
1． NAMEOFTHEMEDICINALPRODUCT   

InovelonlOOmgⅢm－COatedtablets  

2． QUAuTATIVEANDQUANTITATIVECOMPOSITION   

100mg  
Eachnlm－COatedtabletcontains100mgrufinamide・  
Excipient：20mglactosemonohydrate／nlmcoatedtablet・   

Forafu111istofexclplentS，SeeSection6・1・  

3． P且ARMACEUTICALFORM  

Film－COatedtablet．   

100mg  
Pink，’ovaloid，，Slightlyconvex，SCOredonbothsides，embossed’C261’ononesideandblankonthe  

otherside，   

Thetabletcanbedividedintoequalhalves．  

4． CLINICALPARTICULARS   

4．1 Therapeuticindications   

Inovelonisindicated as a4junctive therapyin the treatment of seizures associated with  
lJennOX－Gastautsyndromeinpatients4yearsandolder・   

4．2 PosologyaIIdmethodofadministration   

TreatmentwithInovelonshouldbeinitiatedbyaphysicianspecialisedinpaediatricsorneurology  
withexperienceinthetreatmentofepilepsy・   

Inovelonisfbroraluse・Itshouldbetakentwicedailywithwaterinthemomlngandintheevenlng，  
intwoequallydivideddoses・Asafoodefftctwasobserved，itwillpreftrabletoadministerlnovelon  
withfood（SeeSection5．2）．Ifthepatienthasdifncultywithswallowing，tabletscaLnbecruShedand  
admimisteredinhalfaglassofwater．   

Useinchildren坤  
Patients＜30kgnotreceivingvalproate：  

Treatment should beinitiated at a daily dose of200mg・According to clinicalresponseand  
tolerability，thedosemaybeincreasedby200mg／dayincrements，aSfrequentlyaseverytwodays，up  
toamaximumrecommendeddoseoflOOOmg／day・Dosesofupto3600mg／dayhavebeenstudiedin  
alimitednumberofpatients・   

！）atients  

AsvalproatesignincantlydecreasesclearanCeOfInovelon，alowermaximumdoseofInovelonis  
recommendedforpatients＜30kgbeingco－administeredvalproate・Treatmentshouldbeinitiatedata  
dailydoseof200mg・Accordingtoclinicalresponseandtolerability，afteraminimumof2daysthe  

（losemaybeincreasedby200mg／day，tOthemaximumrecommendeddoseof400mg／day・   



Useinadults  

Treatment should beinitiated at a dai1y dose of400mg・According to clinicalresponseand  

tolerability，thedosemaybeincreasedby400mg／dayincrements，aS付equentlyaseverytwodqys，up  
toamaximumrecommendeddoseasindicatedinthetablebelow．  

Weightrange   30．0－50．Okg   50．1－70．Okg   ≧70．1kg   

Maximum  1800   2400   3200   

recommended dose 
（mg／day）  

Dosesofupto4000mg／day（inthe30－50kgrange）or4800mg／day（OVer50kg）havebeenstudiedin  
alimitednumberofpatients．   

Elde巾  

ThereislimitedinformationontheuseOfhovelonintheelderly．Since，thepharmaCOkineticsof  
rufinamidearenotalteredintheelderly（SeeSection5．2），dosageaqiustmentisnotrequiredinpatients  
OVer65yearsofage．   

PatientswithrenalimT）airment  

Astudyinpatientswithsevererenalimpalrmentindicatedthatnodoseaqjustmentsarerequiredfor  
thesepatients（SeeSection5・2）．   

PatientswithheDaticimDairment  

Useinpatientswithhepaticimpairmenthasnotbeenstudied・Cautionandcarefu1dosetitrationis  
recommendedwhentreatingpatientswithmildtomoderatehepaticimpairment・Therefore，usein  
Patientswithseverehepaticimpalrmentisnotrecommended・   

E餓∋CtOfbd  

lnovelonshouldpreftrablybetakenwithfood（SeeSection5．2）．   

Discontinuation ofInovelon 
WhenInovelontreatmentistobediscontinued，itshouldbewithdrawngradual1y．Inclinicaltrials  
hovelondiscontinuationwasachievedbyreducingthedosebyapproximately25％everytwodays・   

lnthecaLSeOfoneormoremisseddoses，individualisedclinicaljudgementisnecessary．   

Uncontrolledopen－1abelstudiessuggestsustainedlong－termefncacy，althoughnocontrolledstudy  
hasbeenconductedforlongerthanthreemonths・   

4．3 ContraindicatiotLS   

HyperSenSitivitytotheactivesubstanCe，triazolederivativesortoanyexcipients・   

4．4 SpeCialwarnlngSandprecautionsfbruse   

StatusepileptlCusCaSeShavebeenobservedduringclinicaldevelopmentstudies，underrufinamide  
whereas no such cases have been observedumder placebo．These eventsled torunnamide  
discontinuationin20％ofthe cases．Ifpatients developnew seizwetypeS and／orexperiencean  
increased丘equencyofstatusepilepticusthatisdifftrentfromthepatient，sbaselinecondition，thenthe  
bene董itriskratioofthetherapyshouldbereassessed・   

AntiepileptlCmedicinalproducts，includingInovelon，Shouldbewithdrawngraduallytoreducethe  
possibilityofseizuresonwithdrawal・Inclinicalstudiesdiscontinuationwasachievedbyreducingthe  

dose by approximately25％every two days・There areinsumcient data on thewithdrawalof  
concomitantantlepileptlCmedicinalproductsonceseizurecontrolhasbeenachievedwiththeaddition  
orInovelon．  
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Ru丘namidetreatmenthasbeenassociatedwithdizziness，SOmnOlence，ataXiaandgaitdisturbances，  

whichcouldincreasetheoccurrenceofaccidentalfallsinthispopulation（SeeSection4．8）．Patients  
andcarersshouldexercisecautionuntiltheyarefami1iarwiththepotentialeffbctsofthismedicinal  
product．   

Seriousantiepileptic drug hyperSenSitivitysyndrome has occumdin associationwithrufinamide  

therapy．Signsandsymptomsofthisdisorderwerediverse；however，patientstypical1y，althoughnot  
exclusively，preSentedwith ftverandrashassociatedwithotherorgansysteminvoIvement・0仙er  
associated manifヒstations includedlymphadenopathy，1iver function tests abnormalities，and  
haematuria．Becausethedisorderisvariableinitsexpression，OtherorganSyStemSlgnSandsymptoms  

notnotedheremayoccur・Thissyndromeoccurredinclosetemporalassociationtotheinitiationof  
ru且namidetherapyandinthepaediatricpopulation．1fthisreactionissuspeCted，rufinamideshouldbe  
discontinued aJldalternative tre如ment started・Allpatients who develop a rash while taking  
rufinamidemustbecloselymonitored．   

Womenofchildbearingpotentialmustusecon廿aceptivemeasuresduringtreatmentwithlnovelon・  
Physicians should try to ensure that appropriate contraceptionisused，aJld should use clinical  
judgement when assessing whether oralcontraceptives，Or the doses ofthe oralcontraceptive  
components，areadequatebasedontheindividualpatientsclinicalsituation（SeeSection4・5）・   

Inoveloncontainslactose，thereforepatientswithrarehereditaryproblemsofgalactoseintoleranCe，the  
Lapplactasedeficiencyorglucose－galactosemalabsorpt10nShouldnottakethismedicine・   

4．5 InteractionwithothermedicinalprodtJCtSandother簸■rmSOfinteractioJ）   

PotentialforothermedicinalDrOductstoaffktlnovelop   

りJ／ーし♪J・刷Jト小んT血り仇・品・血／J…J仇・J・ヾ  

Ru坑namideconcentrationsmaybedecreasedbyco－administrationwithcarbamazeplne，phenobarbital，  
phenytoin，Vigabatrinorprimidone・   

ForpatientsonInovelontreatmentwhohaveadministrationofvalproateinitiated，Signincantincrea光S  
inru頁namideplasmaconcentrationsmayoccur・ThemostpronoumCedincreaseswereobservedin  
patientsoflowbodyweight（qOkg）・nLerefbre，COnSiderationshouldbegiventoadosereductionof  

Inoveloninpatients＜30kgwhoareinitiatedonvalproatetherapy（SeeSection4・2）・   

TheadditionorwithdrawalofthesedrugSOraquStingofthedoseofthesedrugSduringInovelon  
therapymayrequlreana4iustrnentindosageofInovelon・   

Nosign捕cantchangesinrufinamideconcentrationareobservedfo1lowlngCO－administrationwith  
1amotnglne，tOPlramateOrbenzodiazepmes・   

Potential   

川／Jl・＝JJJ卜し再／げ血・椚し・‘几・J旧／／｝′・＝‘／仇イ・、  

The pharmacokineticinteractionsbetweenrufinamide and other anti－epileptic drugS have been  
evaluatedinpatientswithepilepsyuslngpOpulationpharmacokineticmodelling・Ru頁namideappearS  
notto have clinically relevant efftct on carbamaZeplne，lamotnglne，Phenobarbital，tOplramate Or  
valproatesteadystateconcentrations・Sinceru伽amidemaydecreaLSephenytoinclearanCeandincrease  

averagesteady stateplasmaconcentrationsofco－administeredphenytoin，COnSiderationshouldbe  

giventoreducingthedoseofphenytoin・   

り＝／し・り川′仙・し・／・J／けヾ  

Co－administrationofrunnamide800mgb．i．d．andacombinedoralcontraceptive（ethinyloestradio135  
pgandnorethindronelmg）fbr14daysresultedinameandecreaseintheethinylestradioIAUCo－240f  
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22％andinnorethindroneAUCo＿240f14％．Studieswithotheroralorimplantcontraceptiveshavenot  
beenconducted．Womenofchild－bearingpotentialusinghormonalcontraceptlVeSa陀advisedtouse  
anadditionalsafeandeffbctivecontraceptivemethod（SeeSection4．4and4，6）．   

（：l仙・／JJ・り〝れ・∧挿仇川芋川ハ  

Rufinamideismetabolisedbyhydrolysis，andisnotmetabolisedtoanynotabledegreebycytochrome  
P450enzymes．Fwthermore，ruBnamidedoesnotinhibittheactivityofcytochromeP450enzymes  
（SeeSection5．2）．Thus，Clinical1ysignificantinteractiorbmediatedthroughinhibitionofcytochrome  
P450system byrufinamide are unlikely to occur．Ru坑namide has been showntOinduce the  
CytOChromeP450en町meCYP3A4andmaythereforereducetheplasmaconcentrationsofdrugS  
Whicharemetabolisedbythisenzyme．TTlee飴ctwasmodesttomoderate．ThemeanCYP3Aactivity，  
assessedasclearanCeOftriazolam，WaSincreasedby55％afterlldaysoftreatmentwithru伽amide  
400mgb．i．d．TheexposureoftriazolamWaSreducedby36％．Higherrunnamidedosesmayresultina  
morepronounCedinduction．Itmaynotbeexcludedthatru重namidemaydecreasetheexposurealsoof  
drugSmetabolizedbyotherenzymes，OrtranSPOrtedbytranSPOrtprOteinsSuChasP－glycoprotein・   

ltisrecommendedthatpatientstreatedwithdrugSthataremetabolisedbytheCYP3AenzymeSyStem  
aretobecarefullymonitoredfortwoweeksatthestartof二ora允ertheendoftreatmentwithlnovelon，  
OraReranymarkedchangeinthedose．AdoseaqjustmentOftheconcomitantlyadministereddrug  
mayneedtobeconsidered．Theserecommendationsshouldalsobeconsideredwhenrufinamideis  
usedconcomitantlywithdrugSwithanmwtherapeuticwindowsuchaswarfarinanddigoxin・   

A speCificinteraction studyinhealthy su句ects revealednoinfluence ofruhamide atadose of  
400mgbidonthepharmaCOkineticsofolanzaplne，aCYPIA2substrate・   

NodataontheinteractionofrufinamidewithalcoholareaVailable．   

4．‘ Pregnamぐyandlaeねtねn   

RiskrelatedtoeDileDSVandantieDileDticmedicinalDrOductsinEeneral：  

Ithasbeenshownthatintheo飽pringofwomenwithepilepsy，theprevalenceofmalformationsis  
twotothreetimesgreaterthantherateofapproximately3％inthegeneralpopulation．Inthetreated  
POpulation，anincreaseinmalfbrmationshasbeennotedwithpolytherapy；however，theextentto  
Whichthetreatmentand／ortheillnessisresponsiblehasnotbeenelucidated．   

Moreover，e飴ctiveanti－epileptictherapymustnotbeinterruPted，Sincetheaggravationoftheillness  
isdetrimentaltoboththemotherandthefoetus．  

Riskrelatedtorufinamide：  

Studiesinanimalsrevealednoteratogenice飴ctbutfoetotoxicityinpresenceofmaternaltoxicity（See  
Section5．3）．ThepotentialriskforhumanSisunknown．   

Forrufinamide，nOClinicaldataonexposedpregnanCiesareavai1able   

Takingthesedataintoconsideration，rufinamideshouldnotbeusedduringpregnanCyunlessclearly  
necessaryandinwomenofchildbearingagenotus1ngCOntraCeptlVemeaSureS・   

WomenofchildbearingpotentialmustusecontraceptivemeasuresduringtreatmentwithInovelon．  
PhysicianS Should try to ensure that appropriate conbptionis used，and should use clinical  
judgement when assessing whether oralcontraceptives，Orthe doses ofthe oralcontraceptive  
COmpOnentS，are．adequatebasedontheindividualpatientsclinicalsituation（SeeSection4・5）・   

Ifwomentreatedwithrufinamideplantobecomepregnant，theindicationofthisproductshouldbe  
Carefu11y weighed．During pregnancy，an e舵ctive antiepilepticrufinamidetreatmentmustnOt be  
interrupted，Sincetheaggravationoftheillnessisdetrimentaltoboththemotherandthefoetus・   



lsnotknownifruhamideisexcretedinhumanbreastmi1k．Duetothepotentialharmfu1effbctsfbr  
thebreastfedinfht，thelactationshouldbeavoidedduringmaternaltreatmentwithru丘namide・   

4．7 Efrbctsonabilitytodriveandusemachines   

lnovelon may cause dizziness，SOmnOlence and blurred vision・Depending on theindividual  
sensitivity，Inovelonmayhaveamildtosevereinnuenceontheabilitytodrive orusemachines・  
Patientsmustbeadvisedtoexercisecautionduringactivitiesrequiringahighdegreeofalertness，e・g・，  
drivingoroperatingmachinery・   

4．＄ Undesirablee蝕cts   

Theclinicaldevelopmentprogramhasincludedoverl，900patients，withdi晩renttypesofepilepsy，  
exposed to ru血amide・The most commonly reported adverse reactions overallwere headache，  

dizziness，蝕igue，and somnolence．The most common adverse reactions observed at a higher  
incidencethanplaceboinpatientswithLennox－Gastautsyndromeweresomnolenceandvomltlng・  
Adverse reactions were usually mild to moderatein seventy・The discontinuation ratein  
l，ennOX－Gastautsyndromeduetoadversereactionswa58・2％forpatientsrecervlngInovelonandO％  
7brpatientsrecelVlngplacebo・Themostcommonadversereactionsresultingindiscontinuationffom  

theInovelontreatmentgroupwererashandvomiting．   

Adverse reactions reportedwithanincidence greater thanplacebo，during the Lennox－Gastaut  
syndromedouble－blindstudiesorintheoverallru銭namide－eXpOSedpopulation，arelistedinthetable  

belowbyMedDRApreftrredterm，SyStemOrganClassandbyfrequency・  
Frequenciesarede茄nedas‥VeryCOmmOn（≧1／10），COmmOn（≧l／100＜1／10），  
皿COmmOn（≧1／1，000＜l／100）．  

SystemOrgan   
Class   VeryCommom   Common   Un（：OmmOn   Rare   

Infections and PneumOnia  

lnftstations  Influenza 

Nasopharyngitis 

Earinfヒction  

Sinusitis  

Rhinitis  

】mmunesystem  

disorders  Hypersensitivity＊  

Metabolism and Anorexia  

Nutrition  Eating disorder 
disorders  Decreasedappetite  

Psychiatric  Anxiety  

disorders  Insomnia  

NervOuSSyStem  Somnolence＊   StatusepileptlCuS＊   
disorders   Headache  Convulsion  

Dizziness＊  CoordinationAbnormal＊  

Nystagmus 

Psychomotor hyperactivity 

Tremor   

EyeDisorders  Diplopla  
Visionblurred  



SystemOrgan   
Class   VeryCommon   Common   Uneommon   R且re   

arand  Vertigo  

Labyrinth 

isorders  

Respiratory，  Epistaxis  

thoracic and 
mediastinal  

disorders  

Gastrointestinal  auSea   bdominalpalnuPper  

disorders   Vomiting   Constipation  

Dyspepsia  

Diarrhoea   

HepatoTbiliary  Hepatic enzyme 

disorders  1nCreaSe  

Skin and a5h＊  

subcutaneOuS  
tissuedisorders  Cne   

MusCuloskeletal  ackpain  

and connective 

tissueandbone  
disorders  

Reproductive  01igomenorrhoea  

system and 
breastdisorders  

Generaldisorders  GaitdisturbanCe＊  

and  

administration  
siteconditions   

Investigations  Weightdecrease  

叫ury，pOISOnlng  Head injury 

Contusion  

＊CrossrefbrtoSection4．4．  

4．9 0verdose   

AReranaCuteOVerdose，thestomachmaybeemptiedbygastriclavageorbyinductionofemesis・  
Thereis no spec摘cantidoteforInovelon・Treatment should be supportiveand maylnClude  

haemodialysis（SeeSection5⊥2）・   

Multipledosingof7，200mg／daywasassociatedwithnomqiorsignsorsymptoms・  

5． PHARMACOLOGICALPROPERTIES   

5．1 Pharmacodynamicproperties   

Pharmacotherapeuticgroup＝anti－epileptics，Carboxamidederivatives；ATC－COde：NO3AFO3・   

Mechanism ofaction 

Runnamidemodulatestheactivityofsodiumchannels，prOlongingtheirinactivestate・Rufinamideis  

activeinarangeOfanimalmodelsofepilepsy・   



ClinicalexDerience  

lnovelonwasadministeredinadoubleblind，Placebo－COntrOlledstudy，atdosesofupto45mgnqyday  
ねr84days，tO139patientswithinadequatelycontrolledseizuresassociatedwithLermox－Gastatrt  
Syndrome（including bothatypicalabsence sei2WeSand drop attacks）・Male or ftmale patients  
（between4and30yearSOfage）wereincludediftheywerebeingtreatedwithlto3concomitant  
nxed－doseantlePilepticdrugS・Eachpatienthadtohaveatleast90seizuresinthemonthpriortostudy  
entry・Asignificantimprovementwasobservedforallthreeprimaryvariables‥theperCentageChange  

jntotalsei2Wefrequencyper28daysduringthemaintenanCephaserelativetobaseline（－35．8％on  
lnovelonvs・－1・6％onplacebo，P＝0・0006），thenumberoftonic－atOnicseizures（－42．9％onInovelon  

VS・2・2％on placebo，p＝0・0002），aJldthe seizure severityratingfrom the GlobalEvaluation  
Perfbrmedbytheparent／guardianattheendofthedouble－blindphase（muchorverymuchimproved  
in32．2％onInovelonvs・14．5％ontheplaceboarm，p＝0．0041）．   

PopulationpharmaCOkinetic／pharmacodynamicmodellingdemonstratedthatthereductionoftotaland  
tonic－atOnicseizu柁丘equencies，theimprovementoftheglobalevaluationofseizun≡SeVerityandthe  
increase in probability of reduction of seizwe 丘equency were dependent on rufinamide  
concentrations．   

5．2 Pharmacokineticproperties   

Abso画On  
M批imumpl鱒malevelsamreachedapproximately6hoursa魚eradministration．Peakconcentration  
（CmJandplasmaAUCofrufinamideincreaselessthanproportionallywithdosesinboth血stedand  
ftdhealthysu叫ectsandinpatients，prObablyduetodose－1imitedabsorptionbehaviour．ARerslngle  
dosesfbodincreasesthebioavai1ability（AUC）ofrufinamidebyapproximately34％andthepeak  
Plasmaconcentrationby56％．   

pistribution  
lnin－Vitrostudies，Onlyasmallfractionofru魚Iamide（34％）wasboundtohumanserumprOteinswith  
albuminaccountingforapproximately80％ofthisbinding．Thisindicatesminimalriskofdrug－drug  
interactions bydisplacementfrombindingsitesduringconcomitantadministrationofotherdrugS．  
Rufinamidewasevenlydistributedbetweenerythrocytesandplasma．   

Biotransformation  

Runnamideisalmostexclusively eliminatedbymetabolism．Themainpathway ofmetabolismis  

hydrolysisofthecarboxylanidegrouptothepharmacoIogical1yinactiveacidderivativeCGP47292．  
CytochromeP450－mediatedmetabolismisveryminor．Thefbrmationofsmal1amOuntSOfglutathione  
COrUugateSCannOtbecompletelyexcluded．   

Rufinamide has demonstratedlittle or no significant CapaCityin－Vitro to act as a competitive or  

mechanism－basedinhibitor ofthe fbllowlng human P450enzymes：CYPIA2，CYp2A6，CYP2C9，  
CYP2C19，CYP2D6，CYP2El，CYP3A4／50rCYP4A9／11－2．   

Elimination  

TheplasmaeliminationhalfJliftisapproximately6－10hoursinhealthy su切ectsandpatientswith  
epilepsy．When glVen tWice dai1y at12－hourlylntervals，rufinamide accumulates tothe extent  
predicted byits terminalhalf二1ift，indicating that the pharmacokinetics ofrufinamide are time－  
independent（i．e．noautoinductionofmetabolism）．   

1naradiotracerstudyinthree healthyvolunteers，theparentcompoumd（rufinamide）wasthe main  

radioactivecomponentinplasma，repreSentingabout80％ofthetotalradioactivity，andthemetabolite  
CGP47292constitutlngOnlyabout15％．Renalexcretionwasthepredominantrouteofelimination  
lbrdrugrelatedmaterial，aCCOuntingfbr84．7％ofthedose．   

Linearitv／non－1inearitv：   



The bioavai1ability ofru伽amideis dependent on dose・Asdoseincreases the bioavailability  
decreases．   

Pharmacokineticsinspecia  
ぶeズ  

Population phmacokinetic modelling has been used to evaluate theinnuence ofsex on the  
pharmacokinetics ofrunnamide・Such evaluationsindicate that sex does not affbctthe  
pharmacokineticsofrufinamidetoaclinicallyrelevanteXtent・   

月e〝αJ加pαfr〝加ヲ〝J  

Thepharmacokineticsofaslngle400mgdoseofrufinamidewerenotalteredinsubjectswithchronic  
andsevererenalfailurecomparedtohealthyvolunteerS・However，plasmalevelswerereducedby  
approximately30％whenhaemodialysISWaSapPliedaReradministrationofru丘namide，SuggeSting  
thatthismaybeausefu1procedureincaseofoverdose（SeeSections4・2and4・9）・   

Jル／，dJf【－i〝J／）山J●〝汀JIJ  

NostudieshavebeenperfomedinpatientswithhepaticimpalrmentandthereforeInovelonshouldnot  
beadministeredtopatientswithseverehepaticimpalrment・   

C鋸んかg〝〝－ノ2γeα′可  

Childrengenera11yhavelowerclearanCeOfru丘namidethanadults，andthisdifftrenceisrelatedto  
bodysize・Studiesinnew－bominfants－Orinfantsandtoddlersunder2yearsofagehavenotbeen  

conducted．   

どんん「（l・  

A pharmaCOkjnetic studyin elderly healthy volunteers did not show asignificant di飴rencein  

phamacokineticparameterscomparedwithyoungeradu）ts・   

5．3 Preeliniealsa無けdata   

Conventionalsafttypharmacologystudiesrevealednospecialhazardsatclinicallyrelevantdoses・   

ToxicitiesobservedindogsatlevelssimilartohumaneXpOSureatthemaximumrecommendeddose  
wereliverchangeS，includingbilethrombi，Cholestasisandliverenzymeelevationsthoughttobe  
relatedtoincreasedbilesecretioninthisspecies・NoevidenceofanaSSOCiatedriskwasidentinedin  
theratandmonkeyrepeatdosetoxicitystudies．   

In reproductiveand developmentaltoxicitystudies，there were reductionsinfoetalgrowthand  
survival，andsomestillbirthssecondarytomaternaltoxicity・However，nOeffbctsonmorphologyand  
function，includinglearnlngOrmemOry，WereObservedintheofBpring・lnovelonwasnotteratogenic  
inmice，ratSOrrabbits．   

Ru茄namidewasnotgenotoxicandhadnocarcinogenicpotential・Adverseefftctsnotobservedin  
clinicalstudies，butseeninanimalsatexposurelevelssimi1artoclinicalexposurelevelsandwith  
possiblerelevanCetOhumanusewasmyelo丘brosisofthebonemarrOWinthemouseCarCinogenicity  

study．Benignboneneoplasms（OSteOmaS）andhyperostosisseeninmicewereconsideredaresultof  

theactivationofamousespec浦cviruSbynuorideionsreleasedduringtheoxidativemetabolismof  
rufinamide．   

Regardingtheimmunotoxicpotential，Smallthymusandthymicinvolutionwereobservedindogsina  
13weekstudywithsignincantresponseatthehighdoseinmale・Inthe13weekstudy，ftmalebone  
marrowandlymphoidchangeSarerePOrtedatthehighdosewithaweakincidence・－Inratsdecreased  
cellularityofthebonemarrowandthymicatrophywereobservedonlyinthecarCinogenicitystudy・  

6． PHARMACEUTICALPARTICULARS   
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6．1 Listofexcipients   

迦  
Lactosemonohydrate  
Ce11ulose，microcrystalline  
MaizestaLrCh  

Croscarmellosesodium  
Hypromellose  
Magnesium stearate 
Sodium laurilsulfate 

Silicaco1loidal，anhydrous   

FilmcoatinE：  
Opadry OOF44042［consists ofhypromellose，maCrOgOIs（8000），titaniumdioxide（E171），talcand  
ftmicoxidered（E172）］．   

6．2 Incompatibilities   

Notapplicable   

占J Sbelrli鮎   

3ye訂S．   

6．4 SpeCialprecautionsfbrstorage   

I）onotstoreabove300C．  

6．5 Natureandcontentsofcontainer   

lOOmg  
Aluminium／aluminiumblisters，paCksoflO，30，50，60andlOOfilm－COatedtablets．   

Notal1packsizesmaybemarketed．   

6．6 SpeCialprecautionsfordisposal   

NospeCialrequlrementS．  

7．  MARKETmGAUTHORISATIONHOLDER   

EisaiLimited，3Shortlands，LondonW68EE，UK   

8． MARKETINGAUTIIORISATIONNUMBER（S）  

9． DATEOFFIRSTAUTHORISATION／RENEWALOFTHEAUTHORISATION  

）0．I）ATEOFREVISIONOFTHETEXT  
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A． MANtJFACTURINGAUTHORISATIONHOLI）ERRESPONSIBLEFORBATCH  

RELEASE  

Name  

Eisai Limited 

3 Shortlands 
LondonW68EE  
United Kingdom 

B． CONDITIONSOFTHEMARKETINGAUTHORISATION   

●  CONDITIONSORRESTR［CTIONSREGARDINGSUPPLYANDtJSEIMPOSEDON  
THEMARKETINGAUTHORISATIONHOLDER   

Medicinalproductsubjectto restricted medicalprescription（See AnnexI：Summary ofProduct  

CharaCteristics，SeCtion4．2）．   

●  CONDITIONSORRESTRICTIONSWITⅡREGARDTOTHESAFEAND  
EFFECTIVEUSEOFTIIEM［EDICINALPRODUCT   

Notapplicable・   

●   OTIIERCONDITIONS   

TheMAHmustensurethatthesystemofpharmaCOVigi1anceisinplaceandfunctioningbeforethe  
productisplacedonthemarket・   

The MAH commits to performing a post－marketing safbty Study（registry）and additional  
phamacovigilanCeaCtivitiesdetai1edinthePhmacovigilanCePlan・   

An updated Risk Management PlanShould be provided as perthe CHMP Guideline on Risk  
ManagementSystemsformedicinalproductsforhumanuSe・  
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