciaIprecautionstbrstorage   

Inordertoprotectfromlight，StOreintheoriginalpackage・   

6．5 Natureandcontentsofcontainer   

Polypropylenebottlewithtamper－eVidentsealandpolyethylenescrewcap・  
Bottlesof30，60and90capsulesincardboardcartons，Nota11packsizesmaybemarketed・   

6．6 Specialprecautionsfbrdisposalandotherhandlitlg   

No special requirements. 

7． MARKETINGAUTHORISATIONHOLDER   

Biocodex，7AvenueGallieni，94250Genti11y，FranCe．  

8． MARKETINGAUTHORISATIONNtJMBER（S）  

9． DATEOFFIRSTAUTHORISATIONⅥRENEWALOFTHEAUTHORISATION  

10． DATEOFREVISIONOFTHETEXT   

（MM几YYY）  
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A． MANtJFACTURINGAUTHORISATIONHOLDERRESPONSIBLEFORBATCH  
RELEASE   

Nameandaddressofthemanufacturerresponsible   

Laboratoires BIOCODEX 

lavenueBlaisePascal，  
60000 Beauvais 

FRANCE   

B． CONDITIONSOFTIIEMARKETINGAUTHORISATION   

●  CONDITIONSORRESTRICTIONSREGARDINGStJPPLYANDUSEIMPOSEDON  
THEMARKETINGAUTHOR［SATIONHOLDER   

Medicinalproductsu句ecttorestrictedmedicalprescription（SeeAnnexI：SummaryofProduct  
Characteristics，SeCtion4．2）．   

●  CONDITIONSORRESTRICTIONSWITHREGARDTOTHESAFEAND  
EFFECTIVEUSEOFTIIEMEDICINALPRODtJCT   

Notapplicable・   

●  OTHERCONDITIONS   

タ厄r〝7αCOVな〟α〃Ce甲Jem   

TheMAHmustensurethatthesystemofpharmaCOVigilanceisinplaceandfunctioningbeforethe  
productisplacedonthemarketandforaslongasthemarketedproductremainsinuse・   

仙A．1山I叫臣・仙－′〟J一山〃   

TheMarketingAuthorisationHoldercommitstoperfbrmlngthestudiesandadditional  
pharmacovigilanceactivitiesdetailedinthePharmacovigilancePlan・   

AnupdatedRiskManagementPlanshouldbeprovidedaspertheCHMPGuidelineonRisk  
ManagementSystemsformedicinalproductsforhumanuse・  

C． SPECIFICOBLIGATIONSTOBEFULFILLEDBYTHEMARKETING  
AUTHORISATIONHOLDER   

TheMarketingAuthorisationHoldershallcompletethefo1lowlngprOgrammeOfstudieswithinthe  
speCinedtime丘ame・Theresultsofwhichshallbetakenintoaccountintheriskbenentbalance  

duringtheassessmentoftheapplicationforarenewal：  

1．Arandomisedcontrolledclinicaltrialwithstiripentolintheadd－Ontherapyuslng maXimally  
Saftdosesofclobazam＋valproateby2009（STP165）・   

2．Abioavai1abilitystudyin24su切ectstodeterminetherelativebioavailabilityofthestiripentoI  
SaChetversusstiripentoIcapsuleby2007（STP166）・  
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ARTICULARSTOAPPEARONTHEOUTERPACKAGING  

UTERCARTON  

NAMEOFTHEMEDICINALPRODUCT  

Diacomit250mgcapsules  
Stiripentol  

2・ STATEMENTOFACTIVESUBSTANCE（S）  

1capsulecontains250mgstlrlpentOl．  

3． LISTOFEXCIPIENTS  

0・16mgsodiumperCapSule   

Seeleanetforfurtherinformation．  

4． PHARMACEUTICALFORMANDCONTENTS  

30h訂d八鱒匹山es  

60hardcapsl11es  
qOIl∬dcapsules  

METHOI）ANDROUTE（S）OFADMINISTRATION  

Fororaluse．  

Thesecapsulesshouldbeswallowedwholewithwater・Thecapsulesshouldnotbechewed・  
Readthepackageleafletbeforeuse．  

6． SPECIALWARNINGTHATTHEMEDICINALPRODUCTMtJSTBESTOREDOUT  
OFTHEREACHANDSIGHTOFCHILDREN  

Keepoutofthereachandsightofchildren．  

7・ OTHERSPECIALWARNING（S），IFNECESSARY  

8．  EXpIRYDATE  

EXP．：  

9． SPECIALSTORAGECONDITIONS  

1nordertoprotectfiomlight，StOreintheorlglnalpackage．  
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10． SPECIALPRECAtJTIONSFORDISPOSALOFtJNUSEI）MEDICINALPRODtJCTS  

ORWASTEMATERIALSDERIVEDFROMSUCHMEDICINALPRODtJCTS，IF  
APPROPRIATE  

11． NAMEANDADDRESSOFTHEMARKETINGAUTHORISATIONHOLDER  

BIOCODEX  
7avenueGa11ieni  

94250 Gentilly 

France  
Tel：＋33141243000  

e－mai1：Webar＠biocodex．fr  

12． MARKETINGAUTHOR［SAT10NNtJMBER（S）  

EU／0／00／000／00W諦叩S血s  

EU／0／00／000／00X89、寧袖如Ies  

EU／0／00／000／00Y浄均料‡由  

13． BATCHNVMBER  

14． GENERALCLASSIFICATIONFORSUPPLY  

Medicinalproductsu切ecttomedicalprescrlption．  

15．INSTRUCTIONSONUSE  

16．INFORルIATIONINBRAILLE  

Diacomit250mgcapsules  
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MINIMUMPARTICULARSTOAPPEARONSMALLIMMEDIATEPACKAGINGUNITS  

BOTTLELABELTEXT  

1． NAMEOFTHEMEDICINALPRODtJCT  

Diacomit250mgcapsules  

Stiripentol  

2． STATEMENTOFACTIVESUBSTANCE（S）  

1capsulecontains250mgstlrlpentOl．  

3． LISTOFEXCIPIENTS  

0．16mgsodiumpercapsule   

Seeleafletforfurtherinfbrmation．  

4． PIIARMACEUTICALFORMANDCONTENTS  

30hardcapsulじS  

5． METHODANDROUTE（S）OFADMINISTRAT10N  

Fororaluse．  

Thesecapsulesshouldbeswallowedwholewithwater・Thecapsulesshouldnotbechewed・  

Readthepackageleanetbeforeuse・  

6． SPECIALWARNINGTHATTHEMEDICINALPRODUCTMUSTBESTOREDOUT  
OFTIIEREACHANDSIGHTOFCIIILDREN  

Keepoutofthereachandsightofchildren・  

OTⅡERSPECIALWARNING（S），1FNECESSARY  

8． EXPIRYDATE  

EXP. : 

9． SPECIALSTORAGECONDITIONS  

1nordertoprotectfiomlight，StOreintheonglnalpackage・  
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10． SPECIALPRECAUTIONSFORDISPOSALOFUNtTSEDMEDICINALPRODUCTS  
ORWASTEMATER［ALSDERIVEDFROMSUCHMEDICINALPRODUCTS，IF  

APPROPRIATE  

11． NAMEANDADDRESSOFTHEMARKETINGAUTHORISATIONIIOLDER  

BIOCODEX  
7avenueGallieni  

94250 Gentilly 

France  

Tel：＋33141243000  

e－mail：Webar＠biocodex．丘  

12． MARKETINGAUTHORISATIONNUMBER（S）  

EU／0／00／000／00W  

EU／0／00／000／00Ⅹ  

EU／0／00／000／00Y  

13． BATCIINUMBER  

14． GENERALCLASSIFICATIONFORSUPPLY  

Medicinalproductsubiecttomedicalprescription・  

15．INSTRUCTIONSONUSE  

1‘．INFOR仙TIONINBRAILLE  
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PACKAGELEAFLET：INFOR仙TlONFORTIIEUSER  

Diacomit250mghardcapsules  
StiripentOI   

ReadallofthisIeafletcarefu1IybefbreyourchiIdstartstakingthismedicine・  
Keepthisleaflet．Youmayneedtoreaditagaln・   

lfyouhaveanyfurtherquestions，aSkyourchild’sdoctororpharmaCist．  

Thismedicinehasbeenprescribedfbryourchild．Donotpassitontoothers．Itmayhamthem，  
eveniftheirsymptomsarethesameasyourchild’s・   

Ifanyofthesidee舵ctsgetsserious，Orifyounoticeanysidee飴ctsnotlistedinthisleaflet，  

pleasetellyourchild’sdoctororpharmacist・  

1nthisleanet：  
1． WhatDiacomitisandwhatjtisusedfbr  

2． BefbreyourchildtakesDiacomit  
3． HowtotakeDiacomit  

4． Possiblesideefftcts  

5  HowtostoreDiacomit  
6． Furtherinfbrmation  

1． WⅡATDIACOMITISANDWHATITISUSEDFOR   

DiacomitbelongstoagroupofmedicinescalledantlepileptlCS・   

Itisusedincoruunctionwithclobazamandvalproatetotreatacertainformofepilepsycal1edsevere  
myoclonicepilepsyinin蝕ICy（Dravet’ssyndrome），Whichafftctschildren・Yourchild’sdoctorhas  

PreSCribedthismedicinetohelptreatyourchild’sepilepsy．1tshouldalwaysbetakenincombination  
withotherprescribedantlepileptlCmedicinesunderthedirectionofadoctor・  

2． BEFOREYOURCHILDTAKESDIACOⅣnT  

YourchildmtJStNOTtakeDiacomit  

・ifyourchildisallergicOlyperSenSitive）tostiripentOlortoanyoftheotheringredientsofDiacomit  
・ifyourchildhaseverexpenenCedattacksofdelirium   

Takespedalcarewi仙Diacomit  
●ifyourchildhaskidneYOrliverDrOblems  
●ifyourchildisuslngmedicinescontainin2．：  

Csapride（usedtotreatsymptomsofnighttimeheartbum）；  
plmOZide（usedtotreatthesymptomsofTourettelssyndromee・g・VOCaloutburstsand  
uncontro11ed，repeatedmovementsofthebody）；  
ergotamine（usedtotreatmigraine）；  

dihydroergotamine（usedtorelievethesignsandsymptomsofdecreasedmentalcapacity  
duetotheagingprocess）；  
halofantrine（anantimalarialdrug）；  

quinidine（usedtotreatabnormalheartrhythms）；  
bepridil（usedtocontroIchestpain）；  
CyClosporine，taCrOlimus，Sirolimus（allthreeusedtopreventrqjectionsofliver，kidney  
andhearttransplants）；  

Statins（simvastatinandatorvastatin，bothusedtoreducetheamountofcholesterolin  
bIod）．  

● ifyourchildusesoneofthefbllowlngPrOducts：  
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antieDileDticmedicinescontaining：  
phenobarbital，Primidone，phenytoin，Carbamazepine，dia訳pam・  
medicinescontainin巳：  

midazolamOrtriazolam（drugSuSedtoreduceanxietyandsleeplessness－incombination  
withDiacomittheymaymakeyourchildverysleepy）；  
chlorpromazine（usedformentalillnesssuchaspsychosis）・  
medicines．beveraEeSandfoodscontainin♀：  
caffbineortheophy11ine（thesesubstanCeShelprestorementalalertness）・Thecombination  
withDiacomitshouldbeavoidedasitmaylnCreaSetheirbloodlevels，1eadingtodigestive  
disorders，raCingheartandirMmnia・  

Using other medicines 
lfyourchildneedstouseothermedicines，pleaseseeabove‖Tbke甲eCialcarewithDiacomit”・   

Pleasetellyourchild，sdoctororpharmacistifyourchildisus1ngOrhasrecentlyusedanyother  
medicines，includingmedicinesobtainedwithoutaprescnptlOn・   

TakingDiacomitwithEbodanddrink  
YourchildshouldtakeDiacomitwithfood，itshouldNOTbetakenonanemptystOmaCh．DoNOT  
takeDiacomitwithmi1kordairyproducts（yoghurt，SOftcreamcheeses，etC），fruitjuice，nZZydrinks  
orfoodanddrinksthatcontaincafftineortheophylline（fbrexamplecola，Chocolate，COffte，teaand  
energydrinks）．   

Pregnancy  
Duringpregnancy，efftctiveantlepileptictreatmentmustNOTbestopped・Ifyourchildmaybeoris  
Pregnant，pleaseaskyourchild，sdoctorforadvice・   

Askyourchild，sdoctororpharmacistforadvicebeforetakinganymedicine・   

Breast－fbeding  
Breast－ftedinglSnOtreCOmmendedduringtreatmentwiththismedicine・   

Askyourchild，sdoctororpharmacistfbradvicebeforetakinganymedicine・   

DrivingandusingmachitleS  
Thismedicinemaymakeyourchildftelsleepy・  
YourchildshouldnotuseanytOOIs，maChines，rideordriveifafftctedinthisway・Checkwithyour  
child，sdoctor．  

3． HOWTOTAKEDIACOMIT   

Yourchildshouldalwaystakethesecapsulesexactlyasyourchild，sdoctorhastoldyou・Youshould  
Checkwithyourchild’sdoctororpharmacistifyouarenotsure・   

Dosage  
Thedoseisa4iustedbythedoctoraccordingtoyourchild’scondition，generally50mgperkg  
bodyweight and per day. 

HowtotaketheDiacomitcapsules  

Thesecapsulesshouldbeswallowedwholewithwater・Thecapsulesshouldnotbechewed・Forfood  
anddrinkstobeavoided，Seethesection“TbkingDiacomitwithjbodandd［ink”above・   

WhentotakeDiacomit  
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Yourchildshouldtakethismedicinetwoorthreetimesadayatregularintervalsasdirectedbyyour  
child’sdoctor．  

Dose adjustment 

Anyincreaseindoseshouldbegradualover3dayswhilethedoseoftheotherantlepileptlC  
medicine（s）isreducedatthesametime．ヤourchild，sdoctorwi11tellyouthenewdoseoftheother  
antiepilepticmedicine（S）．   

Ifyouhavetheimpressionthattheefftctofthismedicineistoostrongortooweak，talktoyour  
Child’sdoctororpharmacist・Thedosewi11beaqjustedbythedoctoraccordingtoyourchild’s  

condition．   

Pleaseconsultyourchild’sdoctorintheeventofanysideefftctsasthedoctormayhavetoa句ustthe  

doseofthismedicineandtheotherantiepilepticmedicine（S）．   

IfyourchildtakesmorcDiacomitthanheorsheshould  
Contactyourchild’sdoctorifyouknoworthinkyourchildhastakenmoremedicinethanheorshe  
shouldhave．   

IfyourchildbrgetstotakeDiacomit  
ltisimportantthatyourchildtakesthismedicineregularlyatthesametimeeachday．1fyourchild  
fbrgetstotakeadose，heorsheshouldtakeitassoonasyourememberunlessitistimefbrthenext  
dose．Inthatcasecarryonwiththenextdoseasnormal．Yourchildshouldnottakeadoubledoseto  
makeupforafbrgottenindividualdose・   

IfyourchildstopstakingDiacomit  
Yourchildmustnotstoptakingthismedicineunlessthedoctortellsyouto．Stopplngtreatment  
Suddenlycanleadtoanoutbreakofseizures・   

IfyouhaveanyfurtherquestionsontheuseOfthisproduct，aSkyourchild’sdoctororpharmacist．  

4．  POSSIBLESIDEEFFECTS   

Likeallmedicines，Diacomitcancausesideef鞄cts，althoughnoteverybodygetsthem・   

Verycommonsideefrbcts（morethanonein10patients）  
・ lossofappetite，Weightloss（especiallywhencombinedwiththeantiepilepticmedicinesodium  

Valproate）  

・ insomnia（Sleeplessness），drowsiness  
・ ataXia（inabilitytoCOOrdinatemusclemovements），hypotonia（lowmuscle strength），dystonia  

（muscledisorders）   

Commonsidee馳cts（betweenoneinlOOpatientsandonein10patients）  

・ raisedlevelsofliverenzymes，eSpeCiallywhenglVenWitheitheroftheantlepileptlCmedicines  

CarbamaZeplneandsodiumvalproate  
・ aggreSSiveness，irritability，agitation，hyperexcitability（StateOfbeingunusuallyexcitable）  

・ Sleepdisorders（abnormalsleeping）  
・ hyperkinesis（exaggeratedmovements）  

●  nauSea，VOmltlng  
・ alownumberofatypeOfwhitebloodcells   

Uncommonsideefrbcts（betweenoneinl，000patientsandoneinlOOpatients）  

・ doublevisionwhenusedincombinationwiththeantlepileptlCmedicinecarbamazeplne  

●  SenSitivitytolight  
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・ raSh，Skinallergy，urticaria（pinkish，itchyswellingsontheskin）  

●  fatigue（tiredness）   

Toeliminatethesesideefftcts，yOurChild’sdoctormayhavetochangethedoseofconcomitant  

rhedicines，OrthedosageofDiacomit．   

Ifanyofthesesidee脆ctspersistsorgetsserious，Orifyounoticeanysidee舵ctsnotlistedinthis  
leanet，pleasete11yourChild’sdoctororpharmacist・  

5． HOWTOSTOREDIACOMIT   

●  Keepoutofthereachandsightofchildren・  
・ YourchildshouldnottakeDiacomitaftertheexpirydate，Whichisstatedonthelabel．The  

expirydaterefヒrstothelastdayofthatmonth．  
・ Inordertoprotect什omlight，StOreintheoriginalpackage．   

Medicinesshouldnotbedisposedofviawastewaterorhouseholdwaste．Askyourpharmacisthowto  
disposeofmedicinesnoIongerrequired．Thesemeasureswi11helptoprotecttheenvirorunent．  

6． FURTHERINFORMATION  

WhatDiacomit（：Ontains  

●  TheactivesubstanCeisstiripentol．Eachcapsulecontains250mgofstiripentol．  

●  TheotheringredientsinthismedicinearepovidoneK29／32，SOdiumstarchglycolatetypeAand  
magnesiumstearate．  

・ Thecapsuleshellismadeofgelatin，titaniumdioxide（E171），erythrosine（E127），indigotin  
（E132）．   

WhatDiacomitlookslikeandcontentsofthepack  
Diacomit250mgcapsulesarepink．  
Thecapsulesaresuppliedinplasticbottlescontaining30，60and90capsulesincardboardcartons．  

Notallpacksizesmaybemarketed．  
Diacomitisalsoavai1abJeas500mgcapsulesfororaluseand250mgand500mgpowderfororal  
suspension in sachets. 

Marketing Authorisation Holder 

Biocodex  
7avenueGallieni  

94250 Gentilly 
France  

Tel：＋33141243000  

e－mail：Webar＠biocodex．丘   

Manuねcturer  

Biocodex  
lavenueBlaisePascal  

F－60000Beauvais  

France   

ThisleafLetwaslastapprovedin（MM／YYYY）．  
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ThismedicinehasbeenglVen“COnditionalapproval”．Thismeansthatthereismorede石nitive  
evidencetocomeaboutthismedicineforthetreatmentofthisfbrmofepilepsywhenstlnpentOlis  
usedincortiunctionwithclobazamandvalproate．TheEuropeanMedicinesAgency（EMEA）will  

reviewnewinformationonthemedicineeveryyearandthisleafletwi11beupdatedasnecessary．   

DetailedinfbrmationonthismedicineisavailableontheEuropeanMedicineAgency（EMEA）  
Website：httpニ〃www・emea・eurOPa・e軋Therearealsolinkstootherwebsitesaboutrarediseasesand  

treatments．  
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