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Alltreatedp且触ntswi仙epilepsy（n＝1，，78）  
Inthepopulationofalltreatedpatientswithepilepsy，259（13．1％）ofl，978patientstrealedwith  
ruhamide discontinued study dT叫g due to adverse events．The events most o負enleading to  
discontinuationofru丘namidewere血【igue（38patiFntS），headache（32patients），nauSea（31patients），  

dizziness（31patients），raSh（17patients），COnvu1sion（24），diplopia（19），SOmnOlence（18），VOmiting  

（13）．   

・ Laboratory負ndings  
Clinical1aboratorydataweresummari2：edusingdescriptivestatisticsforvaluesobtainedat  
baselineandatthelastpost－baselinevisit，andforthediffヒrencebetweenthosetwoevaluations．   

物α加ゎムomわツタαrα椚eJe柑  

Inthe double－blind studies，increasesin hepatobiliary parameters occurredin≦3．4％ofthe  
ru負namide－treated patientsandin≦6．0％ofthe placebo－treated patients．For mostindividual  
ParameterS，theperCentageSOfpatientswithupwardofdoⅥmWardshiftsweresimilarforru丘namide  
andplacebo．Atotalof22casesreportlngOfincreasedliverenzymeswithavalueover3Nwere  
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analysed．Althoughthecausalroleofru魚namideisdifnculttoestablishduetoconfounding血ctors  
thisadverse reaction wi11be mentionirnthe SPC．There were no serious adverse events relatedto  
hepatobiliarylaboratorytestsorthehepatobiliarysystemineithertreatmentgroup．Oneru丘namide－  
treatedpatient（inStudyO22）discontinuedduetohepaticenzymesincreased，Inotherstudies，One  
patienthadaseriousadverseeventreIatedtothehepatobiliarysystem（Cholecystitis，StudyOlOl）孤d  
anOtherpatientinStudyO21PEdiscontinuedduetosusplC10nOfhepatitistoxic，theoriginofwhich  
wasnotcon重rmedlateron．   

尺e〝αJね占orαJoツタα用椚gJem  

MeanChangeS between baselineandthelast post－baseline evaluation were smal1foral1renal  
parameters，andwerecomparableintheru頁namideandplacebogroupsinthedodble－blindstudies・  

Adverse evenIsrelatedtorenal1aboratorytests orrenaldisorders occurredinlessthan1％ofall  
rufin皿Iide－treated patients・Onepatienthad aseri0usadverse event ofrenalfailure acute a鮎ra  

PrOlongedse血re，Whichresultedinrhabdomyolysisanddehydration・RenalexpertSatthehospital  
attributedthe event to the prolonged seizure，Which resultedin dehydration．The patient was  
Subsequentlyrestartedonru血amide・   

肋e椚αfoJ咽′ね占or〃わツタ∬d椚eねm  

MeanchaJlgeSbetweenbaselineandthelastpost－baselineevaluationweresma11foreverypamneter，  
andwerecomparableintherufinamideandplacebogroupsforeverypopulationthatcomparedresults  
fromthedouble－blindstudies．   

77り叩fdねわr〟わツタαrα乃eJem  

Ru重namidedoesnotappeartOhaveaclimical1yorstatisticallysigmificante飴ctonthyroidalthough  
therewereindjvidualcasesofchangeSOfT30rTSHandindividualcasesofhypothyroidism・   

● Otheradverseefftctsofinterest   

ぶα血！甲fJ甲如び  

StatusepilepticusdidnotoccurinanypatientwhoreceivedplaceboinanyOfthedouble－blindstudies  
intheru血amideclinicaldevelopmentprogram，Asshowninthefo1lowlngtable，StatuSepilepticus  
wasanadversetventin1．4％ofal1patientswhoreceivedatleastldoseofru丘namide，aSeri0us  
adverseeventinl．0％，andaneventthatledtodiscominuationoftreatmentinO，3％．Theincidenceof  

StatuS ePilepticusaS an adverse event was higherinpatients withLGS（3・7％）andinpaediatric  
patients（2．6％）thaninadultpatients（1・1％）・Seriousstatusepilepticusoccurredin52・0％ofthe  

patientsinanySubgroup，andthiseventledtothediscontinuationof＜1・0％ofthoseinanySubgroup・  
NopatienthadastatusePilepticusthatleadtodeath・   

恥bIe7．OverviewofOccurretLCeOfStattISEpileptict）SinRufinamideClinicalStudies  

Double－blind  n－1abel  

All pa鮎nb r鼻血皿tS Witb Paedi如虹k  Ad山b  

Witbepilep町 LGS  patie皿tS  patients  

hcideneOfstatusepilepticus 27（1・4％）  
Discontlnuation due to status 6（0．3％）  

epilepticus  
Status epilepticus as non－fatal19（1・0％）  

sedousadverseevent  

5（3．7％）  10（2．6％）   17（1．1％）  

1（0．7％）  2（0．5％）  4（0．3％）   

2（1．5％）  g（2．0％）   11（0．7％）  

Note：hepopuJat10n・■a11pa暮ientswithcpilepsy”LnCludesallpaticntswhoreceivedatleastldoseofruBnamideinanyPhaseIIorIII  
double－blindsttJdy，0pen－1abclextensionofadouble－blindstudy，OrOpen－1abelstudy，Theremaining3populationsshoⅥ一in  
thistableincludeaJ］patlentSWhorcceivedatleastldoseof血mideinaPhaseIIorIlIdouble－blindstudyoritsopcn－1abel  
extension（paIieJltSenrOllcdonJyinPhaseIlorII］0pen－1aklstudics㌣enOtincluded）－PatientsincJudedinthepopulation   
‘－patientswlthLGS’，arealsoincludedinthepopulations“paediatncpatlentS’’and“adultpatients”dependingonwhedlertheir  
ageatbaselinewas≦16years（PaediatncpatlentS）or＞16years（adultpatJentS）・  

endix3，Tibles2．2．2，2．2，4，2ユ6，3．1＿2，3．2．4，3＿2＿6，5．1．1，22．2．1，22．4．1，22．6．1  Cross†e免rence■A   
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Accordingtotheliterature，StatuSepilepticusisarelatively舟equentoccurrenceinpaediatricpatients  
withepilepsy．Areviewoftheoccurrenceofst血SePilepticusin4epidemiologiccohortsinpresented  
inthetablebelow：   

IncjdeJ）CeOfStatusEpi）epticusinDif艶rentEpidemioIogicCohorts  

Im亡iden亡eOrSt8血SePilepticus   Re鮎ren（：eS   

Ru丘m且mide亡1ini亡aItri且1s  1．4％  

（27／1978）  

RodleSter   9％   Hauser1993  
（7／74）   Hesdor飴r1998   

Fimland   9％   Sill弧paちJalavちⅩaleva199S  
（5／53）   Sillanpaa，Jalava，Shimar  

1998   
8ron王   11％  Shimar19，‘   

（18／171）  

NゼⅣH且Ven   ‘％   Be喝1992  
（卯13‘）   Be喝1996  

B¢rg1997   

AreviewintheliteratureshowedthatstattuepilepdcusdevelopslnmOrethan60％ofpatientswith  
LGS【SboⅣOn19941．  
Asm負namidewasstudiedasana句uvantthe間，them毎0rityofexposedpatientswereonmultiple  
Otheranti－epilepticmedications．However，analysisofdatashowsthatthereisnoassociationofany  
ParticularconcomitantAEDwiththeoccurrenceofstatusepilepticus．Exceptwhentheconcomitant  
antiepilepticisstoppedorhadadosemodi鮎ation，theconcu汀entAEDcouldnotbeconsideredasa  
confounding魚ctor’inpatientswithotJt aPreVious medicalhistory ofstatus epuepticus・In this  
particularpopulation，rufinamideciLuSalroleinstatusepilepticusonsetcouldnotneitherbeLeXCluded  
norestablished．Furthermore，Statusepilepticuswasnotnotifiedintheplacebogroup．  
Consequently，StattJSePilepticusismentionedintheSPCofrufirmide，SeCtion4．4・haddition，the  
applicant committed to perform a post－aPPrOValsahty study（registry）which wouldinclude a  
Su餓cientnunberofpatientstoallowtheestimationofadversee飴ctsincludingthisone．   

勉励旬卵闇W仙坤  
Rash occurredinsimilar percentages of血mide－treated patients（3．1％）and placebo－treated  
Patients（3・3％），eVenWhentheincidencewasnotcorrectedforduralionofexposure・Rashwasa  
seriousadverseeventin3（0．2％）andl（0．2％）patients，reSPeCtively．Rashledtodiscontinuationof  
treatmentin10（0．8％）andl（0．2％）patients，reSpeCtively．Consequently，andasthemqjorityofanti－  
epilepticmedicationsareassociatedwithrash，thementionof“Rash”intheSPC（insections4・4and  
4．8）arLdasanident摘edpotential’riskofthePhamacovigi1anceplanhavebeenincluded．  
Inalltreatedpatientswithepilepsy，raShwasaseriousadverseeventin5（0・3％）patierrtsandledto  
the discontinuation oftreatmentin24（l．2％）patients．None ofthel，978patients experienced  
erythemamultiforme，Stevens－Johnsonsyndrome，OrtOXicepidermalnecrolysis．   

Inthe pivotalstudy O22intheLennox－Gastattrt syndrome，raSh occurredmore舟equentlyinthe  
ru丘namidegroupthanintheplacebogroup（6．8％forru重namide，andl．6％forplacebo）．Onereport  
Ofrashwasclassinedasserious，andrashcauseddiscontinuationoftreahentin2．patients・   

haddition，aphotosensitivityraLShhasbeenreportedin2cases・meSeCaSeSdonotprovidesufncient  
datatoestablishrelationshipbetweenru負namidetherapyandtheonsetOfphotosensitivity．However，  
photosensitivityskinreactioncouldbesuspeCtedforal1antiepilepticdrugS・  
Consequently，aWaminghasbeenincludedintheSPC，SeCtion4・4山a11patientswhodeveloparash  
Whiletakingru負namidemustbecloselysupervised”．   

血rf甲JJ甲庇オ呼物g和e那fかゅり明オ0椚g  
Uponreviewofpatientnzmatives，the叩PlicantSuSPeCtSthatatotalof5padents（2withseウOus  

adverseeventscodedashyperSenSitivityand30therswithserousadverseeventscodedaspyrexlaOr  
rash）mighthavesu飴redanantiepilepticdrughypersensiti鴫ysyndromecharaCterisedbyfever，raSh，  
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andevidence（）fintemalorganinvoIvement．Inallcases，thereactionoccurredduringthefirst4weeks  
Oftreatment・Allpatientswerechildren・NoneofthemhadmucosalinvoIvementorblisteringofthe  
Skin・A11patientsrecoveredaRerdiscontinuationofr血amide・Afterthoroughanalysi，the  
relationshipwithrufinamidetherapyhasbeensuspectedfortwoofthem（＝2／2000exposedpatlentS），  
Whichishigherthanreportedintheliterature（乞1per3000exposures）．Consequently，aWamingis  
includedintheSPCinsection4・8andacumulativereviewofhypersensitivityreportswillbecarried  
OutinthePSIJR・771eincidenceofhyperSenSitivitywi11bealsomomitoredduringapostmarketing  
SafetystudyandincludedinthePharmacovigi1anceplan．   

聯cJ∫0〝Wg励r  
Rufinamideseemstoinducenotableweightdecrease（morethan7％）inalimitednumberofpatients  
undertheageof12years・ThemeanweightinadultpatientshasnotbeensigniBcantlymod沌edunder  
ruhamide．Thisismentionedasanundesirablee飴ctinSPCandispartofthesafetyparametersto  
bemonltoredintheriskmanagementplan．  
Theadverseevent”eatingdisorder”whichhasbeenobservedintheLGSgroup，isalsomentionedin  
theSPC．   

・ Safetyinspecialpopulations  

dge  
Thereweresomedi飴rencesnotedbetweenagegroups．Headache，dizziness，andnauseaoccurredat  
lowerratesintheyoungeSt＃group，andatcomparableratesintheoldergroups．T鮎swastruedinb  
theru負namideandplacebogroupsforheadacheandnausea，butnotdizziness．Somnolenceoccurred  
atthehighestrateintheyoungeStgrOuPOfrufinamide－treatedpatients；rateSWereCOmparablebyage  
inplacebo－treatedpatients・   

Ge〃（おr  

Theincidenceofcommonadverseeventswassimi1arfbrthetwogroups，eXCeptfornausea，Which  
wasmorecommoninfemales．   

Rg乃dJorJ‡甲α加ゎ甲α汀椚e〃J  

Astudyinpatientswithsevererenalimpalrmentindicatedthatnodosea4justmentSarerequiredfor  
thesepatients．  
Useinpatientswithhepaticimpalrmenthasnotbeenstudied．merefore，useinpatientswithsevere  
hepaticimpalrmentisnotrecommended・Cautionshouldbeexercisedintreatingpatientswithmildto  
moderatehepaticimpalrment・   

・ Postmarketingexperience   

Nopost－marketingdataareavailable・   

● DiscusSiononclinicalsa免ty   

Themqjorityofadverseeventsreportedwithrufinamideandassessedaspossiblyrelatedtotreatment  
WereneurOlogicaldisorders（Withheadache，SOⅡmOlence，dizzinessand血tigue）andgastrointestinal  
disorders，withvomitingand nausea．No relationship withdose has beenidentified．CNS－related  

adverseeventsandgastrointestinaldisorderswereacommoncausefortreatmentdiscominuation．  
There werenoindications ofECGal）nOrmalities or QTc prolongation associatedwithruhanide  
eXpOSure・   

Theoccurrenceofseriousstatusepilepticusinthewholepopulationofru負namidetreatedpatientsas  
nocasehasbeenreportedinplacebotreatedpatientsisconsideredaparticularsafttyissue・Evenif  
Statusepilepticusisvery録equentinpatientswithLGSandthat120fthe27patientswithstatus  
epilepticushadpotentialtriggeringfactors，theothercaseshadnoobvi0useXPlanation・  
Thisriskwi11be monitoredinpost－auth0risation onlong－termtherapyand on amoreimportant  
numberofpatientsumderrufinamide．ThisissueisincludedintheSPCandthepharmacovigilance  
plan・  
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Anticonvu1santhyperSenSitivitysyndromewasreportedin5patientsandfor2casestherelationship  
withrufinamideis suspected．AwamngwasintroducedintheSPC．ThispolntWillbefo1lowed  
withineachPSURaLndassessedinthereglStryStudy．   

Atthis stage，thereis no strong aTgumentfor a safetyissuein humanregarding therisk of  
myelo重brosis，butweconsiderthatthisshouldbemonitoredandthataspeCi且csectioninPSURonall  
haematologicaldisordersreportedisdeemednecessary．   

Both，myelo負brosisandimmumOtOXicpotentialrisksareincludedinthephmacovigilanCePlan・   

AccordingtotheCHMPguidanCedocumentCOnCemingdevelopmentofAEDsinchildren，Shortterm  
andlong－termStudiesshouldbedesignedtodetectpossibleimpactonlemng，intelligence，grOWth，  
endocrinefunctionand puberty．This safety aspect willbe momitored as describedin therisk  
maJlagementplan．   

Pbamacovigilance   

DetaileddescriptioJ）OftbePhrmacovigihncesystem   

TheCHMPconsideredthatthePharmacovigilanCeSyStemaSdescribedbytheapplicantfu1創sthe  
legisldtiverequlrementS・   

RiskMan孔geme皿tI，1an   

The MAA submitted ariskmanagementplanthat was assessed and was considered satisfhctory  
PrOVidedthatrevisions are submitted totherapporteurinthe post－Opinionpha5e（Seefo1low－uP  
measures）   

TdbleStmmaryoftheriskmanagementPlan  

蝕血吋Com亡em   rropoきedPb8m且COYi由1a皿CeAdiviti彷   ProposdRiskMinimi劫don  
AdiYiti郎（rαuthe▲nd且ddj舶on久1）   

StatusEpilepticus   ■ Roudnepbma∞Vigilancepractices  ー  S也山Sepil甲山cuswillbe  

forspontaneousandcli血calstudy   descdbedinal）productlabel）ing・  

adv訂SeeVe血SrepOぬ．   ■   IntheproposedSPCstatus  

■ ReportedSpontaneOuSSerious   epilepticuswi11bedescribedinthe  

AdverseEve汀tSOfse血re，Or   wamhgsedion（4．4）1：“Sta血S  

associatedterms，wi11befollowedup   epilepticusca5eSbavebeenObseⅣed  

1bexcludeadditionalcasesor血S   duriJlgClhicaldevcIopmentstudies，  

epilepticus．   underru丘mamidewhereasrrosuch  

■Theregis町Studywil18Valuate血e  caseshaYebeenobsen／edunder  
OCCu汀飢Ce，SeYモボけ弧dchamd訂Of  
Se血resdu血g血eus¢Ofnl血amidち  placebo．neseeven也Iedto  
andcon廿a或也esewi也seizuresseen   ruhamidediscontimationin20％  

with0theranti－epil甲ticdrugSin  
Of血ecむeS．げp鵬entsdevelopn¢W  

patientSW地LGS．  
■Seizuresexperiencedintheregistry  Seizmtypesa4Tdbrexperiencean  

Studythatareconsideredmedical1y  血cTeaSed丑・equeⅡ町Ofst如us  

Signifkant（requireurgentchangein  
epilepticusthatisdifEbrent丘omthe  

medication，medicalinterve血ion，Or  
hospitalization）wi11bereportedas   patient’sbaselinecondition，thcnthe  

seriousadverseevent．Thcreforethe  bene丘triskradoof也e也erapy  
diagnosisof‘statusepilepticus’can  
bemadeonbothhistoricalaJld  

shouldbeI℃aSSeSSed”．  

－ Statusepilepticuswi11be   

lAschangedinSPCversionO7，8Nov2006  
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modcmcriteria．Irrformationofthese  includedasanadverseeventin  
events，andthefu11impactonthe  
patient，wi11becollectedthrough  Section4．8asacommonadverse  
StruCturedquestions．  event   

■StatusepileptlCuSwi11bereviewed  
OnaCumulativebasis，anddiscussed  
hthePSUR．  

y   ■Routinephamacovigi）ancepractices  Hypersensitivitywillbe  
describedinthesafttyinformation．  

forspontaneousandclinicalstudy   IntheSPCthiswillbeinthe  

adverseeventsreports．   Wamingsection（4．4）as：“Serious  

●SI氾山肌印uSrepOrtedeventsof  antiepilepticdrughypersensitivity  
Syndromehasoccurredin  

hypersensitivity，OraSSOCiatedterrns，  associationwithruhamidethcrapy．  

wi1Jbefo1loweduptoexclude   SignsandsymPtOmSOfthisdisorder  

additionalcasesofthe  Werediverse；however，Patients  
サpically，al血oughnotexclusively，  

AnticonvulsantHyperserLSitivity  presented with fever and rash 

Syndrome．  associatedwith0therorgansystem  
invoIvement．0也erassociated  

The incidence and character ofof 
manifestations  included  

hypersens■itivityreactionswillbe   1ymPhadenopathy，1iver function  

monitoreddu血gtheregistzYStudy  testsabnormalities，andhaematuri  
Becausethedisorderisvariablein  

Wheresymptomsofhypersensitivity  itsexpress10n，0therorganSyStem  
wi1lexplicitlyc叩turedusinga   SlgnSandsymptOmSnOtnOtCdhere  

StruC血redquestiormaire．  may00CW．T鮎ssyndmmeoccumd  

hclosetem匹mlぉsoc血ionto血e  
Assessment ofthe character ofof initiadonofru丘namidetherapyand  

hypersensitivityshouldallowfora   inthepaediatricpopulation．Ifthis  

moreaccurateincidenceofthe  reactionissuspected，ru負namide  
Shouldbediscontiztuedand  

‘Anticonvu1sazTtHyperSenSitivity  altemativetreatmentstarted．All  

Syndrome’duringtheuseof   padentswhodeveloparぉbwhile  

ru血amidebeirrgdetermined．   
takingrufinamidemustbecIosely  
momitored”．  

J ReportsofhypersenSitivityreactions  ■  Theeventofhypersensitivity  

willbereviewedonacumulative  wi11beincludedasanuncommon  

basiswithinthePSUR．  
adverseeYentinSection4．＄．   

戒te  ■RoutinepharmaCOvigi1ancepractices  Decreasedappetiteandweight  
S  decreasedareinCludedinSection  

forspontaneousandclinicalstudy   
4．80ftheSPCascommonadverse  

adverseeventsreports．  event5．  

■Wei寧htchanges（whenprovided），  
COmparedtobaseline，wi11be  
morritoredduringru血amideuse．  
UnexpectedchangeSinweightdueto  
COn血unding魚ctorswi11beidenti鮎d  
d血ngthisstudy，甜Chas  
COnCOmitantmedications，Or  
COnCurrentin危ctions．  

．Routinepharmacovigi1ancepractices  Coordinationabnormalis  
includedSection4．80ftheSPCasa  

forspontaneou5aJldclinicalstudy  commonadverseevent．  

adverseevehtsreports  

■Solicitingofadvers∈eVentSthrough  

theregistrystudy．   

－Routinepharmacovigi1anCepraCtices  Somnolenceisincludedin  
SectionL4．80ftheSPCasavery  

forspont肌eOuSandclinicalstudy  commonadverseevent．   

adverse events reports 

Hypersensitivity 

弧dWeightLos  

Coordination  

Abnonnal 

Somnolence   
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■Solicitingofadverseeventsthrough  

血eregistⅣS血dy．  

Dizzirress and ■RoutiTTepharmaCovigi1ancepractices  DizzinessisincludedinSection   
Ve血go  4．さof也eSPCa5aVeけCOmmOn  

forspontaJ7eOuSandclinicalstudy   如YerSeeYe鵬．Ve鵬goisincluded  
adverse events reports inSection4．80f血eSPCasa  

1Solicitingofadverseeventsthrough  COmmOnadverseevent．   

也e柁由細γStudy．  
Diplopiaamd   ■Roudn¢phamacovigilancepradces  Di－loplaandYedgoare   
blurred vision includedinSection4．＄oftheSPC  

forspontaneousandclinicalstudy  a5COmmOnadverseeve汀b．   
adv耶eeVentSr甲0止S  

tSolici血gofadverse¢ⅤⅢtS血相u由  

血ere由s叫虞udy．   
Vomiting   ■Routimepharmacbvigi1anCePraCtices  Vomitingis－includedinSection  

4．80f血eSPCa5aYeけ00mmOn  
蝕■SpOn血l∞uSaⅡdc血icals血dy  adverseevemt．   

adv訂SeeVentSrepO正S．  

－Solicid喝Ofdve柑？eVe血S血mu帥  

血e職istⅣ虞udy．   

Tbed5kofbi血   ■ Apnさ騨IanCyregis町Willbe   ■  A wamlngisiJICl11dcdin   
de知慮d血g   mai血edbyEUM匹umpean   Secdon4．‘of也e SPC．netext   

pr亡妻PanCy   弧dI血matiomalRegis叫OfA血i－   hcludes血e払1lowlエg：“Womel10r  
epilepticdrugSiJIPregnaJTqy）．   Childbearing potential mustllSe  

■ P代印肌Cieswillbereportedh也e   COn廿肛eptiv¢ me鮎WeS d血g  
appropriatescctionofthcPSUR．   加如me血Wi血血0Velon．Physicians  

Should町bensure血如叩prOpd如e  
CO血aceptionis旧モd，皿dshould  
useclinicaljudgemehtwhen  
鮎鍾SSlng Wb血訂 oral 

COntraCeptives，Orthedosesofthe  
Omlc血CeptiYeCOmpOm測心，a柁  
adequatebasedozltheindiYidual  
Patientsclinicalsitualion（See  
Section4．5）．  

－ IfWOmentrea鹿dwi也  
m負mamideplaⅡbbecomepre騨l叫  
theindicationofthisproductshould  
becarefu11yweighed．Du血g  
PregnanCy，ane蝕ctiveantiepileptic  
m血姐mide廿モablentmuStnOtbe  
血empted，血ce也eag訂Ⅳ如ionor  
血∈ilhessisd∈仕imenね1tobo也血e  

motherandthefoetus”．   

Potentialfbr   ■Routinephamacovigilancepractices  Pre－Clhical負ndings訂e   
haematological  discussedinSecdon5．30f血eSPC：   
blooddyscn鵜ias  forspontaneOuSandclinicalstudy   以Adversee飴ctsnotobservedin  

adverseeventsreports．   Clinicalstudies，butseezlinanimals  
■Revicwofprovidedlaboratoryvalues  atexposurelevelssimi1artoclinical  

exposurelevelsaェdwithpossible  
providedduringtheregistrystudy．  relevanCetObumamusewa5  

■ Solicitingofadverseeventsthrough   myelo茄brosisof也ebonemamwin  

血e托gis町Study．  
themouseca托in■Ogenicitystudy”．   

■Haem釦0logicaladve指eeVen也Will  

beaddressedim・thePSUR．2  

2AsrequestcdbytheCfn4P  
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●  ．RoutinephaTmaCOVlgi）ancepractices  Pre－Clinicalfindingsare  
‥ity  discussedinSection530ftheSPC：  

forspontaneousandclinicalstudy  “Regarding也eimmunotoxic  
adverseeventsreports．   potential，Smal1thymusandthymic  

■Reviewofprovidedlaboratoryvalues  involutionwereobservedindqgsin  
a13weekstudywithsigniGcant  

PrOVidedduringtheregistrystudy．  responseatthehighdoseinmale．1n  

■ Solicitingofadverseeventsthrough   the13 week s加dy，鈷male bone  

血eregistけS餌dy．  
marrowandlymphoidchaJTgeSare  
reportedatthehighdosewith  

●Immunedisordersandassociated  Weakincidence．一Inratsdecreased  

haematologicaIadverseeventswi11  CelluladサOfthebonemamwand  

beaddressedinthePSUR．  
thymicatrophywereobservedonly  
inthecarCinogenicitystudy”．  

● In危dions 舟equently  

experiencedduringtheLGSstudy  
areincludedintheSPCascommon  

adverseeventsinSection4．8  

（pneumonia， iⅡfhenzち  

nasopharyngitis，earin危ction，  
Sinusitisandrhinitis）   

le  －Reviewofbasicgrowth  
Land  

measurements，Whenprovided，  

n  duringtheregistrystudy．  

－Solicitingofadversceventsthrough  

也eregisbYS仙dy．  

－RoutinephamacovigilanCepraCtices  Somnolenceanddiz云nessare  
On  hcludeda5VeワCOmmOnadverse  

鈷rspo打払neousandclinicals山dy  even也inSedon4．gofdleSpC．   

adverseeventsreports．  

■Solicitingofadverseeventsthrough  

theregistrystudy．  

－Analysisofdiscomim）atiorISformthe  

registrystudyforeventsassociated  

withco釘Iitiveimpairment．   

Potential for 

lmmunO－tOXIC  

Potentialfbrth  

developmen也1  

mahlration  

impalmenti  

children and 

adolescents  

Potentialぬr  

adversee飴ct  

CO卯ition  

TheCHMP，havingconsideredthedatasubmittedintheapplication，isoftheopinionthatno  
additionalriskminimisationactivitiesarerequiredbeyondthoseincludedintheproductinformation．   

Additionally，furthersafttyinformationwillbecollectedinapost－marketingsafetystudy（registry）of  
anti－ePilepticdrugSinLGS．   

5  0vera）1concJusions，riskn）ene爪tassessmeJ）tandrecommendation   

quality   

ThequalityoftheproductisconsideredtobeacceptablewhenusedinaccordanCeWiththeconditions  
de負nedin the SPC．Physicochemicaland biologicalaspects relevant tO themiformClinical  
PerformanCeOftheproducthavebeeninvestlgatedandarecontrolledinasatis血ctoryway．Thereare  

nounreSOIvedqualityissues，WhichhaveanegativeimpactontheBenefitRiskbalanCeOftheproduct．   

NoJl－ClitLicalpharmacologyandtoxicology  
h7Vitro，ru点namideisinvoIvedinmodulation ofsodiumChannels probably by prolonglngtheir  
inactivestateandhasdemonstratedefncacylnrelevantinvivomodelsofseizuredisorders．  
The behaviouraland safttypharmacology studies c即Tied out show thatru重namideiswithout  
unwantedphamacologicale飴ctsatdosesexceedingthosewhichconferanti－COnvu1santPrOteCtion．  
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Ru伽amideshowsalowacutetoxicity・Intherepeated－dosetoxicitystudies，themaintargetorgan  

WaStheliver・Rufinamidedidnotshowgenotoxicpotential・nLereisnoevidenceofteratogenic  
POtentialineitherratorral）bit，butshowedreproductivetoxicityatdoseswherematemaltoxicitywas  
Seen．  

Thejuveniletoxicitydataforratanddogindicatethatthejuvenileisnotmoresensitivethanthe  
matureanimaltothetoxicityofru重namide・Inaddition，theratstudyshowednoe脆ctsonbehavioral  
andphysicaldevelopment．   

RegardingtheimmunOtOXicpotential，decreasedbonemarrowcellularity（dogsh・atS），1ymphnodes  
（dogs／baboons）and spleen（baboon）were observedinconsistentlyin repeat－dose toxicityand  

CarCinogenicity studies・No relevzmtfindings have been detectedinthe clinicaltrials．However，  
Climicalhematologicaladverse events willbe momitoredin post－authorisation as part ofthe  
PhmacovigilanceriskmanagementPlan．   

Concemingthe carcinogenicityaspeCtS，inthe mouse，increasesin hepatocellular adenomasand  
CarCinomasandinincidenceofosteomasinbothsexesatthehighdosewereobserved．Treatment－  

relatedmyelo点brosiswasalsoseenatmidandhighdoseinboth飴malesandmalesinmice．  
Themechanismofthismyelo貢brosisremainsunkn0wn・Nevertheless，thisisregardedaspartofnbro－  

OSSeOuSlesions（下OL），Whichisthoughttobeagedependent．InthisparticulaTCaSe，regardingthe  
hyperostosisand osteomas，theincreasedexposwetofluorideandmouse－SpeCinc retro－ViruS are  
COntributingLhctors・Thereforeitisprobd）1ynotpredictiveofdevelopmentofmyelo負brosisinhuman．  

Inanycase，thepotentialriskofmyelofibrosiswillbemonitoredintheriskmanagementPlan   

Ru重namideshowsnophysicalorovertpsychologicaldependenceliabilityincymOmOlgusmonkey．  

Rufinmideshowednoskinitritation，COrrOSiveorsensitizationpotentialintheskinirritationstudyin  
rabbitandinthecontacthypersensitivitystudyperformedinguineapigs．  
There訂enOSa飴ty－relatedconcemswithrespecttoimpurities，degradationproductsandexcipients．  

TheenvironmentalexposLZrereSuItingfromthelimiteduseoftheproductwillbelow・   

El瀧eaey  

Fore餓cacy，theresultsofthesinglepivotalstudytoassessthesa飴tyande餌cacyofru丘namideas  

a4junCtivetherapy relative to placeboin patients withinadequately controlled Lemox－Gastaut  
SyndromeshowedpositiveresultsinLGSascomparedtoplacebo・  
Thepatientpopul鵬on・aSChosenonthebasisoftheinclusion／exclusioncriteria，WaSaPprOpriateand  

representativeofpatientswithLGS，inparticularduetothesubstantial′PrOPOrtionofchildrenincluded  
inthepresenttrial（morethan2／3）．  
Patientswhoreceivedru爺namideinthistrialshowed：  

●   aSigmi窮cantmedianreductionintotalsei凱reandtomic－atOmicseizwe食equencycomparedto  

placebo；  

●   aSigni丘cantimprovementintheseverityofthesei2WeSCOmparedtoplacebo；  

●   Signincantlygreater（50％and75％）responderratesfortonic－atOnicseizure舟equenqyper28  
d町SV耶偲placebo；  

●   greaterreductionsinal1seizuretypeSaSSOCiatedwithLGS（al）SenCe，tOnic－Clonic，myOClonic，  
tonic，atOnic，Partial）comparedtoplacebo．  

Thesensitivityan叫ysisperformedconfirmedtherobustnessoftheresults．  

Nevenheless，theassessmentoftheimpactofthebaselineimbalanCeOnthetotalseizure舟equency  

COuldnotbetotal1yexcluded．  
Uncontrolledopen－1abelstudiessuggestsustainedlong－termefricacy，althoughnocontrolledstudyhas  

beenconductedforlongerthanthreemonths．  
Supportivestudieswithru負namidepermittedtocollectdataal）Outtitration，maintenancedose，dose－  
responserelationship，Phamacokineticsandshorttermsaftty．  
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Safbけ  

Fromthesafttydatabasealltheadversereactionsreportedinclinicaltrialshavebeenincludedinthe  
SummaryOfProductChamcteristics  
ThemqjorityOfadverseeventsreportedwithru重namideandassessedaspossiblyrelatedtotreatment  
Were neurOlogicaldisorders（headache，SOmnOlence，dizziness and fatigue）and gastrointestinal  
disorders（vomitingandnausea）．Norelationshipwithdosehasbeenidentified．   

Status epilepticusand anticonvu1sant hypersensitivitysyndrome wi11befo1lowed upinthe  
pharmacovigilanceplan・   

Atthisstage，thereisnostrongargumentforasafttyissueinhumanregardingthepotentialriskof  
myelofibrosis，the CHMP considers thatthis should be monitoredand a specific section on al）  
haematologicaldisorderswi11bereportedinthePSUR．   

Immunotoxicpotentialriskisincludedinthephamacovigilanceplan．（Seefo1low－upmeaSureS）   

Havingconsideredthesafttyconcernslistedintheriskmanagementplan，theCHN『consideredthat  
theproposedactivitiesdescribedinsection3・5adequatelyaddressedthese・   

● Userconsultation   

The results ofthe user teSting were assessed and a number ofinsufficiencies were noted．  
Consequently，theapplicantPrOPOSedtoimplementseveralimprovementstothepackageleanet・   

Risk－bene負tassessment   

Forcfncacy，theresultsofthesinglepivotalstudytoassessthesafttyandefncacyofru負namideas  
a4junctive therapy relative to placeboin patientswithinadequately controlled Lernox－Gastaut  
SyndromeshowedpositiveresultsinLGSascomparedtoplacebo．  
Supportivestudieswithruhamidepermittedtocollectdataabouttitration，maintenanCedose，dose－  
responserelationship，Phamacokineticsandshorttermsaftty．  
ThesensitivityanalysisperformedconLirmedtherobustneSSOftheresults．  
Nevertheless，theassessmentoftheimpactofthebaselineimbalanCeOnthetotalseiz∬e舟equency  

COuldnotbetotallyexcluded．  
Uncontro11edopen－1abelstudiessuggestsustainedlong－termefncacy，althoughnocontrolledstudyhas  

beenconductedforlongerthanthreemonths．  
Onthe safttyaSPeCtS，the mqiorityofadverse events reported withru負namideand assessed as  
POSSibly related to treatment were neurOlogicaldisorders（beadache，SOmnOlence，dizziness and  
血tigue）andgastrointestinaldisorders（VOmitingandnausea）．NorelatiorLShipwithdosehasbeen  
identi重ed．   

AriskmanagementplanWaSSubmitted．TheCHMP，havingconsideredthedatasubmitted，WaSOfthe  
OpmlOnth腑   

－ pharmacovigilanC畠activitiesinadditiontotheuseOfroutinephmacovigi1anCeWereneeded  
toinvestigatefurthersomeofthesafttyc？nCemS  

Since e飴cts on skeletal，behavioural，Sexual，immune maturationand developmentinthe   
POpulationofyoungpatientssu飴ringLennoxGastautsyndromecouldinducemoreconsequences   
Ontheirgeneralvu1nerablestateandthatrufinaLmidewillbeusedasadd－Ondrug，mOnitoringof   
bodyweight，height，generalgrowthincludingpuberty，COgnitivestatebeforeandaRerdrug  
initiationwi11beaddressedasoutlinedintheplannedpost－aPprOValstudythatisintegratedinthe   
riskmanagementplan．   
Thefo1lowingsafetyissueswi11bespecifical1ymonitored：  
O Statusepilepticus  
O Hypersensitivity  
O Decreasedappetiteandweightloss  
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o Coordinationabnormal  
o Somnolence  

O Dizzinessandvertigo  
O Diploplaandblurredvision  
O Vomiting  
O Theriskofbirthdefbctswithanti－epilepticdrugS  
O Potentialforhaematologicalblooddyscrasias  
O Potentialforimmun0－tOXicity  
o potentialfordevelopmentalandmaturationimpalrmentinchildrenandadolescents  
O Potentialforadversee飴ctoncognition  
O Theriskofsuicidewithanti－ePilepticdrugS   

■ noadditionalriskmirIimisationactivitieswererequiredbeyondthoseincludedintheproduct  
hfbmation．   

Re亡Ommendadon   

BasedontheCHMPreviewofdataonquality，Sa鈷tyande餌cacy，theCHMPconsideredby  
consensusthattherisk－beneBtbalance｛〉fInovelon，inthetreatmentofMse血resassociatedwith  
Lemox－GastautsyndromeasaqunCtivetherapylnPatients4yearsandolder”，WaS血vourableand  
thereforerecommendedthegrantingofthemarketingauth0risation・  
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