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EmeaeyYariable2：Respomsetotreatment  
Approximately22％ofthepatientsmaintainedatleasta50％reductionintotalseizure丘equency  
duringtreatmentwithrunnamide．Theratewasapproximately29％forthosewhohadatleasta50％  
reductionduringthelast60r12monthsoftreatment．Foratleasta75％reductionintotalseizures，the  
responserateswerelowerbutthepattemwassimilar．Five（2．1％）patientswereseizwe一正eefbrthe  
last6monthsoftreatment．  

RespotLSetOtreatmentbasedonpartialseizurc什eqllenCy  

Re＄POnderRate  Period  Responded／  ％  

Treated  Respomse  

50％  Overall 

Last12months  

Last6months  

Overall  

53／238  22，3  

69／238  29．0  

70／238  29．4  

18／238  7．6  

35／238  14．7  

42／23＆  17．6  

2／23S  O．8  

4／238  1．7  

5／238  2．1  

75％  

Last12months  

Last6monl．hs  

lOO％（Seizu∫efree）Overal1  

Last12months  

Last（imonths  

ln summary，aPPrOXimately halfofthe635patients who participatedin these studies received  
ru坑namideforacumulativedurationofatleast2years．Thegroupofpatientswhohadreceived  
rufinamideinthedouble－blindphaseandenteredtheExtensionPhasecontinuedtoshowreductions・in  
Seizurefrequency・The group ofpatients who switched fiom double－blind placebo to open－1abel  
rufinamidequicklyrespondedwithimprovementinseizure丘equency，Whicheventuallymatchedthat  
attainedbyrufinamide－treatedpatients・Themedianreductioninseizure丘equencydidnotdiminish  
OVertimeintheopen－1abelExtensionPhaseinpatientswhohadreceivedru窮namideorplacebo  
duringthedouble－blindphase．   

● DiscusSiononclinicalefficacy  

There 

． 

Studycomparingthesafbtyandefncacyofru茄namideasaqiunctivetherapyrelativetoplaceboin  
PatientswithinadequatelycontrolledLennox－Gastautsyndrome．Thestudydesignwasinaccordance  

with current standards to determine efncacy ofantiepileptic drug and designis comparable to  
published study design supporting the appfOValoffelbamate，tOplramateandlamOtrlglnein this  
indication．  
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ThediagnosisofLGSwasbasedontheInternationalLeagueAgainstEpilepsy（ILAE）andconfirmed  
Withdirect6－tO24－hourvideo－EEGrecordings．  

Thepatientpopulation，aSChosenonthebasisoftheir）Clusionhxclusioncriteria，WaSaPPrOPrlateand  
representative ofpatients with LGS，duetothe substantialproportion ofchildrenincludedinthe  
PreSenttrial（morethan2／3）．   

Thepercentchangeintotalseizurefrequencyper28daysduringthedouble－blindphaserelativetothe  
base）ine phase（Primary efficacy variablel），Showed a sign摘cant dif托rence betweenthe two  
treatmentgroupsinfhvour ofru丘namide（P＝0．0015）．Ru頁namide－treated patientshad a32．7％  
medianreduction and placebo－treated patients hadan11．7％medianreductionin totalseizure  
丘equency．  

The percent changein tonic－atOnic seizure丘equency per28days duringthe double－blind phase  
re）ativetothebaselinephase，Showedasigni重cantdi脆rencebetweenthetwotreatmentgroupsin  
favourofrufinamide（p＜0・0001）．Ru重namide－treatedpatientshada42．5％medianreductionand  

Placebo－treatedpatientshadal・4％medianincreaseintonic－atOnicseizure舟equencyper28days．  
The seizure severityratlng atthe end ofthedouble－blindphase，Showed a sigrlincantdi飴rence  
betweenthetwotreatmentgroupsinfhvourofruhamide（P＝0．0041）．Animprovementinseizure  
SeVerityWaSObservedin39（53・4％）ofthe73ru丘namide－treatedpatientscomparedto19（30．6％）of  
the62placebo－treatedpatients，   

Nevertheless，therewasasystematicstrongbaselineimbalancewithrespecttooneofthetwopnmary  
endpoints：i．e．thetotalseizure付equencyatbaseline．Thisstrongimbalancealsooccurredforsome  
Seizure subtypeS．The baseline totalseizurefrequency median was290in patients treatedwith  
ru丘namideandonly205inpatientstreatedwithplacebo．Hence，patientstreatedwithplacebowere  
less severe atbaseline than thosetreatedwithrufinamide．The medianS eStimated overthe double－  

blindperiod were similar betweenthe two treatments：i．e．204．1and205．4intherufinamideand  
placebogroupsrespectively・Thus，itcannOtbeexcludedthatthetreatmenteffectmightbeexplained  

entirely丘omthisstrongbaselineimbalanCe．  

AttherequestoftheCHMPfurtheranalysishavebeenperformedbytheapplicant．  
Hodges－LelmanneStimatorsand95％confidenceintervalsofthetreatmentefftctforallseizuretypes  
us1ngperCentChangeffombaselineinseizure丘equency，Change舟ombaselineinseizure丘equency，  
and post－baseline seiz∬e 丘equency（including baseline seizure frequency as covariate）were  
Perfbrmed・Unfbrtunately，aSbaselineuna句ustedanalysisaremisslng，itisnotpossibletoexcludethat  

resultsofprimazye用cacyvariablel（thepercentchangeintotaJseizure打equencyper28daysduring  
thedouble－blindphaserelativetothebaselinephase）mightbeexplainedentirelyfromthisstrong  
baselineimbalanCe．  

Nevertheless，Primaryefncacyvariable2（thepercentchangeintonic血tonicseiz∬e舟equencyper28  
daysduringthe double－blind phase relativetothebaselinephase）（wheretherewasnoimbalance  

Observedatbaseline）andprimaryefncacyvariable3（theseizureseverityratingattheendofthe  
double－blindphase），Showed ahigh1y sign摘cant difftrence betweenthe twotreatment groupsin  
favourofru丘namideonquantitativeandresponderanalysIS．  
Theseresultsareconsistentandrobustasconfirmedbytheresultsobtainedinthesensitivityanalysis．   

ThePK－PDanalysisshowedthatreductionintotalseizurefrequency，reductionintonic－atOnicseizure  

丘equency，andimprovementinseizureseveritywererelatedtotherunnaLmideserumCOnCentration，  

i．e．，higherexposuretoru頁namidewasrelatedtoseiz∬eimprovement．  

Children，adolescents，andadultpatientsofeithersexshowedsimi1artreatmentefftcts．  

Theopen－1abelstudy（StudyO22E）showedthatthegroupofpatientswhoswitchedfromdouble－blind  

runnamide to open－1abelrunnamide continued to respond to treatmentwith decreasesin seizure  
frequencythatwereaslargeaS，Orlarger，thantheresponsesduringdouble－blindtreatment・Thegroup  
Ofpatientswhoswitchedftomdouble－bljndplacebotoopen－1abeJruhamidequick】yrespondedto  
treatmentwith marked decreasesin seizure丘equency．Asopen－1abeltreatment continued，these  
patientseventuallyattainedlevelsofseizurereductionthatwerecomparabletothoseinpatientswho  
hadreceivedbothdouble－blindandopen－1abelrunnamide．  
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AsatisfactorymaintenanCeOfe脆ctwasseenatmorethan18months，WithoutanyobviousslgnOf  
tolerance．Howeverlong－term efncacyand absence of tolerance have not been demonstrated  
COnVincingly．AstatementhasbeenincludedintheSPC．   

Rufinamideshowedamoderateefncacyonpaltialseizuresinadultsandadolescentsasa句unCtive  
therapy（Studies．AE／PT2，AErETland O21A）and as monotherapy ofsubstitutionin adults and  
adolescents（StudiesO16andO38），butnotinchildrenwithre駐actorypartialseizures（StudyO21P）．ln  
addition，there was no significant efncacyfound on partialseizwesin adults as monotherapy  
COmParinghighversuslowdoses，aSWellasinprimarygeneralizedepilepsyinadultsandchildren  
OVer4years（StudyO18），andthee飴ctonassociatedseizuretypeS，absenceandmyocIorticseizures，  

WaSinftriorto placebo．1tistruethatthispopulationincludedwasverysmal1fortheseselZ∬etyPeS，  
andsubjecttohighindividualvariations．Thus，StudyO18failedtobringsupportivenotionofefncacy  
ingeneralizedsyndromes．Noantiepilepticmechanismisknownfbrrufinamidethatcouldexplaina  
betterefftctofru血amideinLGSthaninthem年iortypeSOfepilepsy．Thiswasaconcemfbrthe  
extemalvalidityofe伍cacy．  
Therefore，furtherinformationwasrequestedbytheCHMPincludingdataabouttitration，maintenanCe  
dose，dose－reSpOnSerelationship，Pharmacokineticsandshorttermsafetyinthesesupportivestudies．  
In the response bythe applicant，OVerallthe efhcacy ofru丘namide as anantiepileptic druglS  
SuPpOrtedbythreepositivetrialsin adultswithpartialseiz∬eSinwhichsignificantdif托rencesin  
Seizure丘equencywereseenversusplacebo．Thetrialinpaediatricpatientswithpartialseizuresdid  
not meet the prlmary efncacy endpoints．However，the responder rate approached sign摘canCe  
（p＝0．0596）．  

In patients with primary generalized seizuresrufinamide efficacy has not been demonstrated．  
Nevertheless，relativelylowru丘namidedose（800mgnay）havebeenused．Thusthesedatagivesome  
reassuranCefortheextemalvalidityoftheresults．   

Cli血icalsa鮎け   

Thepopulationofal1patientswithepilepsywhohavereceivedatleastldoseofru重namideina  
COntrOlledoropen－1abelclinicalstudyorinanopen－1abelextensionincludesatotalofl，978patients・  

Inadditiontosafbtydocumentationfbrallpatientswithepilepsy，theapplicanthassubmittedanalyses  
Of diffbrent subpopulations of patients who have been exposed toru鮎amide．The difftrent  
Subpopulationsforwhichsaf己tydatahavebeenprovidedarelistedbelow：  

● Double－blind，a4junCtivetherapystudyinLGS：Thispopulationincludesallpatientswho  
receivedatleastldoseofrufinamideorplacebointhepivotalstudy，StudyO22（N＝74  
ru重namide－treatedpatientsandN＝64placebo－treatedpatients）・  

● Double二blind，a4iunctivetherapystudyinLGS（Withopen－1abelextension）：Thispopulation  
includesallpatientswhol）receiveddouble－blindrunnamideinthepivotalstudy，StudyO22，  
anddidnotentertheExtensionPhase（StudyO22E），2）receiveddouble－blindru重namidein  
StudyO22，enteredtheExtensionPhase，andreceivedatleastldoseofopen－1abelru頁namide；  
and3）receiveddouble－blindplaceboinStudyO22，enteredtheExtensionphase，andreceived  
atleastldoseofopen－1abelru貞namide（N＝135ru蔦namide－treatedpatients）．Dataobtained  
OnlywhilepatientswererecelVlngrufinamideareincludedinthispool．  

● Double－blindstudiesinpaediatricpatients：Thispopulationincludesallpatientswhoreceived  
atleastldoseofru茄namideorplaceboandeitherwereenrolledindouble－blind   
StudyO21P（paediatricpatientsonly）orwere≦16yearsoldandenrolledinanOther double－blind   
Studyin epilepsy，including the LGS study（N＝212runnamide－treated patients and N＝197   
Placebo－treatedpatients）．■●  

● Double－blind，aqjunctivetherapystudyinpaediatricpatients（Withopen－1abelextepsion）：   
Thispopulationincludesallpatientsintheprecedingpopulationwhol）receiveddouble－blind   

ru重namideonly，2）receiveddouble－blindruhamide，enteredanExtensionPhase，andreceivedat   
leastldoseofopen－1abelru茄namide；aJld3）receiveddouble－blindplacebo，enteredanExtension  
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Phase，andreceivedatleastldoseofopen－1abelru重namide（N＝391rufinamide－treatedpatients）．   
DataobtainedonlywhilepatientswererecelVlngrufinamideareincludedinthispool．  

● Alltreatedpatientswithepilepsy（double－blindstudies）＝Thispopulationincludesallpatients  
with epilepsy who received atleastldose ofstudy drugln adouble－blindclinicalstudy  
（N＝1，240rufinamide－treatedpatientsandN＝635placebo－treatedpatients）．  

● Alltreatedpatientswithepilepsy：Thispopulationincludesa11patientswithepilepsywho  
receivedatleastldoseofrufinamideinacontrolledoropen－1abelclinicalstudyorinan  
Open－1abelextension（N＝1，978runnamide－treatedpatients）・Dataobtainedonlywhilepatients  
WerereCelVlngrufinamideareincludedinthispool．   

ThenumberofpatientsineachanalysISPOpulation，bystudyissummarisedinthetablebelow．The  
largestpopulation，“Alltreated patientswith epilepsy’’，includedatotalofl，978patients．Inthis  
assessmentreport，focusisonthetwolargestsafttypopulations，‘‘Alltreatedpatientswithepilepsy  
（double－blindstudies）”【n＝1875］and“Alltreatedpatientswithepilepsy”【n＝1978］．   

TabIe・Numberofpatientsineachanal）？1SPOpulation，bystudy  
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Thefo1lowingtablesummarizesthedemographiccharaCteristicsofal1treatedpatientswithepilepsy・  
Approximatelyhalfofthel，978patientsexposedtoru蝕amideweremales・ThemeanageWaS31・3  
years，and77・6％ofthepatientswerebetweentheagesof17and64years・Themeanweightwas66・8  
kg，and78・4％ofthepatientsweighedmorethan50kg・  

Table．Patientdemographicsforal1treatedpatientswithepilepsy（n＝1，978）・  
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● Patientexposure  
Theexterrtofexposuretostudydrugforal1rufinamide－treatedpatientswithepilepsylSSummarized  
bymediandailydoseinTable50・Mediandoseswerelessthan1，600mg／dayfor939（47・5％）  
patients，1，600tolessthan2，400mg／dayfor381（19・3％）patients，2，400to3，200mg／dayfor598  
（30．2％）patients，andmorethan3，200mg／dayfor60（3・0％）patients・Thedurationofexposureto  
thesemediandailydosesranged舟omlessthanlmonthto4yearsormore・Morethanhalfofthe939  
patientswithmediandosesoflessthanl，600mg／dayweretreatedforatleast6months・Morethan  
halfofthel，039patientswithmediandosesofl，600mg／dayormoreweretreatedfbratleast12  
months．   

Table．Durationofexposuretoru鎖namidebymediandailydoseinmg／day  
（Alltreatedpatientswithepilepsy）  
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● Adverseevents  

Eventsthatwereexpectedduetothetrialindication（SuChasseizuresinpatientswithepilepsy）were  
nottreatedas adverseevents orseriousadverseevents，unlesstheeventrepresentedasign沌cant  
WOrSeningofthesymptom（e・g・，neWSeizuretype，Clinical1ysign沌cantincreaseinseizureseverity，  

StatuSepilepticusorhospitalization，etC．）．TheinvestigatorswereinstruCtedtorecordadverseevents  
11SlngStandardmedicalterminology，FortheCSRs，thespec摘ctermsthattheinvestigatorsrecorded  
WereCOdedtoPrefbrredTermミuSingtheMedicalDictionaryforRegulatoryActivities（MedDRA），  

Version6．0．TomaintainconsIStenCyinterminologyfbrthissafヒtysummary，a11investigatorterms  
什omallstudieswererecodedusingMedDRA．   

AdverseeventsdatawerepooledusingtheanalysISpOpulationsde缶nedinSectionlV．1   

An overview ofalladverse events，deaths，Serious adverse events，and adverse eventsleadingto  
discontinuationoftherapylSpreSentedinthenexttable・   

Table．Overviewofadverseevents，deaths，nOn－fatalseriousadverseevents，andadverseevents  

leading to discontinuation oftherapy 

AⅡ如ild  
pi触れ払   

wi血  

モ画王甲Sy   

Rロー  

騨＝l那町  

加血k－b血撼，  

a嘩W伽亡血dァh  
LGS  

RUF  アu  

（ヽ＝丁ヰ）  騨＝糾）  

DoⅦbkblhd3比丘k靂in   

匹血融和押血蛸   

RCF rLA  
鱒ヱlユ）  P声1タ勺  

Dotbl山仙血hludiesiユ  

ー■蝕鳳b血ep叫野   

R訂r  ℡LA  

（N＝l珊 （用句  

朗（8l－1） 52（81・3）177（g3－5）147（了4・句  975P‡一句  497（7＄一3）  

】糾（31＿‡） 240（37＿‡）  

ヰ上は（3占－1） 1卵（31一三）  

lj∋（10一っ  5暮伊．1）  

2（0・2）  ヰ鱒．呵  

1，了61（89・0）  

4随（23．句  
悪糾（ヰ4・乃  

ヰ11（20・8）   

1g（0一夕）  

A町■血耶亡亡Wn‡   

瓦Ia血甘皿潰丁打i巧・   

旭丘   

h・t血k   

Sev椚  

Dea血s  

1了（35▲0） 31（48－り  

33（ヰl一句 15（2i一句  
10（1j一句  6（9・4）  

0  0  

65（30，了） ‡2（ヰ1．8）  

9写草3＿9） 52（ユβ．4）  

19伊・0） l】（6一句  

O  l（8＿5）  

5（ヰー1）  ヱ（3．1）  16（十5） ll（5．句  7g（6．3）  25（】■9） 2引（13．2）  AnYnOn一血hl  

sd0115且dvモーSモ  

ーⅤ亡泣暮  

Advモ【蚤亡eヽ・亡nl  

lel血gto  

dis亡On血Ⅶado孤  

15（7．1）   ヰロー0）  1抑（8．1）  27（4＿3）  三59（13－1）  6（各・1）  0  

Al1treatedpatientswithepilepsy（double－blindstudies）  
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Theadverseeventswhichoccurredinmorethan10％ofthepatientsaredisplayedbyseverityinthe  
tablebelow・Themostcommonadverseeventswereheadache（22．9％forrufinamidevs．18．9％for  
placebo），dizziness（15・5％vs・9・4％），fhtigue（13．6％vs．9．0％），SOmnOlence（＝．8％vs．9．1％）and  
nausea（11．4％vs．7．6％）．  

Table・Number（％）ofpatientswithadverseeventsbyprefbrredterm（10％ofgreaterforeither  
treatmentgroup）byseverity・Alltreatedpatientswithepilepsy，double－blindstudies）  

R血d書  ‡馳虻書h  

1  （％）  ■  （％）  

Tぬ1血of  血鹿細血d  l，248  

T血血ばp血wi血孤advmピⅥ弧【   
通   
則血血m鹿   

Severe  

（78．句  
（jl．8）  

（｝6．1）  
（10．7）  

争75  

き舛  

ヰ4芸  

133  

地一丁ot血   

Mi出   

細胞厳刑鹿   

細e  
Di彿s一丁ob王   

Mi】d   

M血   
細e  
F叫群肥－T血   

コM血1   

如血血m庇  

おⅦ  

S皿m0l亡n亡亡一丁ぬl   

畑   

地址   
細e  
触法一丁血   

Mi量d   

加bぬ   

細肥  

（22．9）  
（13．ヰ）  

（7．，）  
（l．句  
（15＿5）  

（，．ヰ）  
（5＿4）  

（0．6）  
（13＿句  

（8、l）  
（4．6）  

（l．0）  
（11．勾  

（7．9）  

（3＿5）  

（0＿ヰ）  

（11ヰ）  

（7．刃  
（3＿5）  

2糾  

166  

98  

20  

192  

117  

67  

8  

161, 

1【X）  

57  

12  

148  

9客  

ヰ3  

5  

1ヰ1  

93  

傘1  

4  

Nb敗ね血町㌍別芸Of甲u托＝汐l＿51紘血k姐dlヰ9．甜奴p血血．  

TheanalysisofincidenceofadverseeventsthatoccurredinlO％ormoreoftheruhamide－treated  
patientsshowsageneraltendencyforanincreasedincidencewithincreasingdose・   

Asafttyreviewofeyedisordersshowstha‡sucheventswerereportedin18，7％ofallpatientswho  

received atleastldose ofru血amide・The most commonly occumng eye disorders were  
diplopia（8，9％），Visionblurred（6％）andvisualdisturbanCeamOnga11treatedpatientsnlerateOfeye  

disorderbasedonpatientっ′earS Ofexposuretoru丘namidewashigherinadultsthaninpaediatric  

PatientsorpatientswithLGS・Astherewasahigherincidenceofdiplopiaandblurredvisioninthe  
ru鮎amidegroupcomparedtoplaceboincontrolledclinicalstudiesandastheoccurrenceofdiplopla  
andothereyedisordersarecommonwithAEDs，these丘ndingsarementionedintheSPC（SeCtion4．8）   

● Seriousadverseevenudeaths／othersignificanteVentS  
加〟朗e一肌〃戌α〃∽CJfve血r甲）′∫J〟砂如上G∫仲ゆ02り函＝ノj即  

InthepivotalstudyinLGS，three（4・1％）rufinamide－treatedpatientsexperiencedatotalof5serious  

adverseevents，and2（3・1％）placebo－treatedpatientsexperi9nCedatotalof2seri0usadverseevents・  

Seriousadverseeventsledtodiscontinuationoftreatmentlnlpatient，Whowasintheru貞namide  
groupandhadseriousadverseeventsofvomltlng，fatigue，andrash・  

Nopatientineithertreatmentgroupdiedduringorwithin30daysofdiscontinulngtreatmentinthe  
double－blindLGSstudy（StudyO22）．  

・J〃J′●l・瓜〕／－‘〟山肌一拍／Jり，〟リー・＼l、′【晶′仙－／－〟〃J∫仙〟ハノ／〃 川‾〃  
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Seventy－eight（6・3％）rufinamide－treatedpatientsexperiencedatotalof98seriousadverseevents，and  
25（3，9％）placebo－treated patients experienced a totalof28seriousadverse events．The most  

什equently reported serious eventsintherufinamidegroupwere relatedtogeneraldisorders，eye  
（1i声Ordersandepilepsy・Fatiguewasreportedfor6patients（0・5％）intheru且namidegroupsversusO  
intheplacebogroup・Convu1sionwasreportedfor7patients（0．6％）intheactivegroupsvs．4（0．6％）  
intheplacebogroup・StatusepilepticusWaSrepOrtedfor4（0．3％）intheactivegroupvs．Ointhe  
Placebogroup・  

Twenty－threeseriousadverseeventsintheru重namidegroupand7seriousadverseeventsinthe  
Placebogroupledtodiscontinuationoftreatment．   

ノi〟J柁αJedクαJね〝ねW〟力甲iJ年フ甲西＝ノク7即  

Two hundred sixty－One（13．2％）patients experienced a totalof327seri0usadverse events．The  
estimatedexposuretorunnamideinthispopulationwas2，552．96patient－yearS．Therateofserious  
adverseeventswastherefbrelO・22perlOOpatient－yearS・Themost丘equentlyreportedseriousevents  
withrufinamidewererelatedtoepilepsy：COnVulsion（43patients），Statusepilepticus（19patients），  
fgandmalconvulsion（11patients），Partialseiz∬eSWithsecondaryeneralization（8patients），  
COmPlexpartialseizures（4patients），ePilepsy（4patients），andpartialselZWeS（1patient）．Themost  
liequentlyoccumingnon－epilep㌣relatedseriousadverseeventswithrufhamidewerepneumonia（15  

Patients）and vomiting（11patlentS）・F拍y－three serlOusadverse eventsled to discontinuation of  

treatment．  

♪ビαJ鳥∫  

Twenty－tWOpatients（18whoreceivedru負namideand4whoreceivedplacebo）diedduringoneofthe  
Clinicalstudiesorwithin30daysafterrecelVlngthelastdoseofstudydruglnOneOfthestudies．Six  
Patients（2whoreceivedrufinamideand4whoreceivedplacebo）diedduringdouble－blindstudies，  
and16diedwhiletakingru坑namideduringopen－labelstudiesoropenlabelextensionstudies．Forall  
treated patientswith epilepsy，the rate ofdeaths was O．71perlOO patient－yearS Ofexposure to  
ru丘namide．TherateswereO．69perlOOpatient－yearSOfexposuretorufinamideand2．67perlOO  
Patient－yearSOfexposuretoplaceboforallpatientswithepilepsywhoreceivedstudydrugindouble－  
blindstudies．  

Onlyldeathwassuspectedbytheinvestigatorsofbeingrelatedtostudydrug：Cardiacarrestin  
PatientsOOOl－03008（StudyAE／ETl）whoreceivedplacebo．  
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TheapplicanthasreviewedallavailableinformationconcernlngeaChofthedeathstodeterminewhich  
representedsuddendeaths，i・e・，deathswithoutanyobviouscause（exceptfbrseizures），regardlessof  
theinvestigators’termsfbrcauseofdeath．Eightdeathsamongrufinamide－treatedpatients，allduring  
Open－1abeltreatment，andthefourdeathsamongplacebotreatedpatients wereconsidered sudden  
deaths．Alldeathsintherunnamide－treatedpatientswereconsiderednotrelatedtorufinamide．  

● Discontinuationduetoadverseevents  
Inthedouble－blindstudies，discontinuationsduetoadverseeventsoccurredinhigherpercentagesof  
runnamide－ 

． 
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exposure asintheopen－1abelextensions・Ofthel，978patientswithreceived atleastldoseof  
rufinamide，13．1％discontinuedtreatmentbecauseofadverseeventswiththemostcommonevents  
beingfatigue，headache，nauSea，anddizziness．Thereasonsfbrdiscontinuationsduetoadverseevents  
arereviewedbelowforthepivotalstudyO22，a11double－blindstudies，andfbral）treatedpatientswith  
epilepsy・   

Double－blind，adjunctivetherapystudyinlJGS，Pivotalst11dyO22  
Six（8．1％）ru重namide－treatedpatientsandnoplacebo－treatedpatientsdiscontinuedstudydrugduring  
thedouble－blindstudyinLGSduetoadverseevents．Theeventsleadingtodiscontinuationofmore  
than1patientwerevomiting（3patients），SOmnOlence（2pa‡ients），andrash（2patients）・Nopatient  
hadlaboratoryabnormalitiesasapnmaryreasonfordiscontinuation．  
Nopatientdiscontinuedintheplacebogroup・   

Al1treatedpatiemtswithepilepsy（dollble－blindsttldies）  

Inthepopulationofal1patientswithepilepsywhoreceivedstudydrugindouble－blindstudies，  
100（8．1％）ofl，240ru頁namide－treated patientsand27（4．3％）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 ofrufinamide were dizziness（22patients），fatigue（20patients），headache（14  
patients），nauSea（13patients），anddiplopia（12patients）．RashwaLSthecauseOfdiscontinuationfor6  
（0．5％）ruhamide－treatedpatientsandl（0．2％）placebo－treatedpatient．   

Thefo1lowlngtal）1edisplaystheadverseeventsleadingtothediscontinuationofmorethanlpatientin  
eithertreatmentgroup：   

TabIe．Adverseeventsleadingtodiscontinuationofmorethanlpatientpertreatmentgroup（All  
treatedpatientswithepilepsy，double－blindstudies）  
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AlltreatedpatietltSwithepiIepsy（n＝1，978）  

Lnthe populationofa11treated patientswithepilepsy，259（］3．1％）ofl，978patientstreatedwith  
runnamide discontinued study drug due to adverse events．Tne events most oftenleading to  
discontinuationofrunnamidewerefatigue（38patients），headache（32patients），nauSea（31patients），  
dizziness（31patients），raSh（17patients），COnVulsion（24），diplopia（19），SOmnOlence（18），VOmiting  

（13）．   

Laboratory findingsgs 
Clinical1aboratorydataweresummarizedusingdescriptlVeStatisticsforvaluesobtainedat  
baseljneandatthe）astpost－baselinevisit，andfbrthedifftrencebetweenthosetwoevaluations．   

／／り刷ん・／lJ／－川刷りJ：り｝．肌J仙・J＝・．、  

In the double－blind sttldies，increasesin hepatobiliary parameters occurredin≦3．4％ofthe  
runnamide－treated patients andin≦6．0％ofthe placebo－treated patients．For mostindividual  
parameters，theperCentageSOfpatientswithupwardofdownwardshi鮎weresimilarfbrrunnamide  
andplacebo．Atotalof22cases reportingofincreasedliverenzymeswithavalue over3N were  
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analysed・Althoughthecausalroleofrunnamideisdifnculttoestablishduetoconfoundingfactors  
this adverse reactionwi11bementioninnthe SPC．Therewerenoseriousadverseeventsrelatedto  
hepatobiliarylaboratorytestsorthehepatobiliarysystemineithertreatmentgroup・Oneru丘namide－  
treaIedpatient（inStudyO22）discontinuedduetohepaticenzymesincrea5ed．Inotherstudies，One  
patienthadaseriousadverseeventrelatedtothehepatobiliarySyStem（Cholecystitis，StudyOlOl）and  
anOtherpatientinStudyO21PEdiscontinuedduetosusPIClOnOfhepatitistoxic，theoriginofwhich  
WaSnOtCOnnrmedlateron．   

〟L・仇∫／山｛′れJJ・）′：l・♪‘肌〝肝Jり∵  

Mean changeS between baseline and thelast post－baseline evaluation were smallfbr allrenal  
ParameterS，andwerecomparableintherufinamideandplacebogroupsinthedouble－blindstudies・  

Adverseeventsrelatedtorenal1aboratorytestsorrenaldisordersoccurredinlessthan1％ofall  
ru負namide－treatedpatients．Onepatienthadaseriousadverseevent ofrenalfailureacute a負era  
prolongedseizure，Whichresultedinrhabdomyolysisanddehydration・Renalexpertsatthehospital  

attributed・the event to the prolonged seizure，Which resultedin dehydra‡ion・The patient was  

Subsequentlyrestartedonrufinamide．   

月be椚αわわ幻′ね占orαわツタβrα椚eねr∫  

MeanChangeSbetweenbaselineandthelastpost－baselineevaluationweresmallforeveryparameter，  

andwerecomparableintheru貢namideandplacebogroupsforeverypopulationthatcomparedresults  
舟omthedouble－blindstudies．   

叩lソ・√｝／ノ山毎r‘〟…：り－‘肌刑ビ付／・∫  

Ru鮎amidedoesnotappeartOhaveaclinicallyorstatistical1ysignincante飴ctonthyroidalthough  

therewereindividualcasesofchangeSOfT30rTSHandindividualcasesofhypothyroidism・   

● Otheradverseefftctsofinterest   

蝕血m画壇血Ⅶ  

StatusepileptlCusdidnotoccurinanypatientwhoreceivedplaceboinanyOfthedouble－blindstudies  
intheru重namideclinicaldevelopmentprogram・Asshowninthefo1lowlngtable，Statusepilepticus  

WaSanadverseeventin1・4％ofa11patientswhoreceivedatleastldoseofrufinamide，aSeri0us  
adverseeventin1．0％，andaneVentthatledtodiscontinuationoftreatmentinO．3％．Theincidenceof  

StatuSepilepticusaSanadverseeventwashigherinpatientswithLGS（3．7％）andinpaediatric  

patients（2・6％）thaninadultpatients（1・1％）・SeriousstatusePilepticusOCCurredin≦2．0％ofthe  
Patientsinanysubgroup，andthiseventledtothediscontinuationof＜1・0％ofthoseinanysubgroup・  

Nopatienthadastatusepilepticusthatleadtodeath．   

Thble7・OverviewofOccurrenceofStatusEpilepticusinRu爪mamidbClinicalStudies  

I）oubJe－blind  en－1abel  

All patients Patients with Paediatric Adults  

Withepikpsy LGS  patients  patiemts  
N＝15‘1  

Inciden？eOfstatusepilepticus 27（1・4％）  

Discontln11ation due to status 6（0．3％）  
epilepticus  
Status epilepticus as non－fatal19（1．0％）  
Seriousadverseevent  

5（3・7％）   10（2．6％）  17（1．1％）  

1（0・7％）  2（0．5％）  4（0．3％）   

2（1・5％）  S（2．0％）   11（0．7％）  

Note：hepopuIation”aIIpatientswithepi）epsy’’includesa11patjentswhoreceivedat】eastl  doseofru琉namideinanyPhaseIIorIII  
double－blindstudy，OPen－1abelextensionofadouble－blindstudy，OrOpen－Iabelstudy・TheremainLng3populationsshownin  
thistableincludeaIIpatientswhoreceivedatleastldoseofrufinamideinaPhaseIIorIIldouble－blindstudyorjtsopen－1abel  
extension（PatientsenTOlledon］ylnPhaseIlorlIIopen－）abeJstudleS竺enOtincIuded）rPatientsincludedinthepopu】ation  
“patientswithLGS”arealsoincludedinthepopulatlOnS‘やaediatricpatlentS”and”adultpatients”dependingonwhethertheir  
ageatbaselinewas≦16years（paediatncpatients）or＞16years（adu］tpatients），  
Crossreftrence：A  Tables2．2．2，2．2．4，2，2，6，3．l＿2，3．2．4，3▼2．6，5＿1．1，22．2▼1，22．41，22．61  
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