
Fig．12．MedianperCentagereduction放ombaselineintotalseizure舟equency  
（PaIientsinStudyO22E）   
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PatierrtswhoreceivedruBnamideinbothphasesdemonstratedpreservedreductionintotalseizLUe  
丘equencyasthegroupcontinued丘omthedouble－blindphaseintotheex【ensionphase．Patientswho  
receivedplaceboduringthedouble－blindphaseandthenswitchedtoruhamideintheextensionphase  
hadareductioninseizure丘equencyoncetheystartedreceivingrufinamide．However，itshouldbe  
notedthatonly42patientscompletedthestudywhereas82patientswithdrew．Asmuchas51patients  
Withdrewduetoinsufncienttherapeutice飽ct．Itisthereforenotpossibletoconcludewhetherthere  
WaStOleranCedevelopmentduringtheextensionphase．   

Efficacyvariable2：Responsetotreatment  
Total seizures 

Theresponderratesbasedontotalseizure倉equencyareSummarizedinTable47・   

Table47．Responsetotreatmentbasedontotalseizwe負■equenCy（Patientsin  
S山dyO22E）  
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FoHy一重veperCent（45％）ofthepatientshadatleasta50％reductionintotalsei2We丘equencyduring  
thelast6monthsoftreatmenLTheperCentageOfpatientswitha50％responseduringthelast12  
mOnthswas41．0％．The50％responseratefortotalseizu柁WaS36．9％overal1．Foratleasta75％  
reductionintotalseizwes，theresponserateswerelowerbutthepattemwassimilar．Twoof122  
patients（1．6％）weresei加Ⅰ℃一打eeforthelast6monthsoftreatment．   

hsummary，thepatiehtswhoswitched舟omdouble－blindplacebotoopen－labelruhamideresponded  
totreatmentwithdecreasesinsei2mfrequency．However，Only420f124patientscompletedthe  
Study，Whereas82withdrewandofthese，51patientswithdrewduetoinsufncientthempeutice飴ct．It  
ispossibleOataproportionofthese51patientswithdrewduetotolerancedevelopmentwithreduced  
efncacy．Tbe resultsfromthe extension study do not answerthe question whether thereis  
developmentoftolerancetotheanticonvuls2Lnte飴ctofru負mideduringlong－termtreatment．   

StudiesAE／ETIEandO21AE  

Efncacydatewereobtainedduringtheopen－1abelphaseofStudiesAE侶TlandO21A．Padentswho  
hdcompletedthedouble－blindphaseofthestudieswereeligibletoparticip釦eintheEx【ensionPha光  
（395patientsweretreatedinstudyAE偲TIEand240instu4yO21AE）．  
neExtensionPha聞COnSistedof2periods：anOPen－1abelConversionPeriodandan0pen－Iabel  
Period．DuringtheConversion’Period，al1patientsreceivedrufimideaccordingtoarecornmended  
titrationschedulebasedonthedoseofstudydrug（血mideorplacebo）theyhadreceivedduringthe  
double－b血dphase．AftercompletionoftheConversionPeriod，eaChpatiententeredtheOpen－1abel  
Period．   

Thefollowingc餌cacyvariableswereidentiBedafterthestudywascompleted：   

・Variablel－TheperCentageChangeinpartialseiztm鮎quencyper28daysrelativetothebaLSeline  
Pha鍾・Tbiswasdeterminedfor2cohorts：Patients血hadreceived血mideduringboththe  
double－blindphaBie（StudyO21A）andtheExtensionPhase（021Aり，andpatierrtsYhohadreceived  

Placebodtqing也edouble－blindphaseandrufimideduringtheExtcnsionPhBLSe．   

・V4riable2－Responsetotreatment，dehedasexperiencingatleasta50％or75％reductionin  
Sei別re鮎quencyfortheoveral）sbdyperiod，thelast6months，Orthelast12monthsofthestudy．  
Thisvariablewasdeterminedfortotalsei2We鮎quency狐dfortonic－atOnicsei加refrequency．   

Ⅵ旭reSultsweresimil訂inthe2exten＄ionASOOnlystudyO21AEispresented．   

Emc8CyVariat）lel：Percentagechngeinseizure什equencyper28days  
Patientswhoreceivedplaceboduringthe core studyandthenswitchedto open－hbel血mide  
Showeddecreasesinsei2m舟equency，Which，OVerdme，becamesimi1artothoseexperiencedby  
Patientswhoreceivedbothdouble－blindandopen－1abelruBmide．  
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ELTicacyvari3bIc2：Responsetotreattnent  
Approximately22％ofthepatientsmaintainedatleasta50％reductionintotalseizure倉equency  
duringtreatmentwithruhamide．Theratewasapproximately29％forthosewhohadatleasta50％  
reductionduringthelast6or12monthsoftreatmeTrt．Foratleasta75％reductionintotalse血res，the  
responserateSWerelowerbutthepatternwaLSSimilar・Five（2・1％）patientswereseizure一打eefbrthe  
last6monthsoftreatment．  

Re叩OnSetOtreahnentbasedonp射止ia15e血refIeqⅦenCy  

R傍pOnderR山一  Period Respondd／  ％   
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50％  

75％  

Last12months  

La虞6mon血s  

100％（Seizure丘ee）0vem11  

Last12mo血s  
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In summary，aPPrOXimately halfofthe635patients who participatedinthese studies received  
rufinamideforacumulativedurationofatleast2yeaTS．Thegroupofpatientswhohadreceived  
ru負namideinthedouble－blindphaseandenteredtheExtensionPhasecontinuedtoshowreductionsin  
Seiz∬e舟equency・The group ofpatients who switched倉om double－blind placeboto open－1abel  
ruhamidequicklyrespondedwithimprovementinseiz∬efrequency，Whicheventuallymatchedthat  
attainedbyrunnamide－treatedpatients．Themedianreductioninseiz∬e舟equencydidnotdiminish  
OVertimeinthe open－labelExtension Phaseinpatients who had receivedru丘namide orplacebo  
duringthedouble－blindphase・   

・ DiscusSiononclinicale餌cacy   

Thereisasinglepivotalclinicaltrialconductedin Lennox－Gastaut syndrome（Study O22andits  
extensionO22E）．StudyO22isamulticenter，randomised，double－blind，Placebo－COntrOlled，Parallel  
Studycomparingthesafetyandemcacyofruhamideasa句unctivetherapyrelativetoplaceboin  
patientswithinadequatelycontrolledLermox－Gastautsyndrome・ThestudydesignwasinaccordanCe  
with current standards to determine efncaqy ofantiepileptic drugand designlS COmparable to  
published study design supportingthe approvaloffe1bamate，tOPlramate andlamOtrigineinthis  
indication．  
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ThediagnosisofLGSwasbasedontheInternationalLeagueAgainstEpilepsy（ILAE）andcon負rmed  
withdirect6－tO24－hourvideo－EEGrecordings．  

Thepatientpopulation，aSChosenonthebasisoftheinclusion／exclusioncriteria，WaSaPprOpriateand  

representativeofpatientswithLGS，duetothesubstantialproportionofchildrenincludedinthe  
presenttrial（morethan2／3）．   

Thepercentchangeintotalseizure倉equencyper28daysduringthedouble－blindphaserelativetothe  

baseline phase（Primary e餓cacy variablel），Showed a sigmi重cant di飽rence betweenthe two  
treatmentgroupsin血vourofruhamide（P＝0・0015）．Ru免namide－treatedpatientshada32．7％  

medianreductionand placebo－treated patients hadan11．7％medianreductionin totalseizure  
丘equency．  

TheperCentChangeintonic－atOmicseizurefrequenqyper28daysduringthedouble－blindphase  
relativetothebaselinephase，Showedasignificantdifftrencebetweenthetwotreatmentgroupsin  
免vourofrufinamide（p＜0．0001）．Ru頁nanide－treatedpatientshada42．5％medianreductionand  
Placebo－treatedpadentshadal・4％medianincreaseintonic－dtonlcsei2We倉equencyper28days・  
Theseizureseverityratingattheendofthedouble－blindphase，Showedasignificantdi飴rence  

betweenthetwotreatmentgroupsin食ⅣOurOfrufinamide（p＝0．0041）．Animprovementinseiz∬e  
SeVeritywasobservedin39（53・4％）ofthe73rufinamide－treatedpatientscomparedto19（30．6％）of  
the62placebo－treatedpatients．   

Nevertheless，therewasasystematicstrongbaselineimbalmcewithrespeCttOOneOfthetwoprlmary  
endpoints：i・e・thetotalseizu托丘equencyatbaseline・T鮎sstrongimbalanCealsooccurredforsome  
Seizure subtypeS・The ba5eline totalseiz∬e丘equency medianWaS290in patients treatedwith  
ruBnamideandonly205inpatientstreatedwithplacebo・Hence，PatientstreatedwithpIacebowere  
lesssevere atbaselinethanthosetreatedwithruhamide．ThemedianS eStimatedoverthedouble＿  

blindpedodweresimilaTbetweenthetwotreatments：i．e．204．1and205．4inthe ruhamideand  
Placebogoupsrespcctively・Thus，itcannotbeexcludedthatthetreatmente飴ctmightbeexplained  
entirely丘omthisstrongbaselineimbalanCe．  
AttherequestoftheC‡IMPfurtheranalysishavebeenperformedbytheapplicant．  
Hodges－Lehm皿neStimatorsand95％con負denceintervalsofthetreatmente飴ctforallseiz∬etypeS  
uslngPerCentChange舟ombaselineinseizure丘equency，Change倉ombaselineinseizure鮎quency，  

andpost－baseline seizure丘equency（includingbaseline sef禦陀frequency as covariate）were  

performed・Unfortunately，aSbaselineuna4justedanalysisaremlSSlng，itisnotpossibletoexcludethat  

resultsofprimaryefficacyvariablel（血eperCentChangeintotaIsei2nlre舟equenqper28daysduring  
thedouble－blindphaserelativetothebaselinephase）mightbeexplainedentirelyfromthisstrong  
baselineimbalanCe．  
Nevertheless，Primazye伍cacyvariable2（thepercentchangeintomic／atonicseiz∬e舟equencyper28  

daysduringthedouble－blindphaserelativetothe、baselinephase）（WheretherewasnoimbalanCe  
Observedatbaseline）andprinaryefficacyvariable3（也eseizureseverityratingatthe・end、Ofthe  
double－blindphase），ShowedahighlysigmiGcantdi脆rencebctweenthetwotre血IentgrOuPSin  

免ⅣOurOfru負namideonquantitativeandresponderanalysis・  
Theseresultsareconsistentandrobustasconhedbytheresultsobtainedinthesensitivityanalysis．  

ThePK－PDanalysisshowedthatreductionintotilseizure＆equency，reductionintonic－atOnicseizure  

丘equency，andimprovementinseizu托SeVe＊tywererelatedtotheru丘namideserumCOnCentratiorh  
i・e・，higherexposuretoru負namidewasrelatedtoseiz∬eimprovement．  

Children，adolescents，andadultpatientsofeithersexshowedsimilartreatmentef艶cts．  

Theopen－labelstudy（StudyO22E）showedthatthegroupofpatierrtswhoswitched＆omdouble－blind  
ru重namidetoopen－hbelruhamide continuedto respondtotreatmentwithdecreasesin sei2ure  
倉equencythatwereaslargeas，Orlarger，thantheresponsesduringdouble－blindtreatment・Thegroup  
Ofpatientswhoswitched舟omdouble－blindplacebotoopen－1abelrufinamidequicklyrespondedto  
treatment withmarked decreasesin seizure丘equency・Asopen－1abeltreatment continued，these  
Patientseventuallyattainedlevelsofseizurereductionthatwerecomp訂abletothoseinpatientswho  

hadreceivedbothdouble－blindandopen－labelru重nanide．  

37／55  ◎EM∈A2007   



AsatisfhctorymaintenanCeOfe飴ctwasseenatmorethan18months，WithoutanyObviousslgnOf  
tolerance．Howeverlong－term e用cacy and absence of toleranCe have not been demonstrated  
COnvinclngly．AstatementhasbeenincludedintheSPC・   

Ru頁namideshowedamoderatee疏cacyonpartialseizuresinadultsandadolescentsasa嘩unctive  
therapy（StudiesAE／PT2，AE偲Tland O21A）and as monotherapy ofsubstitutionin adultsand  
adolescents（StudiesO16andO38），butnotinchildrenwithrefractorypartialseizures（StudyO21P）・In  
addition，there was no signincant e疏cacyfound on partialseiz∬eSin adults as monotherapy  
comparinghighversuslowdoses，aSWe11asinprimarygeneralizedepilepsyinadultsandchildren  
over4years（StudyO18），andtheefftctonassociaIedseizuretypes，absenceandmyoclonicseiz∬eS，  
wasinfbriorto placebo．Itistruethatthispopulationincludedwasverysmal1fortheseseizwetypes，  
andsubject・tOhighindividual▲Variations・Thus，StudyO18fhiledtobringsupportivenotionofe疏cacy  
ingeneralizedsyndromes・Noantlepilepticmechanismisknownforru血amidethatcodldexplaina  
bettere飴ctofru負namideinLGSthaninthemqiortypesofepilepsy．Tbiswasaconcemforthe  
externalvalidityofe餓cacy．  
Therefore，furtherinLbrmationwasrequestedbytheCHMPincludingdataabouttitration，maintenanCe  
dose，dose－reSpOnSerelationship，pharmaCOkineticsandshorttermsafttyinthesesupportivestudies・  
Intheresponseby the applicant，OVeralltheefncacy ofru血amide asanantiepileptic drugi畠  
supportedbythreepositivetrialsinadultswithpartialseiz∬eSinwhichsigmiBcantdi飴rencesin  
seizwe丘equencywereseenversusplacebo・ThetrialinpaediatricpatientswithpartialseizⅣeSdid  
not meet the pnmary efncacy endpoints・Howeveちthe responder rate approached signincanCe  
（p＝0．0596）・  

h patients withprimary generalized seiz∬eSru血amide emcacy has not been demonstrated・  
Nevertheless，relativelylowru丘namidedose（800mgAay）havebeenused・Thusthesedatagivesome  
reassuranCefbrtheextemalvalidityoftheresults・   

Clhiealsafb呼   

Thepopulationofallpatientswithepilepsywhohavereceivedatleastldoseofrufinamidein  
controlledoropen－1abelclinicalstudyorinanOpen－1abelextensionincludesatotalofl，978patients・  
Inadditiontosafetydocumentationforal1patientswithepilepsy，theapplicanthassubmittedanalyses  
of di飴rent subpopulations ofpatients who haNe been exposed toru負namide・The di飴rent  
subpopulationsforwhichsafttydatahavebeenprovidedarelistedbelow：  

・Double－blind，a句umCtivether叩y StudyinLGS：Thispopulationincludesal1patientswho  
receivedatleastldoseofrufinamideorplacebointhepivotalstudy，StudyO22（N＝74  
ruhamide－treatedpatientsandN＝64placebo－treatedpatients）・  

・DoubIe－blind，a4junctivetherapystudyinLGS（Withopen－1abelextension）：Thispopulation  
includesa11patientswhol）receiveddouble－blindrufinamideinthepivotalstudy，StudyO22，  
anddidnotentertheExtensionPhaLSe（StudyO22E），2）receiveddouble－blindrufinamidein  
StudyO22，enteredtheExtensionPhase，andreceivedatleastldoseofopen－1al）elruhamide；  
and3）receiveddouble－blindplaceboinStudyO22，enteredtheExtensionphase，andreceived  
atleastldosモOfopen－1abelrufinamideP＝135rufinanide－treatedpatients）・Dataobtained  
onlywhilepatlentSWerereCelVlngru丘namideareincludedinthispool・  

● Double－blindstudiesinpaediatricpatients：Thispopulationincludesallpatientswhoreceived  
atleastldoseofru負namideorplaceboandeitherwereenrolledindouble－blind   

StudyO21P（Paediatricpatientsonly）orwere≦16yearsoldanderu．o11edinanOther double－blind   
studyin epilepsy，includingthe LGS study（N＝212ru血amide－treated patientsand N＝197   
Placebo－treatedpatients）：●  

・Double－blind，aqunCtivetherapystudyinpaediatricpatients（with0pen－1abelextension）：   
Thispopulationincludesallpatientsintheprecedingpopulationwhol）receiveddouble－blind   
ru負namideonly，2）receiveddouble－blindru丘namide，enteredanExtensionPhase，andreceivedat   
leastldoseofopen－1abelru頁namide；肌d3）receiveddouble－blindplacebo，enteredanExtension  
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Phase，andreceivedatleastldoseofopen－1abelru負namide（N＝391ru重namide－treatedpatients）．   
DataobtainedonlywhilepatientswererecelVlngru血amideareincludedinthispool．  

・Alltreatedpatientswithepilepsy（double－blindstudies）：Thispopulationincludesal1patients  
with epilepsywho received atleastldose ofstudydruginadouble－blindclinicalstudy  
（N＝1，240ru負namide－treatedpatientsandN＝635plaCebo－treatedpatients）．  

● Al1treatedpatients withepilepsy：Thispopulationincludesallpatierrtswithepilepsy who  
receivedatleastldoseofruhamideinacontrolledoropen－1曲elclinicalstudyorinan  
Open－1al）elextension（N＝1，978ru丘namide－treatedpatients）・DataobtainedonlywPilepatients  
WerereCelVlngru瓜namideaqeincludedinthispool．   

Thenumberofpatientsineachanalysispopulation，bystudyissummarisedinthetablebelow．The  
largestpopuIation，“AlltreaIedpatientswithepilepsy’’，included atotalofl，97＄patients・Inthis  
assessmentreport，focusisonthetwolaTgeStSafetypopulations，“A11treatedpatientswithepilepsy  
（double－blindstudies）”【n＝1875］and“Alltreatedpatientswithepilepsy’’【n＝1978］．   
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Thefo1lowlngtablesummarizesthedemographiccharacteristicsofal1treatedpatientswithepilepsy．  
Approximatelyhalfofthel，978patientsexposedtoru負namideweremales．Themeanagewas31．3  
years，and77．6％ofthepatientswerebetweentheagesof17and64years．ThemeanWeightwas66．8  
kg，and78．4％ofthepatientsweighedmorethan50kg．  

Table．Patientdemographicsforal1treatedpatientswithepilepsy（n＝1，978）．  
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● Patientexposure  
Theextentofexposuretostudydrugfbrallrufinamide－treatedpatientswithepilepsylSSummarized  
by mediandai1y dosein Table50・Mediandoses werelessthan1，60O mg／day fbr939（47・5％）  
patients，1，600tolessthan2，400mg／dayfor381（19・3％）patients，2，400to3，200mg／dayfor598  
（30．2％）patients，andmorethan3，200mg／dayfor60（3・0％）patients・Thedurationofexposureto  
thesemediandai1ydosesranged舟omlessthanlmonthto4yearsormore．Morethanhalfofthe939  
Patientswithmediandosesoflessthan1，600mg／dayweretreatedforatleast6months・Morethan  
halfofthel，039patientswithmediandosesofl，600mg／dayormoreweretreatedforatleast12  
months．   

Table．Durationofexposuretoruhamidebymediandai1ydoseinmg／day  
（Alltreatedpatientswithepilepsy）  
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● Adverseevents  

Eventsthatwereexpectedduetothetrialindication（SuChassei2WeSinpatientswithepilepsy）were  
nottreatedasadverse events orserious adverse events，un1essthe eventrepresentedasigni缶cant  
WOrSeningofthesymptom（e・g．，neWSei2WetyPe，Clinlcal）ysignificantincreaseinseiz∬eSeVerity，  
StatuSePilepticusOrhospitalization，etC．）．Theinvestigatorswerei鮎truCtedtorecordadverseevents  
uslngStandardmedicalterminology．FortheCSRs，thespec摘ctermsthattheinvestigatorsrecorded  
WereCOdedtoPreferredTermsusingtheMedicalDictionaryforRegulatoryActivities（MedDRA），  
Vcrsion6．0．Tomaizrtainconsistencyinterminologyforthissafbtysummary，al1investigatorterms  
舟omal1stt）dieswererecodedusingMedDRA．   

Adverseeventsdatawerepooledusingtheanaly畠ispopulationsdc丘nedinSectionIV．1   

Anoverview ofalladverse events，deaths，Serious adverse events，and adverseeventsleadingto  
discontinuationoftherapylSPreSentedinthenexttd）1e．   

Table．0vervicwofadverseevents，deaths，nOn－fhtalseri0usadverseevents，andadverseevents  
leadingtodiscontinuationoftherapy   
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TheadverseeventswhichoccurredinmorethanlO％ofthepatientsaredisplayedbyseverityinthe  
tablebelow．Themostcommonadverseeventswereheadache（22．9％forrufinamidevs．18．9％fbr  
Placebo），dizziness（15．5％vs．9・4％），fhtigue（13・6％vs・9・0％），SOmnOlence（11・8％vs・9・1％）and  
nausea（11．4％vs．7・6％）・  

Table・Number（％）ofpatientswithadverseVentSbypreferredterm（10％ofgreaterforeither  
treatmentgroup）byseverity．A11treatedpatlentSWithepilepsy，double－blindstudies）   
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TheanalysisofincidenceofadverseeventsthatoccurredinlO％ormoreoftheru丘namide－treated  
patientsshowsageneraltendencyforanincreasedincidencewithincreasingdose・   

Asafttyr9Viewofeyedisordersshowsthatsucheventswerereportedin18，7％ofal1patientswho  
received atleastldose ofru缶namide．TYIe mOSt COmmOnly occumng eye disorders were  
diplopia（8，9％），visionblurred（6％）andvisualdisturbanCeamOngalltreatedpatientsTherateofeye  
disorderbasedonpatientぅ√earS OfexposuretOru負namidewashigherinadultsthaninpaediatric  
patientsorpatientswithLGS・Astherewasahigherincidenceofdiplopiaandblurredvisioninthe  
ru丘namidegroupcomparedtoplaceboincontrolledclinicalstudiesandastheoccurrenceofdiplopla  
andothereyedisordersarecommonwithAEDs，these丘ndingsarementionedintheSPC（SeCtion4・8）   

● Seri0usadverseevenudeaths／othersigni坑cantevents  
加〟占Je一朗加d（坤∽CJ涙J如r嘩り′∫Jゆ如上Gざ仲ゆ02み函＝ノj阜7  

InthepivotalstudyinLGS，three（4・1％）rufinamide－treatedpatientsexperiencedatotalof5serious  
adverseevents，and2（3．1％）placebo－treatedpatientsexperiencedatotalof2seriousadverseevents・  
Seri0usadverseeventsledtodiscontinuationoftreatmentinlpatient，Whowasintherufinamide  
groupandhadseriousadverseeventsofvomiting，fhtigue，andrash・  

NopatientineithertreatmenIgroupdiedduringorwithin30daysofdiscontinulngtreatmentinthe  
double－blindLGSstudy（StudyO22）・  

」JJ加αJedpαJjle醸罰軌甲fJ甲町（tわ〟純一占〃〝d∫わ此ガビガ函＝ノβ7〃  
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Seventy－eight（6・3％）ru鮎amide－treatedpatientsexperiencedatotalof98seri0usadverseevents，and  

25（3・9％）placeboJreated patients experienced atotalof28serious adverse events．The most  
＆equentlyreportedseriouseventsintheru血肌idegroupwererelatedtogeneraldisorders，eye  

disordersandepilepsy・Fatiguewasreportedfor6patients（0．5％）intheru血amidegroupsversus0  

intheplacebogroup・Convu1sionwasreportedfor7patients（0・6％）intheactivegroupsvs．4（0．6％）  

intheplacebogroup・StatusepilepticusWaSrepOrtedfor4（0．3％）intheactivegroupvs．Ointhe  

placebo伊Oup．  

Twenty－threeseriousadverseeventsintherufinamidegroupand7seri0usadverseeventsinthe  

placebogroupledtodiscontinuationoftreatment．   

d〟加戯画地物畑両地甲殉叩小＝ノタ7即  
Twohundred sixty－One（13・2％）patientsexperienced atotalof327serious adverse everrts．The  
estimatedexposuretoru蝕amideinthispopulationwas2，552・96patient－yearS・Therateofseri0us  

adverseeventswasthereforelO・22perlOOpatient－yea円・Themost負・equentlyreportedseriousevents  

withru血amidewererelatedtoepilepsy：COnvulsion（43patients），StatusePilepticus（19patients），  

grand malconvu1sion（11patients），partialseizu代Swith secondary generalization（ipatients），  

COmplexpartialse血res（4patients），ePilepsy（4patients），andpartialseizures（1patient）．Themost  

舟equer）tlyoccurringnon－ePilepsyrelatedseri0usadverseeventswithru血amidewerepneumOnia（15  

patients）Land vomiting（11patients）．FiRy－three serious adverse eventsledto discontinuationof  
打e血ent．  

♪g劇場∫  

Twenty－tWOPatients（18whoreceivedru血amideand4whoreceivedplacebo）diedduringoneofthe  
Climicalstudiesorwithin30dqysaRerrecelVlngthelastdoseofstudydruginoneofthestudies．Six  
patients（2whoreceivedruhBLmideand4whoreceivedplacebo）diedduringdouble－blindstudies，  

and16diedwhiletakingru点namideduringopen－labelstudiesoropenlabelextensionstudies．Foral1  

treatedpatientswithepilepsy，therateofdeathswasO・71perlOOpatient－yearSOfexposureto  

ruhamide・TherateswereO・69perlOOpatierrt－yea指Ofexpostqetorufinamideand2・67perlOO  
Patient－yearSOfexpostuetoplaceboforallpadentswithepilepsywhoreceivedstudydrugindouble－  

blindstudies．  
0nlyldeathwassuspectedbytheinvestigatorsofbeingrelatedtostuqydrug：Cardiacarrestin  
PatientsOOOl－03008（StudyAE／ETl）whoreceivedplacebo．  
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TheapplicanthasreviewedallavailableinformationconcemlngeaChofthedeathstodeteminewhich  

representedsuddendeaths，i・e・，deathswithoutanyObviousCauSe（exceptforseizwes），regardlessof  

theinvestigators’termsforcauseofdeath・Eightdeathsamongru血amide－treatedpatients，allduring  

OPen－1abel・treatnent，andthefourdeathsamOngPlacebotreatedpatientswereconsideredsudden  
deaths・Alldeathsintheruhamide－treatedpatientswereconsiderednotrelatedtoru負namide．  

● Discontinuationduetoadverseevents  
Inthedouble－blindstudies，discontinuationsduetoadverseeventsoccurredinhigherpercentagesof  

ruhanide－patients（approximately7％to8％）thanplacebo－treated patients（0％to4．3％）．  

Discontinuation早Were mOre鮎quent（approximately13％）withlonger duration ofru負namide  
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exposure asinthe open－1abelextensions，Ofthel，978patientswithreceived atleastldose of  
runnamide，13Ll％discontinuedtreatmentbecauseofadverseeventswiththemostcorrmonevents  
beingねtigue，headache，nauSea，anddizziness・Thereasonsfordiscontinua‡ionsduetoadverseevents  
arereviewedbelowfbrthepivotalstudyO22，al1double－blindstudies，andfora11treatedpatientswith  
epilepsy．   

Do11t）1e－bLind，adjunctivetherapysttldyiJ）LGS，PivotalstudyO22  

Six（8．1％）rufinamide－treatedpatientsandnoplacebo－treatedpatientsdiscontinuedstudydrugduring  
thedouble－blindstudyinLGSduetoadverseevents．Theeventsleadingtodiscontinuationofmore  
thanlpatientwerevomiting（3patients），SOmnOlence（2patients），andrash（2patients）．Nopatient  
hadlal）OratOryabnormalitiesasapnmaryreasonfordiscontinuation．  
Nopatientdiscontinuedintheplacebogroup・   

Al1treatedpatientswithepiIepsy（dotIble－blindstudies）  
Inthepopulationofallpatientswithepilepsy．whoreceivedstudydrugindouble－blindstudies，  
100（8．1％）ofl，240rufinamide－treated patientsand27（43％）of635placebo－treated patients  
discontinued treatment due to adverse events．No adverse event was cited as a reason for  
discontinuation of more than1・8％of the patients・The events most 丘equentlyleading to  
discontinuation ofru丘namide were dizziness（22patients），fhtigue（20patients），headache（14  
patients），nauSea（13patients），anddiplopia（12patients）・Rぉhwasthecauseofdiscontinuationfor6  
（0．5％）ru血amide－treatedpatientsandl（0．2％）placebo－treatedpatient．   

Thefo1lowingtabledisplaystheadverseeventsleadingtothediscontinuationofmorethan1patientin  
eithertreatmentgroup：   

Table．Adverseeventsleadingtodiscontinuationofmorethan1patientpertreatmentgroup（All  
treatedpatientswithepilepsy，double－blindstudies）  
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