
Theo句ectives（Ofbothstudjes，STICLO－FRandSTICLO－IT）weretodemonstrate，   
● efncacyofstiripentolasadd－OntherapytoclobazamandvalproateinchildrenwithSMEIand  
refractoryseizures，   
・tOStudythesafbtypronleofthecombinations（OraCCePtabilityofSTP）   
・tOdocumentsteadystateconcentrationsofstiripentol＆concomitantmedications・  
The studies hadidenticaldesigns althoughSTICLO－IT fbllowed the French studyin temporal  
sequenceandcouldbeconsideredaconnrmatorystudy・   

0〟Jcome点々〃唾・0加ゎ  

TheprlmaryOutCOmeinbothstudieswas：   
● Thenumberofrespondersin each group－de且nedasthose with＞50％reductioninthe  
numberofseizuresduringthetreatmentperiod（2ndmonth）・  

Thefo1lowlngWerede丘nedassecondarye餌cacycriteria：   
o Thepercentageofchildrenwhosenumberofseizures（generalised）decreasedbyatleast  
50％inthe2ndmonthcomparedtobaselineona30－daybasis   
o Percentageofchildrenwithdrawnfromthetrial   
o Numberofseizures duringthecomparisonphase（eachmonthseparately）comparedwith  
numberofseizuresduringbaseline   
o Timeelapseduntilthesamenumberofseizwesasinthebaselineperiodwasexperienced・   

Sa〝甲Iesize：WaSlow，1imitedtolOOpatientsoraninclusionperiodof18months・However，this  
Choicewasarbitrary．   

月♂〝（わmねαJわ〝  

TheprimarypopulationfortheSTICLO－ITALYstudywastheITT（intendedtotreat）populationand  
included allpatients who were randomisedinto the study・The prlmary pOpulationfor the  
STICLO－FRANCEstudywasallpatientsrandomised，aPart舟omonepatientwhowasconsiderednot  
evaluable．   

β助成〃g（加∬お喝ノ  

Adverse effbcts related to druginteractions required，aSper prOtOCOl，a reductionin dosage of  
comedicationinmanystiripentol－treatedpatients・Thismayhaveresultedtosomedegreeinlossof  
blinding．   

ぶJαJねJfcαJ椚e〟JOゐ  

Theprlmaryendpointandthepercentageofpatientswhohadatleasta50％reductioninseizure  
舟equencywereanalysedusingthechi－Squaredtest・  
Thenumberofseizwesandpercentagechange丘ombaselineinthenumberofseizureswereanalysed  
non－parametricallyus1ngtheMann－Whitneytest・   

RESULTS  

タαrJfc桓α〃タメow   

Theparticipantnowwasthefo1lowlng：  

17／33   ◎EMEA2007  



Fig5－STICLO－FraI】CeStudy   

STICLOFrancestudywasinterruPtedprematurelyafterinclusionof42patients，Whenpreliminary  
resultsshowedbene翫・Itwasfo1lowedbytheSTICLOItalystudy，Whichincluded23patients・  

Fig－6STICLO－ITpartieipat）t皿ow・   

尺ecJ■〟抽〃e〃J  

Asisevidencedfromtheattachedgraph，therecruitmentintheSTICLO－Frstudywasgradualand  
apparentlysmooth．DatafromtheItalianstudyarenotavailable．   

讐葛篭彗等号盲呈隻官青竜篭彗星望等温昔呈  

Fig7：RecruitmentpatterninSTICLOrFRstudy．  
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Co〃血cJオナ鮎∫Jゆ  

STICLO－Frstudv；aSeXpeCted，therewereseveralprotocolamendmentsduringthetrial．Theむstwas  
inMay1997，7monthsa允erstartandafter20patientshadbeenenrolled．There weretwomain  
ChangeS．   
－ Firstwasintheinclusioncriterion－upperdosagelimitsforvalproate（20mgn（g／daybeforeand  
15mgn（g／dayonentry）wereremoved．Thiswasaimedtobetterprotecttheenrolledchildren  
丘omriskofincreasedseizures．   

，Changein the pnmary end polnt and criteriafor withdrawal；the pnmary end point was  
Changedfrom aquantitative to aqualitative measure（SuCCeSS Orfailure）．This apparently  
permittedthepossibilitytoretainpatientsintheanalysiswhowouldhavebeenwithdrawn  
fromthestudybeforethecomparisonperiod．   

STICLO－ITstudv；therewerenoamendmentstotheprotocolinthissupplementarystudy．   

Therewerenom年IOrPrOtOCOIviolations．   

βαざe／加e血α  

Table－18：Patientcharacteristics；  

STICLO－Fr  ∫m（フィr  

STP（n＝21）  Placebo  ∫7ア   タメαCgム0   

（n＝20）  

Gender（Mn）  6／15   11／9   ＆旬   丘竹   

Age（mean士SD）  9．4士4   9．29士4．S6  夕．ノ7士j．∂j   β．72土イ．4j   

Weight  31．8土12．7   30．5土14．4  jJ．タ土〃．7   2ク．2土タ．ロイ   

Seizures（N＝patient5）  

■Tonic・Clonic（uniorbilateral）  22（4＋18）  20（1＋19）  〃〝＋Jり   ノイ作＋勤  

．AtypicalAbsence  9   j   j  

●Myoclonus  10   ノj   〃  
■Other  

2   4   

Numberofseizures／month  17．9士17．3   1臥5土17，0  jユ∂土2∂．2   27．〃士2β．∂  

（3．9to72．9）  （4．1to76．2）  2．ノイわβ‘．J   j．7jわノβJ   

Clinica＝indimgs  M  
Normalal 20   19  
■Neurologicalabnomaliけ  12   10  
Pyramidal syndromeme 
Mental retardationon 

（4）   同  
21   20  

■Behaviouraldisorders  15（2severe）  15（6severe）  

NoofPreviousTreatments  6．6士2．5  7．5土2．9  〃」   

3－11  3－13   

AEDdoses（pre－inclusion）（mg几g／day）  

，SodiumValproate  23．6土9．47   24．04土8．53  2β．2±7．タβ   25．j士7．β  

■Clobazam  0．532士0．247  0．55土0．27  ∂．∫7j士β．2ノ   0．jjβ土0，Jβ  

■PtsonProgabide  5（23．g％）   2（10％）   

－OccasionalDiazepam  3（14．3％）   2（10％）   〃オ   

The distributions ofmost characteristics at baseline were similarbetween stiripentoland Placebo  
groupsinbothstudies．Somedatasuchasclinicalexamination坑ndingsandprevioustreatmentSare  
Only avai1ablein the first，STICLO－Fr study．The table representsqselectedimportant baseline  
Characteristics．OtherftaturessuchasAEDsatbaseline（Visit－2），1aboratoryparametersatbaselineand  
the minimum plasma concentration ofAEDS were comparablein the stlrlpentOlandthe placebo  
groups．Thenumberofsu句ectswithdifftrenttypeSOfseizure activityshowedminordifrtrences・  

Theseseizureactivitytypeswerenotmutuallyexclusiveandcouldco－eXistinthesameindividualand  
hence thereis overlap of numbers／frequencies．There were more children with severe mental  

retardationintheplacebogroupinSTICLO－Francestudy，Whiletheoverallnumberswereequal．   

．＼川≠八・J・＝JJ‘小こヾl・lJ  

IntheSTICLO－Francestudy，41su句ects（Of47screenedwereanalysed）；21instiripentolgroupand  

20inplacebogroup．Therewere5discontinuations（Seeparticipantnowaboveforthereasonsfbr  
discontinuation）．TheITTpopulationcomprisedtherefbreof41su句ects．  
IntheSTICLO－Italystudy，Ofthe23evaluablepatients，therewere3dropouts；2inplacebogroupand  
IinstlrlpentOlgroup．TheITTpopulationof23subjectswereanalysed．  
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0〟Jcome∫α〃de∫〟mα〟0〃．  

PrimarvendDOint：   

Thetableshowsthenumberofrespondersineachofthepivotaltrials；  
Numberofresponders  

Responders  95％confidenceinterval  

Numbers  Frequency  

∫〃（ユ0－fン  

StiripentOl  15／2l   71．4％   52．l－90、7％  

Placebo   l／20   5％   0．0－14．6％  

∫】Tα0イr（Trり  

StiripentOl  g／12   66．7％   34．9・90，2％  

Placebo   1／11   9．1％   0．0－41．3％   

5∝OndaⅣEndpoints  

VariationinSeizureswithtreatmentinSTICLOstudies  
STICLO－Fr（allrandomised）  g打α0イr鱒Pク叩〟加わ可  

STP（n＝21）   mA（n＝20）   ChiSq  ぶ7ア函＝Jノノ  P山巾＝り  C厨句   

Noseizures（100％）   9（45％）   0   P＜0．Ol  j（フ7殉ノ   β   P～0．05   

Decrease＞50＜100％  6（30％）   1（6％）  j揮j狗   J〃上物   

Decrease＜50％   3（15％）   5（31％）  づ仔7クり   7（乃殉   

Increase＜50％   2（10％）   8（50％）  ♂   ∂   

Increase＞50％   0   2（13％）  β   J「JJ％0   

The results fbrthepercentage change ofseizure丘equency丘om baseline are showninthetables  

below．  

Mean（SD）seizurefrequency－STICLOFRANCE  
Placebo   P－Value   

1．4．1 Baseline  

Number of seizures 17．9（17．3）   18、5（17．0）  

1．4．2 Monthl  

Number of seizures 2．72（4．06）   23．82（36．55）  P＜0．001   

％change什ombaseline   t83．2（28．0）   ＋ll．3（54．7）  p＜0．00l   

1．4．3 Montb2  

Number of seizures 5．15（7．73）   13．80（7．33）  p＜0．002   

％change丘ombaseline   －68．6（41．9）   ＋7．4％（37．6）  p＜0．002   

Seizure－freepatients   9／20（45％）   0／16   p＝0．0013   

Mean（SD）sei2Turefrequency－STICLOITALY  

1．4．4 Ⅰ‡aseline  

Number of seizures 33．6（2臥2）   27．4（28．6）  

1．4．5 Monthl  

Number of seizures 4．7（7．3）   29．0（35．6）  P＝0．0003   

％change丘ombaseJine   －89．5（15．7）   ＋5．5（55．4）   P＜0．05   

1．4．6 Month2  

Number of seizures 9．8（10．0）   16．7（11．3）  p＝NS   

％changefi・Ombase】ine   －74．3（26．3）   －12．7（6】．9）  P＝NS   
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,atients Seizure－free   

Primarily，tOnic－Clonicseizureswereassessed．TheapplicanthasprovidedevidencethatothertypeSOf  
seizures did not worsenalbeit data are verylimited．The applicarn and the experts provided  
JuStification that status epileptlCusWOuldnotbe agood end polntandthisis acceptable・Inthe  
STICLO－FRstu4y，therewasadecreaseofseizuresby（－）83j＝28％forstiripentolgroup，Whilethere  
WaSanincreaseinplacebogroup（＋11．3士54．7％）duringthefirstmonth．Formonth－2thesewere，－  
68．6j＝41．9％（baselinetoM－2，STP）andanincreaseof＋737j＝37．6％（Placebo）．IntheSTICLO－IT  
Study，therewasadecreaseof89土15％forstiripentoIwhiletheplacebogroupshowedanincreaseof  
5．5土55％inM－1．For month－2（M2），the corresponding坑gures were74土26％and12・7士61・9％，  
respectively，bothstiripentolandplaceboshowingadecreaseinfrequency・   

・  Analysisperformedacrosstrials（POOledanalysesandmeta－analysis）   

1n neither ofthe studies，ananalysis by centre was ftasible（2．9subiects percentre on average）  
becauseofthesmal1numbers．Nosub－grOupanalysesormultiplecomparisonsweremade．   

・   Clinicalstudiesinspecialpopulations   

SMElisthetargetpopulationwhereindicationissoughtandthetwopivotalstudiesincludedpatients  
With SMEI．There were no studiesin specialpopulations such as thosewith renalor hepatic  
insu餌ciency．   

・   Supportivestudy（ies）   

Thereare4controlledand30penStudiesandapproximately280patientswhoreceivedatleastone  
doseofstiripentolinthecontrolledstudies・Themainthemethroughoutthedeve10pmentprOgramme  
hasbeentheuseofstiripentolincombinationwithotheranticonvulsantSandnotasmonotherapy．The  
primaryefficacycriterionhasalsobeeneitheraqualitativereductioninseverityofseizuresoran  
overallreductioninnumberofseizures．  
TheSTEVstudyprovidedthebasisforthehypothesisthatstiripentolmightbee脆ctiveinSMEI・This  
2－Centre，2－Phase studyincluded43（Of233，18．9％）myoclonic epilepsy patientsand25（11％）  
SPeCincallySMEI．Intotal157completedthestudyandtherewere76withdrawals・nLereSpOnSerateS  
inSMEldi飴redinthetwophases；27．9％infirst28days（phase－1）and18．6％inthenext28days  
（phaseIl）．OtherinterestingobservationsincludedthatstiripentoIseemedmoreeffbctiveinthoseolder  
than9yearsintheITTgroups butthose olderthan3yearsforthe PPpopulation・Thelackof  
COntinuedefncacyoveraperiod（打omphaseItophaseII）doesappeartobeanissueinthepivotal  
trials（STICLOstudies，mOnth－1to2comparisons）andpersistsintheSTILONstudy・  
The open STILONstudyincludedthosewithgood responseto stiripentolinthepreviousstudies  
（STICLO，WOW，STICARetc）andthosewhowerewillingtopursuestiripentol，therebyprovidinga  
ratherselectpopulation．Alltypesofepilepsywereincludedandamaximumdoseofstiripentolof  
4000mg／daywaspermitted．Therewerenorestrictionsontheanticonvulsantco－medications・There  
Were45patientswithSMEI．ThedoseofstiripentOIvariedastheinvestigatorswerepermittedtoalter  
thesebasedonclinicale脆ct．Nearlyathirdofallpatients（5lof155）withdrewand17weredueto  
lackofefncacy．TheresponsecalculatedasRRindexvariedbetweendifftrentformsofepilepsyand  
inSMEItheindexwasO，03士0．61．lnthisstudythedosesofstiripentoIvariedandtherewereveryfbw  
Patientswhoreceiveddoses＞60mg此g／dayintheSMEIgroup．Athird（31．6％）wereadministered  
doseslowerthanthe pivotalstudies（40mgn（g／day）．Hencethese datado notsupportincremental  
doses．   

●  Discussiononclinicalemcacy   

Althoughefncacyinanimalmodelshasbeenclaimed，theanti－epilepticactivityofstiripentolhasnot  
been demonstrated clinically since stiripentolmonotherapy has not been studiedin the target  
indication ofDravet’s syndrome or severe myoclonic epilepsy ofinfancy（SMEI）．The mqjor  
mechanism ofbenefitofstiripentolin man appearsto arise舟omitsinteractionswith other，CO－  
administeredanti－epileptlCagentS・  
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Thetwoplacebo－COntrOlledpivotalstudiesintheindicationofinterest（STICLOFranceandSTICLO  
Italy），includedasma11numberofpatients（650nlyintotal，includingpatientsrandomisedtoplacebo）．  
Al】patientsreceiveda？Ombinationofclobazamandvalproicacidwithanxeddoseof50mgn’g／day  

Ofstiripentol．Thedurat10nOfdouble－blindtreatmentandassessmentwaslimitedtotwomonthsonly．  
Theefficacywasevaluatedonlyonclonicandtonic－Clonictypesofseizures・Theimpactoftreatment  

OnpSyChomotordevelopment（am毎orconcerninthispopulation）wasnotdeterminedandwouldhave  
requiredalongerdurationofassessment．  
Therearenodoseresponsedata（fixeddoseonlystudied）andtheevidenceofmaintainedefficacyon  
COntinueduseisnotforthcoming丘omthesetrials．   

Thereweresignificantdifftrencesin5eizure打equenciesbetweenstlnpentOトtreatedpatientsandthe  
placebogroupintheshort－term，withahigh1ysignincantdiffbrenc？inprimaryefncacyendpointin  

favour of stiripentol．However，despite a mean38％reductionln Clobazamdosage，the serum  
COnCentrations of clobazam andits active metabolite norclobazamincreased markedlyin the  
stiripentol group. 
WhileinSTICLOFranceclobazamandnorc】obazam】evelsatbaselineweresimilarinthetwogroups，  
duringdouble－blind treatment clobazam and norclobazamlevels were on average50％and450％  

higherinthestlrlPentOlgroupthanintheplacebo．Similarchanges，thoughofaslightlydiffbrent  
magnitude，WereObservedinSTICLOItaly．   

Itisthereforeplausiblethatthereductioninseizurefrequencyobservedduringstiripentoltreatment  
COuldbeascribedentirelytotheincreaseintheconcentrationofclobazamanditsactivemetabolite．  
Suchanincreaseinclobazam dose mighthaveachievedthe same effbctwithoutexposure ofthe  
Su句ectstotheaddedintrinsictoxicityofstiripentol・  

Additionally，apharmacokineticinteractionwithvalproate may contributetotheeffbctsseena免er  
StlrlPentOladministration・Changesofvalproicacidlevelsinthetwogroupswerelessprominent，but  
Serum unbound valproic acid concentrations were not determined，Whichlimits ability to draw  

COnClusionsaboutthepossibilityofapharmacokineticinteractionalsooccurringwithvalproicacid．   

Therefbre，COmParisonofadditionofefftctsofstiripentOltomaximumsaftdosesofco－medications  
（Clobazam＋valproate）isneeded・ConsequentlyattherequestoftheCHMP，theapplicantcommittedto  
provide as a specific obligation（See below），a ClinicaJstudy where，the doses ofclobazam and  
Valproateareincreasedtothemaximaltoleratedlevelinthecontrolgroup，1nlinewiththechanges  
that occurin the active group．Dose alterationswi11be achievedin strlngently blinded fashion  
prefヒrably．ThestudyisexpectedtoassessthecomparativeefftctofstiripentoIvs・placeboover12  
Weeks．AnoutlineoftheprotocolisglVenbelow：   

Randomisedplacebo－COntrOlledtrialusingstiripentol（STP）asanadd－Ontherapyinpaediatricpatients  
withDravet’ssyndrome（SMEI）notadequatelycontrolledwithclobazamandvalproate．   

Double－blind，placebo－COntrOlledtrialina可unctivetherapy  
MulticenterEuropeanStudy，includingapproximately40patjents．   

Primaryobjective：  
ToevaluatetheefncacyofSTPinthecontrotofseizureswhenusedasanadd－Ontherapylnpaediatric  
patientswithDravet’ssyndromenotadequatelycontrolledwithclobazamandvalproate・   

Secondaryobjectives：  
一Toevaluatethestiripentolefhcacyongeneralized（tonic）－Clonicseizures（perCentageOfchangein  
Seizure丘equency）duringthefourmonthsofthetreatmentperiod（includingonemonthofadaptation  
Ofthecomedicationsandthreemonthsofcomparisonperiod），COmParedtobaseline・  

－Toevaluatethepercentageofresponders（definedashavingmorethan50％decreaseinseizure  
frequency）duringthefourmonthsofthetreatmentperiod（includingonemonthofadaptationofthe  
COmedicationsandthreemonthsofcomparisonperiod），COmparedtobaseline．  
－ToevaluatetheperCentageOfresponders（definedashavir）gmOrethan50％decreaseinseizure  
倉equency）duringthethreemonthsofthetreatmentperiodcomparedtobaseline・  
－Toevaluatethesafttyofstiripentolasaqjunctivetherapytoclobazam＋valproatewhencompared  

withmaximumsaftdoseofclobazam＋valproate．  
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－ToevaluatethenumberofpatientswhodropoutduetostatusepileptlCuSand／orsevereadverse  
eventsduringthedouble－blindperiod．  
－Todescribetheefftctofstiripentolonmyocloniaandabsences（SCOreSduringthethreemonthsof  
thecomparisonperiodcomparedtoscoresduringbaseline）   

Diagnosis and main criteria 
－ Childrenaged6monthsto15years  
－ DiagnosisofSMEI（Dravet’ssyndrome）  

－ Treatmentwithvalproateandclobazamatthemaximumsaftdose   

品川－り／・J血．ヾ抽（〟し・．ヾ  

Thesupportivestudiesweredoneinanon－homogeneouspopulationofpatients，Withdisparatedesigns  

intermsoffollow－uP，theco－medications，andprimaryendpointdefinitions・  
InSTEVandSTILONstudies，aSmallnumberofSMEIpatientswereincluded，butthecombinations  
difftred，aSdidtheresponserate：～20％inSTEV（27and18．9％forperiodsland2）andabout15％in  
STILON・lnSTILONstudy，therewassomereductioninthenumberofsuqectsexperienclnguPtO  

lOseizuresamonth（11％reduction）．  
Thesestudiesdonotprovidesufncientevidenceofefncacyandarenotpertinenttotheclaimed  
indication．   

TheSTILONstudy，thatusedstiripentoloncompassionategrounds，andallowedextendedopen－label  

Stiripentoltreatmentin patients completing the STICLO studies（as wellas patients receiving  
StiripentolinotherprotocoIs）istheonlystudyprovidingdataonlong－termfo1low－uPinthetarget  
indication・Unfortunately，theinfbrmationthatcanbeobtainedfromthisstudyislimitedduetoits  

uncontrolleddesignandthelossofaboutonethirdofpatientstofo1low－upforefncacyevaluation・   

Clinicalsa飴け   

TheclinicalsafetyanalyseshaveincludedallstudiesinvoIvedintheclinicaldevelopment（mainlyin  

FranCe）・Theinitialstudieswereopentrialsinpatientswith“refねctoryepilepsies”andthecontrolled  
Studieswereperformedlater．  
Thereisasignificantdiversityinthestudydesignsdatingbackto1976；thisdiversityincludes  

indications，thepatientpopulationanddosesofstiripentol，therebylimitingtheabilitytopooldata  

acrossstudies．   

●  Patientexposure   

Duetothe diversityamOngStudies and doses used，itisnotfeasibleto summariseorcompute  

exposureaccordingtodoseorexactdurationofexposure・StiripentoIwasalwaysadministeredorally  
but two difftrentformulations（capsules or sachets）with（possibly or presumably）different  
bioavailabilitieswereemployed・AttherequestoftheCHMP，theapplicantcommittedtoperforma  

newbioequlValencestudybetweencapsulesandsachets，inpost－authorisationasaspecificobligation  

（SeeClinicalPKsection）  

Theexposureisthereforeassessedin3formats；pivotalstudies（坑xeddose），Otherstudies（Openand  

preliminaTy）andlastlypostmarketingexperience．  
Inthepivotal，COntrOlledstudies，～60patientswereexposedadoseof50mgn’g／day；inpreliminary  

Studies，atOtalof～430patientswereincludedwithabout80recervlngStiripentolforabout2years・In  

thepostmarketinguse，～250patientshavebeenexposedtostlrlPentOlbutdosesaredifficultto  

Calculate．  

Theproportionofpatientsreceivingdoseshigherthan50mg／kg（daycannOtbecomputedwithany  
Certainty丘omthedossier・Morethan50％hadapproximatestiripentolexposureof2yearsandnearly  
80％ofSMEIgrouphad2yearヲOrmOreeXpOSure・Calculationoftotalexposure（originalstudyperiod  
＋STILON）increasedtheduratlOnCOnSiderably；maXdurationof18．4years，withameanof6，21土1．44  
yearsinSMEI；8・59土3・84forpartialepilepsy．   

●  Adverse events 
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Thesafttysummaryanalysesatotalof447patientsincludedinthepivotalstudiesand475patients  
什ompreliminaryand／ornon－pivotalstudies（364丘omstudiesincludingchildren）tThisanalysisis  
CIear1ylimitedasadverseeventswerenotreportedbybodysysteminallclinicalstudies・Thecoding  
SyStemuSeddiverseclassifications．Anumberofstudiesreportedonlysideeffbcts（POSSiblyrelatedto  
Studydrug）．Thesewerealsonotseparatedbyseri0usneSSOftheevent．  
The overallnumber ofadverse events reportedforal1systems was higherin the STILON study  
（n＝309fbr155pa‡ients）overaperiodof3years（meandurationoffbllow－uP）thantheshort－term  
STICLO studies（n＝72and33events fbr stiripentol；30patients－STICLO－France，16and9fbr  

Placebogrp；29patients，STICLO－Italy）．Thesedataaresummarisedinthetablebelow：  

Tabk・ユ2：AdⅦmモY和也b！・印血出れ血r  

mCLOh劃肌  諏笠   級ぬ巌・ミミ言妄‘：     mO￥   

STア（鮮22）   

（5lm鋤  

】丁   

】  

GT   欝        鴫懐く こぶユr∴    漁㌣  J，   

きL血〉ml叩  

‘  iAh  JJ  

減血血  」こ1く′       ㌣ン㌻ヾ言 J  

同        こ－YJ誉’、： ‘ふ薫    ∴畑㍉雪 
L堅塁p血研Y   JJ   

喜s血   8  

沃地耶   ガ   
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NeurologlCaladverseeventsdominatetheoverviewinboththeplacebocontrolledSTICLOstudies  
（n＝37and7）aJldintheopenSTILONstudy（n＝119）．1mportantly，intheSTILONstudytherewere  
70reportsofconvulsionsoraggravatedconvulsions（n＝62）whichwerenotfbundinthecontrolled  
STICLOstudies，emPhasizingpossiblythedifftrencesindosesused・  

Gastrointestinaladverseeventswerethenextmost丘equenta氏erCNSeffectsandtheprlmaryWere  
lossofappetite，WeightlossinSTICLOstudiesandanorexiaintheSTILONstudy・Weightgainwas  
notedintheSTICLOstudies（5and4respectively）andthiswasconspicuouslyabsentintheSTILON  
Study．  

Table－33；MostCommonlyreportedadverseevents（STICLOstudies）・  

STP即up  Pt相加卯叩  

Aか亡r托脚也（叫％）  Fr▲わt亡   I叫   Fr■れα   叫  

N芝之1   相手lユ   N学ユ○   N＃11   

AJ血8ざ′のど肋7月亡n側∫岬緻椚ー間J   ノダ例   タ仰殉   ∫β∫，り  j仔乃り   

Sl∝p血朋ち血血   15   7   2  

H叩醐i山嶺1ity，喀血   5   2  

A鮮岱由Y珊Sl   
3   2  

A也Xia  
3  ヱ   

H卿bnね  
2   3  

’ ‘ ′ ′：へ ■     ′   ′   ブイ作7均  7／3靭  7／ユ∫矧   J例   

▲●  ●l ′ll ■  7   6   

W両軸1脛   
6   2  

’w両軸牒血   5  】 4   

N孤ぬ，Ⅵ汎iling   2   3   

j†加J〃〝g‘‘肋ル脚J   jロイ矧   ノ靭   2〃ク％ノ   8   

Jfね〃∫′抑ぬg椚汀ねJ卸血押乃J   古作夕均   ¢」  ク   〃   
lndt血○山yAElm叩血血≧5画m血   

Unfbrttlnately，theadverseeventscouldnotbeconsistentlyrelatedtoplasmalevelsofstiripentol・  
InSTICLO－Francesttldy，therelationshipbetweenAEsandCmin（troughconcentration）isreported  
fbrbothstiripentolandplacebogroupsinthenext2Tables・  
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TbbLb：CminandAEintheplacebogroup  
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耽d鮎附   軋76了   軋柵   
乙卸併・伽jl仰均   0，轟11   乱闘   
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〝   

J（〉   7   
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Alargenumberofaggravatedconvulsions（intheSTILONstudy）occurredearlyanditispossiblethat  
thesewerenotrelatedtoreductioninstiripentoldoseoritstoxiceffbctbutlikelyrelatedtoreductions  

indosesofco－medicationsthatwereneededatcommencementofSTP・Theapplicanthasnow  
providedthetimecourseofwithdrawalsinthe STILONstudy・Ofthe17withdrawalsforlackof  
efncacy，m再0rityoccurredafteroneyearoftherapy（betweenl－3years）．Notably，thenumberof  

WithdrawalsduetoADRswereonlyfewandthisprovidessomereassurance（albeitlimited）．These  

lacunaeinadditiontotheabsenceofmonotherapydoseresponsestudieshaveimplicationstothe  
SmPCandposologyproposed．   

●   Seriousadverseevent／deaths／othersignificantevents   

Inthecontro11edSTICLOstudies，therewere9seriousadverseeventsintheFrenchcomponentbut  

noneintheItalianstudy（STICLO－italy）・Sixofthese9wereinthestiripentolgroupand3wereinthe  
placebogroup・InthestlrlPentOlgroup，4wereextremedrowsinesscausallyrelatedtotreatment，  

COnSideredseverebutnotserious・TheothereventswerestatusePilepticus（requiringwithdrawal）and  

gianturticaria・Theplacebogrouphadsimi1arevents；drowsinessandmotordeficiency（withdrawn），  
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StatuSepilepticus（withdrawn）andrepeatedseizures・Fiveofthe9，theeventsimprovedfo1lowing  
decreaseofconcomitantmedication．   

InSTILONstudy，therewere98seriousadverseevents（SAEs）reportedby48patients；45％ofthese  
WereCOnVulsionoraggravatedconvulsions．One18yearoldexperiencedsevereweightlossof17kg  
（probablystiripentolrelated）andtherewere3deaths（asdiscussedbelow）．   

Inallstudies，aCurSOryaSSeSSmentOfSAEsappearstohavebeenusedwithdiversedefinitionsof  
SAEs．Thepreliminarystudieshadverypoordefinitionsandhencenrmconclusionscannotbedrawn．  
Ade坑nitepattemtotheSAEsisdifficulttoestablishbasedonthedataavailable，MqiontyofSAEs  
appeartobereJatedtoconvuJsions（OCCurrenCeOraggraVation．TheredonotappeartObeanyundue  
risk ofdeath or serious SAE associatedwith the use ofstiripentolin the doses deployedinthe  
COntrOlledSTICLOstudies．Thesamecannotbeconcludedforalower（40mg几g）orhigherdose  
＞60mg化g   

エ）eα〟J∫  

Atotalof9deathswerereportedinallstudies・Alldeathsoccurredinchildrenunder16yearsofage  
withseriousco－mOrbidconditionsbutnodeathswerenotedintheSMEIgroupsinanystudy．In40f  
thesecasesacausalreIationtostudydrugwasa可udgedimprobabJe．Onewasanaccidentalhead  
lrUury．Themostcommondiagnosisinthosewhodiedwascryptogenicpartialorgeneralisedepilepsy．  
Sixsu句ects（Ofthenine）receivedcarbamazepineastheotherAED，While3hadVPA，andtherewere  
2eachofclobazamandvigabatrin．   

・   Laboratoryfindings   

HaematologlCalevents were reportedinthe STICLO France study：6patientsinthe STP group  
presentedwithabnormalitiesofwhitebloodcellsorplateletsattheendofthecomparisonperiodthat  
WerenOtpreSentatbaseline．TbreepatientspresentedwithneutropeniabetweenlOOOand1500x  
109几，2 patients presented with thrombocytopenia＜150xlO9几 andlpatient presented with  
eosinophilia．  
IntheSTILONstudy，6patientsexperiencedneutropeniaandlpatientexperiencedthrombopenia．  
lntheSTEVstudy，1patientexperiencedanSAEofneutropenia．  
Except fbrhaematologlCaleventsdescribed above，nO m年IOrabnormalitiesinlaboratoryfunctions  
WerenOted consistent】y．The absence ofany clinicaldatainthosewithimpairedliverfunctionis  
anotherdrawbackoftheprogram．  
IntheFrenchTUAprogrammetherewereonlyminorelevationsofgamma－GTandthesewerenot  
COnSistentwithalterationsinthe otherenzymes（AST orAST）．Furthermore，theissue ofhepatic  
adenomasin mice has also been clar摘ed and there are no hepatic tumours notedinthe TUA  
PrOgramme．Whilstdataarelimited，thesenewanalysesaresomewhatreassuringregardingthesaftty  
1SSueS．   

・   Safety in special populations 

C揖んかe〃．・  

Anumberofpreliminaryandopenstudiesincludedbothadultsandchildrenbuthavenotreported  
SyStematicallythedistinctionorprovidedtheexactnumberofchildren（≦16yrs）・Thetablebelow  
Showsthedistributjonofchildreninthosestudieswherethisdistinctionhasbeenreported．  
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Table－51；NtImberofCllildretliJ）STPdeveloT）mellIprogram   

StⅥd▼   Age（years）  NⅦmber（≦16yl・S）  

Mean（SD）  Rallge   

STICLOFr   
■STp   9．4（4．0）   3．0－16．7   21（1009・り   

■ placebo   9．2り（4．86）  3－2－20．7   NR   

STICLO－It  
1STP   9．17（3，63）  3＿7－15＿5  12（100％）   

●  pLA   8．72（4．43）  3．5－18．9   NR   

STILON   
■SM■EI   10．7（4＿9）   4－23   38（（84．〃％）   

ー pa血d句）i   22．5（l（i＿5）  4－70，3   42（51．9ウ・も）   

● 0仙er   20．4（16．3）  5－67   15（51．7％）   

STEV   6．7（5．2）   01．－20   206（ 

STICAR   

■STP   28㈹   10－63   NR   

■ PLA   50（NR）   10－70   NR   

WOW（BC276）   35（14）   13－63   NR   

Cot雨onetal   22．6（NR）   2－73   50（37％≦15ys）   

Lennox－Gastaut   8．6（NR）   1．5－22   1！）（86％）   

FarⅣell1993   12（NR）   6－16   10（100％）   

NR＝nOtrePOrted   

Only3mainstudiesincludedchildrenwithadiagnosisofSMEI（STICLOstudiesandSTILON）．Thus  
theoverallexposureinchildrenwithSMElisinabout～80patientsfor＜16years（excludingSTEV）．  

ThenumberofchildrenexposedtostiripentolappearSreaSOnableconsideringtheorphanindication，  

especiallythosewithSMEI．  
Consideringtheheterogeneityofthepatientpopulationsinpivotalstudies－rePreSentedby79patients  
（Children／adolescent）withSMEI－andinnon－pivotalstudies－475patientschildrenandadults）with  
difftrenttypesofepilepsy－，isnotpossibletoperformaformalanalysisofsafetyaccordingto  

demographicfactors．  
However，therewerenomqiorobviousdifftrencesintolerabilityprofilebetweenchildrenandadults．  
Therelativelylownumberofpatientstreated，andtheinabilitytoobtainapooledanalysisofdata，  

doesnotallowtomakeanyqualifiedstatementaboutassociationofspecificadversee脆ctswith  
SpeCificvariablessuchasage，gender，geneticbackground，typeofepilepsydisorder，COmOrbidities  
andcomedications．   

●  Safetyrelatedtodrug－druginteractionsandotherinteractions   

Stiripentolinteractswithcarbamazeplne，phenytoin，Clobazam，Clonazepam，phenobarbitalandseveral  

Otheragentsbyinl1ibitingtheCYP450enzymesystem・Theadverseeventsrelatedtotheseagentsare  
enl1anCedbystiripentolbecauseoftheelevationofplasmalevelsoftheseagents・Specincadverse  
eventshavenotbeenexaminedindetail・AsstiripentolafftctsVPAmetabolismminimallybutlimits  
formationofthehepatotoxicmetaboliteofVPA，thismaybeanadvantageforthiscombination．   

●  Discontinuationduetoadverseevents   

ThereweresignincantnumberwithdrawalsfromtheopenSTILONstudy（32．9％）forvariousreaSOnS  
and17wereduetolackofefncacy・Thismayhavebeenduetoalterationsindose（40mgn（g／dqy）or  
tothehighestdoseused（100mg此g／day）．Itshouldbeconsideredthatthesewithdrawalscameinthe  
faceofpatientsbeingrecruitedinto STILONbasedonbene重tderivedduringtheorlglnalstudy  
（STICLO，Wow，STEV or STICAR studies）．Reassuringly，deaths and adverse events did not  
dominatethenumberofwithdrawals．   

●  Postmarketingexperience（COmpaSSionateuse）   

StiripentolhasbeenglVenauthorisationfortemporaryuseinFranCeSinceJanuary2003speCificallyin  

patientswithSMEI・Thepostmarketingexposureunderthiscohortisestimatedbasedonanaverage  
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doseof1500mgSTP／day・ForTemporaryuseAuthorisation（TUA，primarilypatientswithSMEI）the  
Cumulativeestimatedtreatmentdayswere70，733inover200patients．Thecalculatedapproximate  
exposurewaslyearperpatient・Fornominative TUA（thatincludes othertypes ofepilepsy）the  
ngureswere107，801daysinabout250patients；apprOXimateexposureof14monthsperpatient．  

BetweenJan2003toJun2004（～18monthperiod），therヲWere30adverseeventsin19patientsaged  

6monthsto19yearS・Thec？mmOneStADRsweredrowslneSS，）ossofappetiteandweightJoss・Sixof  

thesewerereportedassenoヮsand13nonserious・Therehavebeen2deaths（unexpected）；One  
possibIyduringanepileptlCSelZureandsecondfo11owlngageneralisedseizure．Bothwereconsidered  
byinvestlgatOrStObecausa11yunlikelyandimprobabletoberelatedtothestudydrug．Thesubsequent  
narrativebecomesconfusingregardingseriouscasesalthoughpotentialforthrombocytopeniaexists．   

Overall，thenumberofadverseeventsreportedappearstobequitelowinproportiontotheexposure．  
The exactinf［uences determlnlng the reportmg rates are o允en undeterminab）e and spontaneous  
reportlngrateShavealwaysbeenlow．Hencethesedataforpostmarketingexperiencedonotprovide  
anygreaterreassurancethatstiripentolrisk：bene坑tisbetterthanthatnotedintherestofthedossier．   

●  Discussiononclinicalsafbty   

SMEIisaseverediseaseresistanttoallfbrmsoftreatment，therefbrethereisarealmedicalneedto  
頁ndnewAEDsabletominimizethe．numberofseizuresandconsequentlytooptlmizethepatient  
COgnitivedevelopment．  
Inspiteoftherelativelysmal1exposureandthesuboptimalqualityofadverseeventscollectionand  
reportlngmethods，OVerall，theadverseeventprofileofstiripentoldoesnot，byitself；giveriseto  
m叫OrCOnCernS．Adverseevents relatedtothe compound appeartobe common，afftctmostlythe  
CentralnervOuSSyStemandthegastrointestinaltract，andtheyareoftensevereinintensity．However，  
theyappeartobereversible，ParticularlywithadjustmentSindosageofcomedication．Infact，manyOf  
theobservedadverseef托ctsareprobablyrelatedtoelevationinserumconcentrationsofassociated  

drugs．  
Forthe5afety eva）uatior）Ofstiripentol，itisimportantto keepin mindthatthe druginhibitsthe  
CytOChromeP450isoenzyme2C9；preViousstudiesdemonstratedthatthedrugmarkedlyreducesthe  
eliminationcleararanceofseveralAEDswhichincludephenobarbital，phenytoin，Carbamazeplne；for  

Valproate stiripentolreduces the clearance ofvalproate metabolites（4－OH VPA，5－OH VPA and  
4－ene－VPA，）whilsthavingnoef龍ctonaveragevalproateconcentrations  

DataarelimitedorsometimesunclearregardingtherelatiorlShipofadverseeventswithdosage，dosing  
丘equency，dosetitrationrates，SerumStiripentOIconcentrationsandpotentialriskfactors（age，typeOf  
COmedication，COmOrbidities）．NoadequatestudieswereperfbrmedtoaddressconcernSaboutpotential  
adversee脆ctsoncognitivefunction，behaviourandpsychomotordevelopment．   

TheapplicantCOmmittedtoaddressthese deficienciesinpost－authorisationas FUM and Specinc  
ObligationsaswellasintheRiskManagementPlan・   

Pharmacovigilance  

DetaileddescriptionofthePharmacovigilancesystem   

TheCHMPconsideredthatthePhmacovigilancesystemasdescribedbythe applicantfu1創sthe  
legisiativerequlrementS・   

RiskManagemeIl‖）1am  

TheMAAsubmittedariskmanagementplan，Whichwasassessed・  
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Tablel－SUMMARYOFACTIⅥTIESINTHEEU－RW  

Proposed  Risk  

SAFETYCONCERN  ProposedpharmaCOVigiIanceactivities  mitLimisatioh  

activities   

Possible renal adverse  TreatmentwithDiacomitmustbeexcludedforpatient   
effbcts   SPC4．2and4．4  

andhepaticefftctsin  
PL 2 and 4 

humans   

Potentialforreproductive  Cautionshouldbeexercisedwhenprescribing   
toxicity   SPC  4．6  

（adolescents） and efncient methods o  PL2  

COntraCeptionshouldbeconsidered   

ADVERSEEVENTS  

AppearanCe  O  Specificattentionshouldbepaidtothegrowthratei   
gastrointestinaldisorders  Childrenundertreatmentwithstiripentolandvalproate   SPC  4．4  

L4  

FrequencyofneurologlCal  ClosemonitorlngOfdosesofdrugsfrequentlyused   
PrOblems   ithstiripentoIsuchasclobazam   SPC4，2and4．4  

L4  

Somecasesofneutropenia  lnvestigationofhaematologicalchangeS（neutropenia）  SPC 4．2 and 4．4  
Shouldbeperformedregularly   PL 4 

DRUGINTERACTION  

STP  enl1anCed  th  iazepamandchlorpromazineshouldbeaddedtothe   
myorelaxationcaused  SPC  4．5  

bydiazepam   PL2  

STPenl1anCedthecentral  
depressant ef托ct o  The enl1anCement Ofthe centraldepressant efftc   

Chlorpromazine   Shouldbedrawntotheattentionoftheprescriber．   SPC  4．5  

PL2  

Innuence  of  othe  WarmngShouldbeintroduced．Thee脆ctofothe   
antiepilepticdrugS   antlepilepticdrugSOnStiripentoIpharmacokineticsis   
On  Stiripentol  SPC  4．5  

pharmacokineticsisnot  PL2  

known   

Impact  on  STPA Warn1ng  Should  be introduced   
metabolismofmacrolides  TheimpactonSTPmetabolismofmacrolidesand   

SPC  4．5  

agents and impact OfCYP3A4andsubstratesofthesameenzyme，isno  PL2   
Of  STP  on  thei  OWn，neitheris the ef托ct of STP on thei   
metabolismarenotknown  metabolism．   

The CHMP，having considered the data submittedin the application，is ofthe oplnlOn that no  
additionalriskminimisationactivitiesarerequiredbeyondthoseincludedintheproductinformation・   

TheapplicantcommittedtoestablishanEUwidepost－marketingsurveillancestudyonsafttyissues  
includingspecificconcernSidentinedbytheCHMPasnecessarytobemonitoredi・e・failuretothrive，  
neutropeniaandhepatotoxicpotential，pSyChomotordevelopmentandbehaviour・  
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1．5  0veralIconclusionsandbenefit／riskassessment  

quality   

TherearenounresoIvedqualityissuesthatcouldhaveanegativeimpactonthebene坑t／riskbalance．   

Non－ClinicaIpharmacologyandtoxicology   

タカαr〝7αCOわ幻′  

Invitroandinvivoexperimentsdemonstratedthatstiripentolitselfhaspharmacodynamicactivity  
COnSistentwithapotentialtherapeuticefftctintheproposedapplication．Thisconsistedofinhibition  
OfglycineandGABAuptakebysynaptosomes．TheR（＋）enantiomerwasmorepotentbyafactorof  
two，  

Thishowever，isprobablyaminorcomponentoftheanticonvu1santactlVltyOfstiripentOl，Whichis  
COnSideredtoresultmainlyfromtheinl1ibitionofenzymesresponsibleforthemetabolismofexistlng  
anti－ePileptlCmedications．  

Therewerenohdingsofclinicalconcerninafu11programmeofsafetypharmacologystudies．   

タカαr∽αCO最乃eJわ∫  

TheADMEpro坑1eofstiripentolhasbeenadequatelycharacterised．  
Stereoselective processesin the GItractlead toan eru－iclment ofthe S（－）enantiomerin plasma．  

Stiripentolbothinhibits（ratbraincytochromeP450－mediatednaphthalenehydroxylaseinhibition）and  
induces（CYPIA2，3A，2C）enzymeactivity．   

Thefbwtoxicokineticdataindicatethatsafttymarginswithrespecttoadverseefftctsobservedin  
toxicitystudies arelow ornon－eXistent．Unfortunately，these arebased onCmax，therebeingno  
measurementofAUC，Nevertheless，therearenoissuesofpotentialclinicalconcern．   

ハ雨し・り／りよl・  

Afu11programme Oftoxicity studies has been submitted．The only坑ndingofpotentialclinical  
COnCernWaStheformationofhepatocellularadenomasandcarcinomasinthemousecarcinogenicity  
Study．In splte Ofthelack ofany exposure margln at the NOEL，the CHMP concluded that，  
COnSideringtherelatively weakoncogenic potentialandthe knownmechanism，tOgetherwiththe  
PrOPOSedindication，therisk：benentwasacceptablewithasuitablestatementintheSPC．   

Efficacy 

EfncacyofstiripentolhasbeenshowninspeCificcombinationwithclobazamandvalproateata且xed  
doseof50mg耽g／dayontonic－ClonicepilepsyinSMEIinasmallnumberofpatientsintwopivotal  
trials．Incrementaldoses proposed are virtually without any data．The evidence that efncacy of  
Stiripentolismaintainedinthissituationbeyond2months（longterm）isunconvincingbasedonthe  
availabledataandanalysis．TheefftctonotherfbrmsofepilepsyinSMElisunknownorhasnotbeen  
analysed．   

Thesestudieswereseriouslynawedbyfailuretotakeintoaccount，intheirdesign，theprominent  
Pharmacokineticinteractions known to occur between stiripentoland the associated antlepileptlC  
（lrugS．Mostnotably，nOattemptWaSmadetokeepcomparableconcentrationsofcomedicationsinthe  

twogroups・Therefbre，reSultsdonotallowtoexcludethattheimprovementinseizurecontrolinthe  

StlrlPentOトtreatedgroupswere，infact，purelyaconsequenceofincreasedserumlevelsofassociated  
drugS，Particularlyclobazamanditsactivemetabolitenorclobazam．  

TheSTILONstudy，Whichallowedextendedopen－1abelstlnPentOltreatmentinpatientscompletlng  
the STICLO studies（as wellas patients receiving stiripentolin otherprotocoIs）isthe only study  

PrOVidingdataonlong－temfbllow－uPinthetargetindication．Thisstudywaslessthanoptlmaldueto  
itsuncontro11eddesignandlossofaboutonethirdofpatientstofb1low－upforefncacyevaluation．  
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Overall，the adverse event proⅢe ofstiripentoldoes not，byitselfこgiverise to m句Or COnCernS・  
Adverse events relatedtothe compound appeartobe common，afftct mostlythe centralnervOuS  
SyStemandthegastrointestinaltract，andtheyareof‡ensevereinintensity・However，theyappeartobe  
reversible，particularlywitha句ustmentSindosageofco－medication．  
From the saf卸database allthe adverse reactions reportedin clinicaltrials and post－marketing  
（temporaryuseauthorisation）havebeenincludedintheSummaryOfProductCharacteristics．   

Data on safbtyissuesincluding specific concernSidentified by the CHMP as necessary to be  
monitoredi．e．fhiluretothrive，neutrOpeniaandhepatotoxicpotential，pSyChomotordevelopmentand  
behaviourwillbemonitoredinanEUwidepost－marketingsurveillancestudy．   

Havingconsideredthesafttyconcemsintheriskmanagementplan，theCHMPconsideredthatthe  
PrOpOSedactivitiesdescribedinsection3・5adequatelyaddressedthese．   

● Userconsultation   

TheresultsthereadabilitytestingperformedonDiacomitaresatisfactory・   

R由k－bene瓜tassessment   

Theefftctofstiripentolhasbeenshowninspecificcombinationwithclobazamandvalproateata  
fixed dose of50mgn（g／day ontonic－Clonic epilepsyinSMEIin two pivotaltrials．Somelimited  
evidence thatin the open phase，StiriperltOlretainsits ef托ctivenessis avai】able．Thereis some  
reassuranCealbeitlimited，Oflong－termefftctduringfo1low－uPinthetargetindication．  
However，thestudiesarelimitedinassesslngrelativecontributionofstiripentoltoseizurecontrolin  
SMEl．Inordertoaddresstheconcernthatplacebogroupreceivedsubmaximaldosesofclobazamand  
Valproateinthe STICLO studies and same e脆ct may have beenachieved by simpleincreasein  
Clobazamandvalproateconcentrations，theapplicanthasagreedtoprovideacommitmenttoconducta  
pivotalefncacystudyus1ngmaXimaltolerateddoses．Asynopsisoftheprotocolisavailableandthe  
applicantseekstoobtainscientificadviceandprotocolassistanCe丘omCHMPforsuchastudy．   

Whilstthenumberofadverseeventsreporteddonotraiseconcemoverall，Safetyofstiripentolinman  
hasbeeTldemonstratedonlyinalimitedfashion．Theapplicantonlyproposes50mgn（gdoseandthe  
higher dosesinitially proposedin the SPC have been withdrawn．The adverse events cannot be  
COrrelated with plasmalevels adequately and hence cannot be relied upon as aguidetotherapy．  
Despitethislacuna，aSthedataonthefixeddoseof50mg此g／daydonotraisem再orsafttyconcernS  
andtherefore，SafttyissuescouldbeconsideredresoIved，albeitwithlimiteddata．Thisisaddressedin  
theRiskManagementPlanandreflectedintheSPCwithappropriaterestrictions．   

The fbllow－uP meaSureS（FUMs）and speCinc obligations（SO）that the applicant committedfor，  
include：   

・A randomisedplacebo－COntrOlledtrialuslngStlrlpentOlas anadd－Ontherapyln paediatric  
patientswith Dravet’s syndrome（SMEI）not adequately controlledwith c】oba2nm and  
Valproateby2009（SO）・   

● A bioavailability study of stiripentolafter single oraladministration of two 500mg  
fbrmu】ations（CaPSu】e and sachet）in24healthy male volunteers to determinethe relative  

bioavailabilityofthestiripentoIsachetversusStiripentoIcapsuleby2007（SO），   
・A population pharmacokinetic studyin Dravet’s syndrome（SMEI）patients treatedwith  

Stiripentol，Valproateandclobazam（FUM）．   

・Anin vitro studyinvestlgatingenzymesthatcatalyse phase－1reactionsforpredictions of  

possibleefftctsofotherdrugSOnStiripentol（FUM），   

Ariskmanagementplanwasshbmitted．TheCHMP，havingconsideredthedatasubmitted，WaSOfthe  
Opln10nthatphmacovigi1anceactivitiesinadditiontotheuseofroutinepharmacovigilanCeWere  
neededtoinvestigatefurtherthefbllowlngSafbtyconcernsthrough：  
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● A closemonitoringofgastro－intestinalproblemsisneededparticuJarlywhenstlnpentOlis  
COmbinedwithvalproate．   
● AclosemonitorlngOfdosesofdrugSfiequentlyusedwithstiripentoIsuchasclobazamin  
relationtothefrequencyneurologlCalproblems・   

Inaddition，theapplicantcommittedtoestablishanEUwidepost－marketingsafbtystudytoco11ect  
dataonsafttyissuesincludingspec摘cconcernSidentifiedbytheCHMPasnecessarytobemonitored  
i・e・failuretothrive，neutrOPeniaandhepatotoxicpotential，PSyChomotordevelopmentandbehaviour．   

No additionalrisk minimisation activities were required beyond thoseincludedin the product  
infbrmation．   

TheCHMPconsiders，thatstiripentolfa11swithinthescopeofRegulation（EC）No507／2006，with  
particularreftrencetoArticle2basedonthefo1lowlnggrOunds：  
Stiripentolhasbeendesignatedasorphanmedicinalproductfbritsuseinseveremyoclonicepilepsyln  
infants（SMEI），inaccordancewithArticle30fRegulation（EC）No141／2000，OnO5December2001．  
Furthermore，SMEIisaseverediseaseresistanttoallfbrmsoftreatment，andserious1ydebilitatlng  
duetothedevelopmentofmentalretardationinallchildreninthesecondyearoflifヒ．   

TheCHMPconsiders，thatDiacomit（Stiripentol）fu1filstherequirementsofArticle40fRegulation  
（EC）No507／2006basedonthefb1lowinggrounds：   

（a）Inthetwoplacebo－COntrOlledpivotalstudies，aSignincantimprovementincontrollingtheseizure  
frequencieswasobtainedinthestlrlpentOlgrouplnCOmParisontoplacebogroup，althoughfurther  
dataareneCeSSarytObettercharaCterizetheclinicalefflcacyofstiripentolincomparisontomaximally  
safedosesofthecomedication．  

Thesafetypro創ewasconsideredacceptable．  

BasedontheCHMPreviewofdataonquality，Safヒtyandefncacy，theCHMPconsideredthatthe  
risk－bene丘t balanCe OfstiripentOl，aS de頁nedin Articlel（28a）ofDirective2001／83佗C，for the  

treatmentofseveremyoclonicepilepsyininfants（SMEI），WaSPOSitive．  
（b）Theapplicantcommittedtoprovideasaspecificobligation，theresultsofaplacebo－COntrOlled  
Clinicalstudywhere，thedosesofclobazamandvalproateareincreasedtothemaximaltoleratedlevel  
inthecontrolgroup，1nlinewiththechangesthatoccurintheactivestlrlpentOlgroup．Thestudyis  
expected to assess the comparative ef詣ct ofstiripentoIvs．placebo over12weeks．The CHMP  
COnsiders that efncacy resultsfrom this new placebo－COntrOlled clinicalstudy willprovide  
COmPrehensiveclinicaldata，inparticularabetterunderstandingoftherelativerolesofstiripentOl  
throughitsintrinsicanticonvulsantactivityorthroughitsefftctsonthemetabolismoftheaqjunctive  
treatmentwithclobazamandvalproateinSMEIpatients．Theprotocoloutlineprovidesanadequate  
descriptionoftheplannedstudy，includingthedurationoftreatment（12week）．Theprotocolwi11be  
頁nalised with the support ofthe Rapporteurs and of a Scientinc advice Procedure（protocol  
assistance）．Thefinalstudyresultsareexpectedinthe2dquarterof2009．Thus，theCHMPconsiders  
thatitislikelythattheapplicantWillbeinapositiontoprovidethecomprehensiveclinicaldata，   

（C）Among childhood epilepsies，SeVere myOClonic epilepsyininfants（SMEI）is one ofthe most  

deleteriousepilepsysyndromesreportedinthesyndromicclassincationoftheIntemationalLeague  
AgainstEpilepsy・Thestereotypedclinicalcharacteristicsandtheabsenceofanycerebrallesionmake  

SMElanosologlCal1yandaetiologlCallyhomogeneoussyndrome．Seizuresappearduringthenrstyear  
Ofliftand．allchildrendevelopmentalretardationinthesecondyearoflifb，althoughdevelopmentis  

normalbefbrethattime．Theseseizurescannevercome undercompletecontrolwithconventional  
antlepilepticdrugS・Striripentolisexpectedtoimprovethecontrolofseizuresinthesepatients．  

TherefbretheCHMPconsidersthattheunmetmedicalneedwi11befu1nlledforpatientswithSMEI．   

（d）Because seizuresinSMEInever come undercomplete controIwith conventionalantiepileptic  
drugs，theavailabilityofstiripentolisexpectedtobethelastaltemativetoimprovetheseseverely  
afftctedpatients．Thereisevidenceofe用cacyinthedataprovided，althQughtheroleofstiripentol  
needstobebetterunderstood・ThereforetheCHMPconsidersthatthebeneⅢtopublichealthofthe  
immediateavailabilityonthemarketofthemedicinalproductconcemedoutweighstheriskinherent  
inthefactthatadditionaldataarestillrequired．  
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Recommemdation   

Based on the CHMP review ofdata on quality，Safttyand efncacy，the CHMP considered by  
consensusthat the risk－benent balance ofDiacomitforusein corリunCtion with clobaLZam and  
Valproateasaqjunctivetherapyofrefractorygeneralizedtonic－Clonicseizuresinpatientswithsevere  
myoclonic epilepsyininfancy（SMEI，Dravet’s syndrome）whose seizures are not adequately  
controlledwithclobazamandvalproate，WaSfavourableandthereforerecommendedthegrantingof  
theconditionalmarketingauthorisationforDiacomit，Su句ecttothefo1lowlngSPeCificobligations：  

1・A randomised placebo－COntrOlledtrialus1ngStiripentolasan add－OntherapylnPaediatric  
patients with Dravet■s syndrome（SMEI）not adequately controlledwith clobazamand  
Valproateby2009（STP165）・   

2．A bioavailability study of stiripentola鯖er single oraladministration of two 500mg  
formulations（CaPSuleandsachet）in24healthymalevolunteersby2007（STP166）・  
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