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SUMMARY OF PRODUCT CRARACTERISTICS 



1． NAMEOFTⅡEMEDICINALPRODUCT   

lnovelonlOOmg創m－COatedtablets  

2． QtJALITATIVEANDQUANTITATrVECOMPOSrrION   

100 mg 

Each創m－COatedtibletcontains100mgrufinamide．  
Excipient：20mglactosemonohydrate／Blmcoatedtablet．   

Forafu111istofexcipients，SeeSection6．1．  

3． mRA4ACEUTICALFORM  

Film－COatedtal）1et．   

100 mg 
Pink，‘ovaloid’，Slightlyconvex，S？Oredonbothsides，embossed‘C261’ononesideandblankonthe  

Otherside．   

Thetabletcanbeldividedintoequalhalves．  

4． CLmCALPAJITICUW   

4．1 T加叫叩血血di用心ons   

InoveIonisindicated as a4junCtive ther叩yin the treatment of sei2WeS aSSOCiated with  
LerLnOX－G細山Syndromeinpatients4yearsandolder．   

4．2 Po鋸膚ogyandme仙odo一旦dm加納tねn   

TreahentwithInovelonshouldbeimitiatedbyaphysicianSpeCialisedinpaediatricsorneur0logy  
withexpenenceinthetreatmentofepilepsy．   

hovelonisfoⅠ・Oraluse．Itshouldbetakentwicedailywithwaterinthemomlngandintheevenmg，  
intwoequal1ydivideddoses・Asafoode飴ctwasobserved，itwillpreferal）letoadministerlnovelon  
withfood（SeeSection5．2）．Ifthepatienthasdi餌cultywithswal1owing，tabletscanbecruShedand  
admimisteredinhalfaglBLSSOfwater．   

Useinchildrenfourveaqsofa空eOrOlderandlessthan30k亡  
Patients＜30垣notreceivin寧Valprq寧唾；  

Treatment should beinitiated at a daily dose of200mg．According to clinicalresponse and  
tolerability，thedosem町beincreasedby200mg／dayincrements，aSfrequentlyaseverytwodays，  
toamaximumreCOmmendeddoseoflOOOmg／day．Dose＄Ofupto3600mg／dayhavebeenstudiedin  
alimitednumberofpatients．   

Patients＜‡Ok亡alsoreceivin亡ValDrOatemedication：  

Asvalproatesigmi重cantly decreases clezmnceofInovelon，alowermaximumdoseofInovelonis  
recommendedforpatients40kgbeingco－administeredvalproate．Treatmentshouldbeimitiatedata  
dai1ydoseof200mg・AccordingtoclinicalrespnSeandtolerabil軌afteraminimumOf2daysthe  
dosemaybeincreasedby200mg／day，tOthemamumreCOmmendeddoseof400mg／day・  
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UseinadultsandchildrenfourYearSOfaEeOrOlderof30kEOrOVer  
Treatment should beinitiated at a dai1y dose of400mg．According to clinicalresponseand  
tolerability，thedosemaybeincreasedby400mg／dayincrements，aS舟印uentlyaseverytwodays，uP  
toamaximumrecommendeddoseasindicatedinthetablebelow．  

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

Maximum  1800   2400   3200   

recommendeddose  
（mかday）  

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

Elde巾  

Thereislimitedinformationontheuseofhovelonintheelderly．Since，thepharmacokineticsof  
ru重namidearenotalteredintheelderly（SeeSection5．2），dosagea4justmentisnotrequiredinpatierrb  
OVer65yearsofage．   

Patientswithrenalimt）airment  

Astudyinpatientswithsevererenalimpairmentindicatedthatnodosea嘩ustmentsarerequiredfor  
thesepatients（SeeSection5．2）．   

PatientswithheDaticimpairment  
Useinpatientswithhepaticimpairmenthasnotbeenstudied．Cautionandcarefu1dosetitrationis  
recommendedwhentreatingpatientswithmildtomoderatehepaticimpairment．Therefore，uSein  
Patientswithseverehepaticimpairmentisnotrecorrmended．   

E蝕ctoffood  

hovelonshouldpreftrablybetakenwithfood（SeeSection5．2）．   

DiscontinuationofInovelon  
Whenhovelontreatmentistobe discontinued，itshouldbewithdrawngradual1y．Inclinicaltrials  

Inovelondiscontinuationwasachievedbyreducingthedosebyapproximately25％everytwodays．   

Inthecaseofoneormoremisseddoses，individualisedclinicaljudgementisnecessary．   

Un叩ntrO11ed open－1abelstudiessuggest sustainedlong－termefficacy，althoughnocontrolledstudy  
hasbeenconductedforlongerthanthreemonths．   

4．3 Contraindiea出oms   

HyperSenSitivitytotheactivesubstaLnCe，triazolederivativesortoanyeXCipients．   

4・4 SpecialwarnlngSandprecat）tionsfbruse   

Statusepilepticuscaseshavebeenobservedduringclinicaldevelopmentstudies，underru重namide  

Whereas no such cases have been observedunder placebo．These eventsled to rufimide  
discontinuationin20％ofthe caLSeS．1fpatients develop newseizuretypeSand／orexperience an  
increased倉equencyofstatusePilepticusthatisdifftrent危・Omthepatient’sbaselinecondition，thenthe  

bene丘triskratjoofthetherapyshouldbere由sessed．   

Antiepilepticmedicinalproducts，includingInovelon，Shouldbewithdrawngradual1ytoreducethe  

POSSibilityofsei2WeSOnwithdrawal．lnclinicalstudiesdiscontinuationwasachievedbyreducingthe  
dose by approximately25％every two days．There areinsufficient data onthewithdrawalof  
COnCOmitantar）tlepilepticmedicinalproductsonceseizu∫eCOntrOlhasbeenachievedwiththeaddition  

ofInovelon．  
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Ruhamidetreahenthasbeenassociatedwithdizziness，SOmnOlence，ataXiaandgaitdisturbanCeS，  
Whichcouldincreasetheoccumeofaccidentalfa11sinthispopulation（SeeSection4．8）．Patients  
andcarersshouldexercisecautionuntiItheya帽fhmi1iarwiththepotemialefrbctsofthismedicinal  
producL   

Seriousantiepileptic drug hypersensitivitysyndrome has occurredinassociationwithruhamide  
therapy・SignsandsymPtOmSOfthisdisorderwerediverse；however，Patierrtstypically，althoughnot  
exclusively，preSentedwith危verandrashassociatedwith0therorganSySteminvoIvement．0血  
associated manifbstations included けmphadenopdhy，liver 知nction tests 曲normalities，and  
haematuria・Becau光thedisorderisvariableinitsexpression，0therorganSyStemSignsandsymptOmS  
notnotedheremayoccur・Thissyndromeoccurredinclosetemporalassociationtotheimitiationof  

ruhamidetherapyandinthepaediatricpopulation．If也isreactionissuspeCted，rufinamideshouldbe  

disco血uedandaltemative treahent started・Allpadents who develop a rash while taking  
ru血l弧Iidemustbecloselymonitored．   

WomenofchildbearingpotentialmtduseCO血eptivemeasLmSduringtreatmentwithhovelon・  
PhysiciBLnS Should try to ensurethat appropriate co血aceptionisused，and should use clinlcal  
judgement when assessing whether oralco血raceptives，Orthe doses ofthe oralcontraceptive  
COmpOnentS，amadequatebasedontheindividualpatientsclimicalsituation（SeeSection4．5）．   

Inovelonc皿tainslactose，thereforepatientswithraqehereditaryproblemsofgalactoseintoleranCe，the  
L叩plactasede丘ciencyorglucose－galactosemalabsorptionshouldnottakethismedicine．   

4．5 hLteraCtiotLwithotbertnedicinalproductsandotherbrmsofinteraction   

PotentialforothermedicinalDrOductstoa触tInovelon   

肋α〝Jト甲坤c椚g成d批〟prα血cね  

Ru血amideconcentrationsmaybedecreasedbyco－admimistrationwithcarbamazepine，phenobarb血  

Phenytoin，vigabatrinorprimidone．   

ForpatientsonInovelontreatnentwhohaveadministrationofvalprodeimitiated，Signincantincreases  
in血mideplasmaconcentrationsmayOCCur．TbemostpronounCedincreaseswereobservedin  

PatietTtSOflowbodyweight（匂Okg）．Therefore，COnSiderationshouldbegiventoadosereductionof  
Inoveloninpatients弓Okgwhoareimitiatedonvalproatetherapy（SeeSection4．2）．   

Theadditionorwithdrawalofthesedrugsora句ustingofthedoseofthesedrugSduringInovelon  
therapymayrequlreana4justmentindosageofhovelon．   

NosigniBcantChangeSinm瓜namideconcentrationareobservedfo1lowingco－administrationwith  
1amobigine，tOPiramateorbenzodiazepines．   

PotentialforInovelontoa飴ctothermedicina）DrOducts   

助rd〝〟一甲fJ甲鹿沼e肋Jクrα血灯ね  

The phamacokineticinteractions betweenruhamideand other anti一甲ileptic drugS have been  
evaluatedinpatientswithepilepsyusingpopulationphamacokineticmodelling・Rufimideappe訂S  
nottohaveclinicallyrelevante触toncarbanaEePine，lamotrigine，Phenobarbital，tOpiramateOr  
Valproatesteadystateconcentrations・Sinceru丘midemaydecreasephenytoincleaqanCeandincrease  

average steady stateplasmaconcentrationsOfco－admimisteredphenytoin，COnSiderationshouldbe  
giventoreducingthedoseofphenytoin．   

OmJcロ乃加C甲かg∫  

Co－administrationofru丘namide800mgb．i．d．andacombinedoralcontraceptive（ethinyloestradio135  

Pgandnorethindronelmg）for14daynesultedinameandecreaseintheethinylestradioIAUCo＿240f  
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22％andinnorethindroneAUCoL240f14％・StudieswithotheroralorimplantCOntraCePtiveshavenot  

beenconducted．Womenofchild－bearingpotentialusinghormonalcontraceptivesareadvisedtouse  
anadditionalsafbande飴ctivecontraceptivemethod（SeeSection4．4and4．6）．   

（：l仙Lイ汀（J〝汀ノ，イ∫仇′P・〝は∫  

Rufinamideismetabolisedbyhydrolysis，andisnotmetabolisedtoaLnynOtabledegreebycytochrome  
P450enqmes．Furthermore，ru蝕l釘nidedoesnotinhibittheactivityOfcytochromeP450enzymes  

（SeeSection5．2）．Thus，Clinicallysigni頁cantinteractionsmediatedthroughinhibitionofcytochrome  
P450system byru蝕Iamide are unlikely to occur・Rufinamide has been showntOinducethe  

CytOChromeP450enpeCYP3A4andmaythereforereducetheplasmaconcentrationsofdrugS  
Whicha代metabolisedbythisenzyme．Thee飴ctwasmodesttomoderafe．ThemeanCYP3Aactivity，  

assessedascJeaqnceoftriazolam，WaSincreasedby55％after11daysoftreatmentwithn適namide  
400mgb．i．d．TheexposureoftriazolamWaSreducedby36％・Higherrufinamidedosesmayresultina  
morepronouncedinduction・Itmaynotbeexcludedthatru重namidemaydecreasetheexpostmalsoof  
drugSmetabolizedbyotherenzymes，OrtranSpOrtedbytranSpOrtPrOteinsSuChasP－glycoprotein・  

Itisrecommendedthatpatientstreatedwithdrugsthat 
aTetObeca托fu11ymonitoredfbrtwoweeksatthestartof；oraRertheendoftreatmentwithhovelon，  
OraReranymarkedchangeinthedose・Adosea嘩ustmentoftheconcomitantlyadmihisteredd  
mayneedtobeconsidered・Theserecommendationsshouldalsobeconsideredwhenru航namideis  
usedconcomitantlywithdrugSwithanamwtherapeuticwindowsuchaswarfhrinanddigoxin．   

Aspccificinteractionstudyinhealthysubjectsrevealednoin幻uenceofrufinamideatadose of  
400mgbidonthephamokineticsofolanZaPlne，aCYPIA2substrate・   

Nodataontheinteraction 

4．石 Pr呼はnCy抽dla伽n  叫eneral：  
Ithasbeenshownthatintheo飽pringofwomenwithepilepsy，theprevalenceofmalformationsis  
twotothreetimesgreaterthantherateofapproximately3％inthegeneralpopulation・hthetreated  
population，aJ）increaseinmalformationshasbeennotedwithpolytherapy；however，theextentto  

whichthetreatmentand／ortheillnessisresponsiblehasnotbeenelucidated・   

Moreover，e飴ctiveanti一甲ileptictherapymustnotbeintem甲ted，Sincetheaggravationoftheillness  
isdetrimentaltoboththemotherandthefoetus．   

RiskrelatedtoruGnamide：  
Studiesinanimalsrevealednoteratogemice飴ctbutfoetotoxicityinpresenceofmaternaltoxicity（See  

Section5．3）．Thepotentialriskforhumansisunknown・   

Forru丘namide，nOClimicaldataonexposedpregnancleS訂eaVailable   

Takingthesedataintoconsideration，ruhamideshouldnotbeusedduringpregnanCyunlessclearly  
necessaryandinwomenofchildbearingagenotus1ngCOntraCePtivemeasures・   

Womenofchildbearingpotentialmustusecontraceptivemeasu柁SduringtreatmentwithInovelon・  
PhysicianS Should try to ensu托that appropriate contraceptionis used，and should use clinical  

judgement when assessing whether oralcontraceptives，Orthe doses ofthe oralcontraceptive  

components，areadequatebasedontheindividualpatientsclinicalsituation（SeeSection4・5）・   

Ifwomentreatedwithruhamideplantobecomepregnant，theindicationofthisproductshouldbe  
CaJtfullyweighed・Duringp？gnanCy，ane庁ぬiveandepilepdcrufinamidetreatmentmustnotbe  

interruPted，SincetheaggravatlOnOftheillnessisdetrimentaltoboththemotherandthefoetus・   



Isnotknownifru血amideisexcretedinhumanbreastmilk．Duetothepotentialharmfu1e飴ctsfor  
thebreastfedinthnt，thelactationshouldbeavoidedduringmatemaltreatmerrtwithru丘namide．   

4．7 EfTbctsonabilitytodrjveandusemachines   

InoveJon mqy cause dizziness，SOrrnOlence and blurred vision．Depending ontheindividual  
SenSitivity，InovelonmayhaveamildtosevereinfluenceontheabilitytodriveorusemaChines・  
Patierrtsmustbeadvisedtoexercisecautionduringactivitiesrequiringahighdegreeofalertness，e・g・，  
driving or operating machinery. 

4．＄ 仇desi帽blee触蝕   

Theclinicaldevelopmentprogranhasincludedoverl，900patients，withdi飽renttypeSOfepilepsy，  
e叩OSed to ru丘namide・The most commonly reported adverse reactions overal1were headache，  
dizziness，蝕tigue，and somnolence．The most common adverse reactions observed at a higher  
incidencethanPlaceboinpatientswithLennox－Gastautsyndromeweresomnolenceandvomiting．  
Adverse reactions Were uSua11y mild to moderatein seve血y．The discontinuation ratein  
Lennox－Gastautsyndromeduetoadversereactionswas8．2％forpatientsrecelVlngInovelonandO％  
forpatientsrecelVlngPlacebo．The’mostcommonadversereactionsresulting－indiscontinuation舟om  
theInovelontreatmentgroupwererashandvomiting．   

Adverse reactions reportedwithanincidence greaterthan pIacebo，duringtheLennox－Gastaut  
Syndromedouble－blindstudiesorintheoverallrufimide－eXPOSedpopulation，arelistedinthetal）le  
belowbyMedDRApreferredtern，SyStemOrganClassandby舟equency．  

Frequencies訂edefinedas：VeryCOmmOn（≧1／10），COmmOn（≧1／100＜1／10），  
uncomon（≧1／1，000＜1／100）．  

SystemOrg細   

Class   VeryCommon   Common   Uneommon   R且re   

In免ctionsand  eumOnla  
Infヒstations  n幻uena  

Nasopharyngitis 

Eむ・infヒction  

虫inusitis  

Rhinitis  

Immune system 
disorders  ypersensitivity■  

Metabolism and OreXla  
Nutrition Eating disorder 

disoTders  Decreasedappetite  

Psychi細Tic  
●e呼  

disorders  Insonmia  

en／OuSSyStem  Somnolence＊   Statusepilepticus＊   
disorders   Headacbe  Convulsion  

D血iness■  CoordinationAbnormal＊  

Nystagmus 
Psychomotor hyperactivity 

Tremor   

EyeDisorders  Diplopla  

Visionb）urred  



；ystemOrgan   

Class   VeIYCommon   Common   Uncommon   R且re   

汀and  Vertigo  
Lbyrin仇  

；Orders  

∋Spiratory，  Epistaxis  
DraCicand  

∋diastinal  

；Orders  

相打Ointestinal  auSea   bdominalpalnuPper  

；Orders   Vomiting   Constipation  

SpePSla  

iarrhoea   

！patO－biliary  Hepatic enzyme 
；Orders  1nCrea5e  

ina皿d  ash＊  
』cutaneous  

suedisorders  Cne   

止SCuloskeletal  B拡kpah  

dconnective  

sueandbone  

LOrders  

eproductive 01igomenorrhoea  
血mand  

！aStdisorders  

さnerddisorders  GaitdisturbanCe■  

Lministration 

∋COnditions   

／eStigations  Weightdecrease  

ury，pOISOn】，ng  Head叫uγ  

Contusion  

＊CrossrefertoSection4．4．  

4．9 0verdose   

A鮎ranaCuteOVerdose，thestomachmaybeemptiedbygastriclavageorbyinductionofemesis，  
Thereis no spec漬cantidoteforInovelon・Treatment should be supportiveand maylnClude  

haemodialysis（SeeSection5．2）．   

Multipledosingof7，200mg／daywasassociatedwithnom再orsignsorsymptoms．  

5． PHARMACOLOGICALPROPERTIES   

5．1 Phar血aCOdynamicproperties   

PhamlaCOtherapeuticgroup：anti－印ileptlCS，C訂boxamidederivatives；ATC－COde：NO3AFO3．   

Mechanismofaction  

Ru茄namidemodulatestheactivityofsodiumChamels，prOlongingtheirinactivestate．Ru缶namideis  
activeinarangeOfanimalmodelsofepilepsy．   



Clink山expedm∝  
hovelonwasadministeredinadoubleblind，plaLebひ・COrrtrOlledstudy，atdosesofupto45mgndday  
for84days，tO139patientswithinadequateけCOntrOlledseizwesassociatedwithLennox－Gastaut  
Syndrome（including bothatypicalabsence seizuれ巴Sand drop attacks）・Male orfemale patients  
（between4and30yearSOfage）wereincludediftheywerebeingtreatedwith1to3concomitant  
負xedJoseantiepilepticdrugs．EachpatierAhadtohaveatleast90sei2WeSinthemonthpriortostudy  
entry・Asignificantimprovementwasobservedforallthreeprimaryvariables：theperCentageChange  
intotalsei2m丘equencyper28dqysduringthemaintenanCePhaserelativetobaseline（－35・8％on  
Inovelonvs．一1．6％onplacebo，P＝0．0006），thenumberoftonic－atOnicsei2WeS（A2．9％onInovelon  
VS．2．2％on plaDebo，P＝0．0002），andthe sei2m SeVerityrating舟omthe GlobalEvaluation  
performedbythepaqm晦uardianattheendofthedoub）e－blindphase（muchorverymuchimproved  
h32．2％onInovelonvs．14．5％00仙epla∝血DおⅧ，p＝0．0041）．   

Populationphmkinetich）hamacodymicmodellingdemonstratedthatthereductionoftotaland  
tonic－atOnicsei2We丘equencies，theimprovementoftheglobalevaluationofseizun≡SeVerityandthe  
increaBie in probal）ility of reduction of se血e 鮎quency were dependent on r山加amide  
conce血ions．   

5．ヱ marm抑止血娘叩rOpe鵬i飴   

Abc叩tion  
MaximumPlasmalevelsaLrereaChedapproximately6hoursafteradministration．Peakconcentration  
（CmJandplasmaAUCofruhamideincrea聞IessthBLnPrOPOrtiona11ywithdosesinboth魚5tedqnd  
fedhealthysuqectsandinpatients，PrObabbduetodose－1imitedabsorptionbehaviour．Aftersingle  

dosesfoodincreasesthebioavailal）ility（AUC）ofrufinamideby・aPPrOXimately34％andthepeak  
plam∽nCen触感onby56％・   

Dis廿ibudon  

hin－ViLrostudies， 

albuminaccou血ngforapproximately80％ofthisbinding．Thisindicatesminimalriskofdrug一血唱  
interactionsbydisplamentfrombindingsitesduringconcomitantadministrationofotherdrugS．  
Ru重namidewasevenlydistributedbetweenerythrocytesandplasma．   

Bi叩血血on  
叫mideisalmostexclusivelyeliminatedbymetabolism．Themainpathwayofmetabolismis  
hydrolysisofthec訂boxylamidegrouptothephama∽logicallyinactiveacidderivativeCGP47292・  
CytochromeP450－mediatedmetabolismisveryminor．TheformationofsmallamOuntSOfglutalhione  
CO巾ugatescannotbecompletelyexcIuded．   

Ru負namide has demonstratedlittle orno signincant c叩aCityin－Vitro to act as acompetitive or  
mechanism－basedinhibitorofthefo1lowinghumanP450enzymeS：CYPIA2，CYm6，CYP2C9，  
CYP2C19，CYP2D6，CYP2El，CYP3A4／50rCYP4A9／11－2．   

Elimin血  

Theplasmaeliminationhalfllifeisapproximately6－10hoursinhealthysu句ectsandpatientswith  
epilepsy．When glVen twice dai1y at12－hourlyintervals，ruhamide accumulates tothe exhent  
predicted byits terminalhalf・lift，indicating thatthe phmacokhetics of几戒namideare time－  
independent（i．e・nOautOinductionofmetabolism）．   

Inaradiotrac訂StudyinthreehealthyvolunteerS，theparentcompound（ru貢namide）wasthemain  

radioactivecomponentinplasma，rePreSentingabout80％ofthetotalradioactivity，andthemetabolite  
CGP47292constitutingonlyabout15％．RenalexcretionwasthepredominantrOuteOfelimination  

fbrdrugrelatedmaterial，拡COuntingfbr＄4．7％ofthedose．   

Linearitv／non－IinearitY：   



The bioavailability ofrufinamideis dependent on dose．Asdoseincreasesthe bioavailability  
decreases．  

PharmacokineticsinsDeCialDatient訂OuDS  

ぶe方  

Population phaLrmaCOkinetic modelling has been used to evaluatethein且uence of sex onthe  
Pharmacokinetics of n戒namide・ Such evaluations indicate that sex does not afftct the  

pharmacokineticsofru血1amidetoaclinlcal1yrelevanteXlent．   

月e〝d坤Pdme乃J  
mephamacokineticsofasingle400mgdoseofrufimidewerenotalteredinsub5ectswithchronic  
andsevererenalfai1urecomparedtohealthyvolunteerS．However，Plasmalevelswerereducedby  
approximately30％whenhaemodialysiswasappliedafteradministrationofrufinamide，SuggeSting  
thatthismqybeausefulprocedureincaseofoverdose（SeeSections4．2and4．9）．   

御C卸ime畑  
NostudieshaLVebeenperfbrmedinpatientswithhepaticimpairmentandthereforehovelonshouldnot  
beadministeredtopatientswithseverehepaticimpairment．   

C鋸肋・e〝クーノブγg叫  

Childrengenerallyhavelowercleamceofrufinamidethanadults，andthisdifftrenceisrelatedto  
bodysize．Studiesinnew－borninLhnts州ri血tsandtoddlersunder2yearsofagehavenotbeen  
conducted．   

gJ血rけ  

A phamacokinetic studyin elderly healthy volunteerS did not show a sigmincant di飴rencein  
phawkineticparaLmeterSCOmparedwithyoungeradults・   

5．3 Pmlhicalsa叫dab   

Conventionalsafetyphamacologystudiesrevealednospecialhazardsatclimical1yrelevantdoses．   

ToxicitiesobservedindogsatlevelssimilartohumaneXPOSu代atthemaximumreCOmmendeddose  
Wereliverchanges，includingbilethrombi，Cholestasisandliverenzymeelevationsthoughttobe  
relatedtoincreasedbilesecretioninthisspeCleS．NoevidenceofanaSSOCiatedriskwasidenti  
theratandmonkeyrepeatdosetoxicitystudies．   

In reproductiveand developmentaltoxicitystudies，there were reductionsinfoetalgrow血and  
Survival，andsomestillbirthssecondarytomatemaltoxicity．However，nOeff如tsonmorphologyand  
function，includinglearningormemory，WereObservedintheo蝕pring．hovelonwasnotteratogenic  
inmice，ratSOrrabbits．   

Ru丘namidewasnotgenotoxicandhadnocarcinogemicpotential．Adverseefftctsnotobservedin  
clinicalstudies，butseeninanimalsatexposwelevelssimi1artoclinicalexposurelevelsandwith  
possiblerelevanCetOhumanuSeWaSmyelo重brosisofthebonemamwinthemousecarcinogemicity  
study．Benignboneneoplasms（OSteOmaS）andhyperostosisseeninmicewereconsideredaresultof  
theactivationofamousespeCificviruSbyfluorideionsreleasedduringtheoxidativemetabolismof  
血mide．   

RegardingtheimmunOtOXicpotential，Smal1thymusandthymicinvolutionwereobservedindogsina  
13weekstudywithsigli窮cantreSPOnSeatthehighdoseinmale・Inthe13weekstudy，免malebone  
marrowandlymphoidchangeSarerePOrtedatthehighdosewithaweakincidence・－Inratsdecreased  
cellularityOfthebonemarrOWandthymicatrophywereobservedonlyinthecaⅣinogenlcitystudy・  

6． PHARmCEtJTICALPARTICULARS   



石．11由torex仁和kn徳   

地  
Lactose monohydrate 
Ce）1ulose，microcrystal1ine  

Maize starch 
Croscmellosesdium  

Hypmmello紀  
Magnesium stearate 
Sodumlawikul触  
Silicacolloidal，anhydrous   

Filmco血：  

OpadryOOf44042［consistsofhyprome1lose，maCrOgOIs（8000），titaniumdioxide（E171），talcand  
免汀icoxidered（E172）】．   

‘．2 Ⅰ皿仙mpat紬il摘飴   

Not叩plic曲1e   

后j Shdrli鮎   

3ye訂S・   

6．4 SpechIprecautionsfbrstor＆ge   

Donot或Oreabove30℃．  

‘j NatⅦreandconten飴OrCOnt血er   

100 mg 
Aluminium／aluminiumblisters，paCksoflO，30，50，60andlOO別m－COa血道tablets．   

Notallpacksizesmaybemarketed．   

血石 Spel血1pre用udons伽rdi叩○紺1   

Nospecia）requirernents．  

7． M【ARXET研GAtJTHORISATION耳OLDER   

EisaiLimited，3Shortlands，LondonW68EE，UK   

8． MARXETNGAtJTEORISATIONNtJMIIER（S）  

9． DATEOFFⅡlSTAUTEORISATION／RENEWAl．OFTⅡEAtJTE［ORISATION  

10． DATEOFREⅥSIONOFTEETEXT  
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1． NAMEOFTHEMEDICmALPRODtJCT   

Inovelon200mgⅢm－COatedtdblets  

2． QUALITATIVEANDQtJANTITATrVECOMPOSIT10N   

200 mg 
EachⅢm－COatedtabletcontains200mgru丘namide．  
Excipient：40mglactosemonohydrate／filmcoatedtablet．   

Forafu11ユistofexcipients，SeeSection6．1．  

3． PHARMACEUTICAl．FORM  

Film－COatedtablet．   

200 mg 
Pink，‘ovaloid’’，Slightlyconvex，SCOredonbothsides，embossed‘C262’ononesideandblankonthe  

otherside．   

Thetabletcanbedividedintoequalhalves．  

4． CLmlCA⊥PARTICULAJIS   

4．1 Tber叩eutkh舶用偵0耶   

hovelonis indicated as a句umCtive therapy in the treahent of seiz∬eS aSSOCiated  
Lermox－Gむ舶mtsyndromeinpatierrts4yearsandolder．   

J．2 PosoJl唱yandmetbodoradmiJ）istration   

TreatmentwithInovelonshouldbeinitiatedby aphysicianSpeCialisedinpaediatricsornewology  
withexperlenCeinthetreatmentofepilepsy．   

hovelonisfororaluse．Itshouldbetakentwicedai1ywithwaterinthemomlngandintheevenmg，  
intwoequal1ydivideddoses・Asafoode飴ctwasobserved，itwillpre免rabletoadmimisterlnovelon  
withfood（SeeSection5．2）．lfthepatienthasdi餓curtywithswallowing，tal）1etscanbecruShedand  
adminlsteredinhalfaglassofwater．   

UseinchildrenfourvearSOfa文eOrOlderandlessthan30k巳  
Patients＜30k√－nOlreCeivin旦ヽ・alroate：  

Treatment should beinitiated at a daiけdose of200mg．According to climicalresponseand  
tolerability，thedosemaybeincreasedby200mg／dayincrements，aS触甲entlyaseverytwodqys，up  
toamaximunreCOmmendeddoseoflOOOmg／day．Dosesofupto3600mg／dayhavebeenstudiedin  
alimitednumberofpatients．   坤ion：  
Asvalproatesi卯i頁cantlydecreasesclearanCeOfInovelon，alowermaximumdoseofhovelonis  
recommendedforpatients＜30kgbeingco－administeredvalproate．Treatmentshouldbeinitiatedata  
dai1ydoseof200mg・Accordingtoclinicalresponseandtoleral）ility，aReraminimumOf2daysthe  
dosemaybeincreasedby200mg／day，tOthemaximumrecommendeddoseof400mg／day・  
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UseinadultsandchildrenfourYearSOfaEeOrOlderof30k巳OrOVer  

Treatment should beimitiated at a dai1y dose of400mg．According to clinicalresponseand  
tolerability，thedosemaybeincreasedby400mg／dqyhcrements，鮎倉明uendyaseverytwodays，up  

toamaximumrecommendeddoseasindicatedinthetablebelow．  

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

Maximum  1800   2400   3200   

recommended dose 
（mdday）  

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

卿  

ThereislimitedinformationonthetweofInovelonintheelderly．Since，thepharmacokineticsof  
rufihamideaTenOtalteredintheelderly（SeeSection5．2），dosagea句ustmentisnotrequiredinpatients  
OⅥ訂65yea指Orage．   

Patientswithrenalimmirment  
Astudyinpatientswithsevererenalimpaimentindicatedthatnodosea句ustmentsaTerequiredfor  
也esep叡ie汀b（S飴Secdon5．2）．   

P tintswithh t？aticim airment  
Useinpatientswithhepaticimpairmentha＄nOtbeenstudied．Cautionandca陀fu1dosetitrationis  
recommendedwhen廿edingpatientswithmi1dtomoderatehepaticimpairment．Therefore，tJSein  
Patie血Swithseverehepaticimpairmentisnotrecommended・   

写f摘  
hovelonshouldpre免rdblybetakenwithfood（SeeSection5．2）．   

Discontinuation ofInovelon 
WhenInovelontreatmentistobediscontinued，it血0uldbewithdrarvmgradual1y．Inclinicaltrials  
hovelondiscontinuationwasachievedbyreducingthedosebyapproximately25％everytwodays．   

Intheca紀Ofoneormoremisseddoses，individualisedclinlcaljudgementisnecessary．   

Uncontrolledopen－1abelstudiessuggestsustainedlong－terme餌cacy，althoughnocontrolledstudy  
hasbeenconductedforlongerthanthreemonths．   

4．3 Contrai皿dieatねns   

HyperSensitivitytotheactivesubst肌Ce，triaLZDlederivativesortoanyeXCipients・   

4．4 Sp∝血＝糊ー血騨a皿dpr∝射摘0鮎伽ru5e   

StatusePilepticuscaseshavebeenobservedduri喝Clinicaldevelopmentstudies，under血mide  
Whereas no such cases have been observedunder placebo．These eventsled to血mide  
discontinuationin20％ofthe cases．Ifpatients developnewsei2WetypeSand／orexpedencean  
increased鮎quencyofstatusepilepticusthatisdi飴rent舟omthepatient’sbaLSelinecondition，thenthe  
bene缶triskratioofthethe叩yShpuldbereassessed．   

Antiepilepticmedicinalproducts，includinghovelon，Shouldbewithdrawngradual1ytoreducethe  
POSSibilityofseizu陀SOnwithdrawal．Inclinicalstudiesdiscontinuationwasachievedbyreducingthe  
dose by approximately25％every two days．There areinsufficient data onthewithdrawalof  
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COnCOmitantantlePileptlCmedicinalproductsonceseizurecontrolhasbeenachievedwiththeaddition  
ofInoveloれ．   

Rufinamidetreatmenthasbeenassociatedwithdizziness，SOmnOlence，ataXiaandgaitdisturbances，  

Whichcouldjincreasetheoccurrenceofaccidentalfallsinthispopulation（SeeSection4．8）．Patients  

andcarersshouldexercisecautionuntiltheyarefami1iarwiththepotentialefrtctsofthismedicinal  
PrOduct・   

Seri0us 
therapy．Signsand町mptOmSOfthisdisorderwerediverse；however，patientstypical1y，althoughnot  
exclusively，PreSentedwithftverandrashassociatedwithotherorganSySteminvoIvement・Other  
associated manifbstations includedlymphadenopathy，liver 血nction tests abr10rmalities，and  
haematuria．Becausethedisorderisvariableinitsexpression，OtherorganSyStemSlgnSandsymptoms  
notnotedheremayoccur．T鮎ssyndromeoccurredinclosetemporalassociationtotheinitiationof  
rufinamidetherapyandinthepaediabicpopulation．IfthisreactionissusPeCted，rufinzmideshouldbe  

discontinuedandaltemative treatment started．Allpatients who develop a rash while taking  
ruhamidemustbecloselymonitored．   

WomenofchildbearingpotentialmustusecontraceptivemeasuresduringtreatmentwithInovelon・  
PhysicianS Should try to ensurethat appropriate contraceptionis．used，and shoulduse Clinical  
judgement when assesslng Whether oralcontraceptives，Orthe doses ofthe oralcontraceptive  
COmpOnentS，areadequatebasedontheindividualpatientsclinicalsituation（SeeSection4・5）・   

lnoveloncontainslactose，thereforepatientswithrarehereditaryproblemsofgalactoseintoleranCe，the  
Lapplactasedeficiencyorglucose－galactosemalabsorptionshouldnottakethismedicine・   

4．5lJlteraCthnwithothermedicinaIproductsandother鮫IrnSOrinteraction   

Potential   

0血rα乃Jf一甲j●J甲Jfc〝柁舷加αJクrO血cね  

Ru丘namidec（）nCentrationsmqybedecreaLSedbyco－admimistrationwithcarbamazeplne，Phenobarbital，  
Phenytoin，Vigabatrinorprimidone・   

ForpatientsonInovelontreatmentwhohaveadministrationofvalproateinitiated・Significantincreases  
inruhamideplasmaconcentrationsmayOCCur・TbemostpronounCedincreaseswereobservedin  
patientsoflowbodyweight（qOkg）■Therefore，COnSiderationshouldbegiventoadosereductionof  

Inoveloninpatients＜30kgwhoareimitiatedonvalproatetherapy（SeeSection4・2）・   

TheadditionorwithdrawalofthesedrugSOra句ustingofthedoseofthesedrugSduringInovelon  
therapymayrequlreana4justmentindosageofInovelon・   

Nosign摘ca血ChangeSinru丘namideconcentrationareobservedfo1lowlngCO－administrationwith  

1amOtrigine，tOpiramateorbenzodiazeplneS・   

PotentialforhovelontoaLhctothermedicinalproducts   

OJ如rα〝Jト甲fJ甲庇椚e成c加αブタrO血cJ∫  

The pharmacokineticinteractions betweenrufinamide and other anti－epileptic drugS have been  
evaluatedinpatientswithepilepsyusmgpOpulationphamacokineticmodelling・Ru血amideappears  

notto haveclinically relevant e飴ctoncarbamaZePme，1amOtrigine，Phenobarbital，tOplramate Or  
valproatesteadystateconcentrations・Sincerufinamidemaydecreasephenytoinclearanceandincrease  

averagesteadystateplasmaconcentrationsofco－administeredphenytoin，COnSiderationshouldbe  

giventoreducingthedoseofphenytoin・   

OrdJco〃加C甲かど∫  
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Co－administrationofru鮎amide800rngb．i．d．andacombinedoralcontraceptive（ethinyloestradio135  
Pgandnorethindronelmg）for14daysresultedinameandecreaseintheethinylestradioIAUCo－240f  
22％aJldinnorethindroneAUCo．240f14％．Studieswith0theroralorimplantcontraceptiveshavenot  
beenconducted．Womenofchild－bearingpotentialusinghormonalcontraceptivesaqeadvisedtouse  
皿出血厄on山s曲打出e飴頭vecon叫ivemethd（SeeSedon4・4and4・6）．   

q′J∂drβ桝eアイJβ叩椚e∫  

Ru負namideismet坤01isedbyhydrolysis，andisnotrnetabolisedtoanynOtabledegrecbycytochrome  
P450enzymeS．Furthcmore，rulimidedoesnotinhibittheactivityofcytochromeP450enpes  
（SeeSection5．2）．Thus，Climica11ysignificantinteractionsmediatedthroughinhibitionofcytochrome  
P450system byrunnamide areun1ikely to occtw・Ru窮namide has been showntOinduce the  
CytOChrome P450enzymeCYP3A4andmaytherefbrereducetheplasmaconcentrationsofdrugS  
WhichaTemetabolisedbythise呵me．TheefFbctwasmodesttomoderate．ThemeanCY門Aactivity，  
assessedascleaqanceoftriazolam，WaSincreasedby55％a氏erlldaysoftreatmentwithru銭namide  
400mgb．i．d．Theexposu柁OftriazolamWaSreducedby36％・Higherndhamidedosesmayresultina  
morepronouncedinduction．Itmaynotbeexcludedthat血midemaydecreiuetheexposurealsoof  
drugSmetabolizedbyotherenqmes，Or廿ansportedbyhansportproteinssuchasP－glycoprotein・   

ltisreconmendedthatpatierrtstreatedwithdrugsthataremetabolisedbytheCYP3Ae呵meSyStem  
aretobecaqefulIymonitoredfortwoweeksatthestartof；oraaertheendoftreatmentwithhovelon，  
Ora允eranymarkedchangeinthedose．Adosea嘩ustmentoftheconcomitantlyadmimistereddrug  
mayneedtobeconsidered．TheserecommendationsShouldaJsobeconsideredwhenruhamideis  
usedconcomitantlywithdrugSwithanarrowtherapeuticwindowsuchaswarfarinanddigoxin．   

Aspecificinteractionstudyinhealthysuqectsrevealednoinfluenceofruhamideatadoseof  
400mgbidonthephawkineticsofolanqme，aCYPIA2substrate・   

Nodataontheinteractionofru血amidewithalcoholaTeaVai1able．   

4．‘ 坤a皿町且皿dlad濃仙〉n  

RiskrelatedtoeDileDSYandantiepileDticmedicinalDrOductsin仁eneral：  

IthasbecnshoTnthatintheo飽pringofwomenwithepilepsy，theprevalenceofmalfonnationsis  

twotothreetimesgreaterthantherateofapproximatebr3％inthegeneralpopulation．Inthetreated  
POPulation，anincrea聞inmalformationshasbeennotedwithpo小herapy；however，theextentto  
Whichthetreatmentand／ortheillnessisresponsiblehasnotbeenelucidated．  

Moreover，e脆ctiveanti－e由1eptictherapymustnO！beinteFqdsincetheaggravationoftheillness  
isdetrimentaltoboththemotherandthefoetus．   

蜘namide：  
Studiesinanimalsrevealednoteratogenlce飴ctbutbetotoxicityinpresenceofmatemaltoxicity（See  
Section5．3）．ThepotentialriskforhtmanSisunknown．   

Form戚namide，nOClinicaldataonexposedpregnanCiesa柁aVai1able   

Tahngthese 
necessaryandinwomenofchildbearing喝enOtusingcontraceptivemeastm・   

WomenofchildbearingpotentialmustuSeCOnhaceptivemeasuresduringtreatmentwithInovelon．  
PhysiciaJIS Should try to enstmthat appropriate con廿aceptionis used，and should use clinical  
judgement when assessing whether oralcontraceptives，Orthe doses ofthe oralcontraceptive  
COmPOnentS，a陀adequatebasedontheindividualpatieLrtSClimicalsituation（SeeSection4・5）．  
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IfwomentreatedwithrufinamideplantObecomepregnant，theindicationofthisproductshouldbe  
arefu11yweighed・Duringp？gnanCy，anefftctiveantiepilepticrufinamidetreatmentmustnotbe  

lnterrupted，SincetheaggravatlOnOftheillnessisdetrimentaltoboththemotherandthefoetus・   

Isnotknownifrufinamideisexcretedinhumanbreastmi1k．Duetothepotentialhamfu1ef托ctsfor  
thebreastftdin知It，thelactationshouldbeavoidedduringmatemaltreatmentwithrufinamide・   

4．7 E蝕ctsonabilitytodriveanduscmachiJleS   

Inovelon may cause dizzi！）eSS，SOmnOlenceand blurred vision・Depending on theindividual  
sensitivity，Inovelonmayhaveamildtoseverein且uenceontheal，ilitytodriveorusemaChines・  
Patientsmustbeadvisedtoexercisecautionduringactivitiesrequiringahighdegreeofalertness，e．g・，  
driving or operating machinery. 

4．＄ Undesirablee蝕c也   

Theclinicaldevelopmentprogramhasincludedoverl，900patients，Withdi飴renttypesofepilepsy，  
exposed toru貞namide・The most commonly reported adverse reactionsOVerallwere headache，  

dizziness，fhtigue，and somnolence・nle mOSt COmmOn adverse reactionsObserved at a higher  
incidencethanplaceboinpatientswithLennox－Gastautsyndromeweresomnolenceandvomiting・  
Adverse reactions were usual1y mild to moderate in severity．The discontinuation ratein  
Lennox－Gastautsyndromeduetoadversereactionswas8・2％forpatientsrecelVlngInovelonandO％  
forpatientsrecelVlngPlacebo・ThemostcommonadversereactionsreSultingindiscontinuation舟om  
theInovelontreahentgroupwererashandvomiting．   

Adverse reactions reportedwithanincidence greaterthanPlacebo，duringthe LerLnOX－Gastaut  
syndromedouble－blindstudiesorintheoveral1rufinamide－eXPOSedpopulation，arelistedinthetable  

belowbyMedDRApre免rredterm，SyStemOrganClassandby舟equency・  
Frequenciesaredefuedas：VeryCOmmOn（≧1／10），COmmOn（≧1／100＜1／10），  
uncommon（≧1／l，000＜l／100）．  

「gan   

VeryCommon   Commo皿   Un亡OmmOn   Rare   

nd  Pneumonia 

Muenza  

Nasopharyngitis 

arin免ction  

Sinusitis  

initis  

tem  

Hypersensitivity＊  

and  Anorexia 

Eating disorder 
Decreasedappetite  

●ety  
Insomnia  

tem  Somnolence＊   Statusepilepticus＊  
Headache   Convulsion  

1ZZlneSS＊   CoordinationAbnormal＊  

Nystagmus 

Psychomotor hyperactivity 

Tremor   

System  

Infectionsan  

Infヒstati0ns  

Immunesyst  
ldisorders 

lMetabolism 

utrition  

ldisorders 

Psychiatric  
disorders   
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SystemOrgam   
Class   VeITCommon   Common   Un亡OmmOn   R且re   

EyeDisorders  Diplopla  
Visionblurred  

arand  Ve鵬go  

Labyrinth 
isorders  
espiratoTy，  Epis也Ⅹis  

oracicand  
mediastinal  
disoders  

astrointestinal  auSea   bdominalpalnuPPer  
disorders   Vomiting   Constipation  

町Sl鱒pSia  

i訂rhoea   

Hepato－bil血γ  Hepatic enzyme 
disorders  mCreaSe  

S肋and  Ra5b■  

Subc血eous  

issuedisorders  Cne   

Musculoskeletal  誠kpah  

and connective 
ssueandbone  

disorde指  

Reproductive 01igomeno血oea  
system and 
reastdisorders  

Gener出血sorders  GaitdisturbanCe■  

and  
admimistration  

Siteconditions   
Investigations  Weightdecrease  
叫uγ，pOISOnmg  ead叫uけ  

Contusion  

■CrossrefertoSection4．4．  

4．， OYerdose   

A魚eranaCuteOVerdose，thestomachmaybeemptiedbygastriclavageorbyinductionofemesis・  

Thereis no speC摘cantidoteforInovelon．Treatment should be supportiveand mayinclude  
haemodialysis（SeeSection5・2）・   

Multipledosingof7，200mg／daywasassociatedwithnomqjorsignsOrSymPtOmS，  

5． PHAR則【ACOLOGICALPROPERTIES   

5．1 PhrmacodyTL＆micproperties   

Phamacotherapeuticgroup：anti－ePileptics，Carboxamidederivatives；ATC－COde：NO3AFO3，   

Mechanismofaction  

16   



RufinamidemodulatestheactivityOfsodiumChaJmels，prOlongingtheirinactivestate．Ru重namideis  
activeinarangeOfanimalmodelsofepilepsy．   

ClinicalexDe山ence  

Inovelonwasadmimisteredinadoubleblind，Placebo－COntrOlledstudy，atdosesofupto45mgkg／day  
for84days，tO139patientswithinadequatelycontrolledseizuresassociatedwithLennox－Gastaut  
Syndrome（including bothatypicalabsence seizuresand drop attacks）・Male orfemale patients  

（between4and30ye訂SOfage）wereincludediftheywerebeingtreatedwith1to3concomitant  
負Ⅹed－doseantiepilepticdrugS．Eachpatienthadtohaveatleast90sei2nreSinthemonthpriortostudy  

entry．Asi評浦cantimprovementwasobservedforal1threeprimaryvariables：theperCentageChange  
intotalseiz∬e打equencyper28daysduringthemaintenanCePhaserelativetobaseline（－35・8％on  
hovelonvs．－1．6％onplacebo，P＝0．0006），thenumberoftonic－atOnicseizures（－42．9％onhovelon  
vs．2．2％on placebo，p＝0．0002），andthe seizwe severity rating丘omthe GlobalEvaluation  

Perfbrmedbytheparenthpardianattheendofthedouble－blindphase（muchorverymuchimproved  
h32．2％onImvelonvs・14・5％on也epla∝bm，p＝0・0041）・   

Populationphamacokinetic／phaJmaCOdynamcmode11ingdemonstratedthatthereductionoftotaland  
tonic－atOnicseizwe舟equencies，theimprovementoftheglobalevaluationofseizun≡SeVerityzmdthe  
hcrease in probability of reduction of seizure 斤equency were dependent on ru負namide  
concentrations．   

5．2 Pharmacokheticproperties   

Abs（叩tion  

Maximumplasmalevelsarereachedapproximately6hoursafteradministration・Peakconcentration  
（CmAX）andplasmaAUCofruhamideincreaselessthanPrOPOrtional1ywithdosesinboth血stedand  
飴dhealthys叫iectsandinpatients，prObablyduetodose－1imitedabsorptionbehaviour・ARersingle  
dosesfoodincreasesthebioavailability（AUC）ofrufinamideby叩匹OXimately34％andthepeak  
Plasmaconcentralionby56％・   

pi畑地血ion  

Inin－Vitrostudies，0nlyasmal1丘adonofrufinamide（34％）wasboundtohumanSerumprOteinswith  
albuminaccountingforapproximately80％ofthisbinding．Thisindicatesminimalriskofdrug－dmg  

interactions bydisplacement録om bindingsitesduringconcomitaJltadministrationofotherdrugS・  
Ru重namidewasevenlydistributedbetweenerythrocytesandplasma．   

Bio廿ans抽n  
Ru丘namideisalmostexclusively eliminatedby metabolism．▲Themainpathway ofmetabolismis  
hydrolysisofthecarboxylamidegrouptothephamacologicallyinactiveacidderivativeCGP47292・  
CytKhromeP450－mediatedmetabolismisveryminor・Theformationofsmal1amountSOfglutathione  
COniugatescannotbecompletelyexcluded・   

Ru負namide has demonstratedlittle or no signl丘cant capacityin－Vitro to act as a competitive or  
mechanism－basedinhibitorofthefo1lowlnghumanP450en町meS：CYPIA2，CYP2A6，CYP2C9，  

CYP2C19，CYP2D6，CYP2El，CYP3A4／50rCYP4A9／11－2．   

El血Ih如ion  

Theplasmaelhninationhalf・1脆isapproximately6－10hourSinhealthysu句ectsandpatientswith  
epilepsy・When glVen twice dai1y at12－hourlyintervals，ruhamide accumulates tothe extent  
predicted byits terminalhalf二Iift，indicatingthatthe phamacokinetics ofruhamide are time－  

independent（i・e・nOautOinductionofmetabolism）・   

lnaradiotracerstudyinthreehealthyvolunteerS，theparentcompound（ruBnamide）wasthemaln  
radioactivecomponentinplasma，repreSentingabout80％ofthetotalradioactivity，andthemetabolite  
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CGP47292constitutingonlyabout15％．RenalexcretionwasthepredominantrOuteOfelimination  

fbrdrugrelatedmaterial，aCCOuntingfor84．7％ofthedose．  

Linearitv／non－1inearitv：  

The bioavai1ability ofru伝namideis dependent on dose．Asdoseincreasesthe bioavailability   

decreases．  

Phamacokincticsins cialatient rou s  
ぬ  

Population phamacokinetic modelling has been used to evaluatetheinnuence of sex onthe  
phaqmacokinetics of n戚namide． Such evaluations indicate that sex does not a飴ct the  
Phamacokineticsofru負namidetoaclinicallyrelev狐te血   

肋Jゆe〝J  
Thep血macokhetics？fasingle400mgdoseofruhamidewerenotalteredinsubiectswithchronic  
andsevererenalfhilurecomparedtohealthyvolunteerS・However，Plasmalevelswerereducedby  

approximately30％whenhaemodialysiswasappliedafteradministrationofrdinamide，SuggeSting  

thatthismaybeausefu）procedweinca紀Ofoverdose（SeeSections4．2and4．9）．   

御鹿画廊  

NostudieshaNebeenperformedinpatientswithhepaticimpairmentandthereforeInovelonshouldnot  
beadmimisteredtopatientswithseverehepaticimpairment．   

Cねf肋・g〝クーJ2γg叫  

ChildrengenerallyhavelowerclearanCeOfru丘nanlidethanadults，andthisdi触nceisrelatedto  
bodysi2X，・Studiesinnew－bominLhnts－Crinfhntsamdtoddlersumder2yearSOfagehavenotbe  
conducted．   

肋少  

A phamacokinetic studyir”1derly healthy voltdeers did not show a significant di飴ren  
phawkineticpammeterscomparedwithyoungeradults．   

5．3 Pr血1細企呼d如臨   

Conventionalsafttyphamacologystudiesrevealednospecialhazardsatclimicalけrelevantdoses．   

ToxicitiesobservedindogsatlevelssimilartohumaneXPOSl∬eatthemaximumreCOmmendeddose  
Wereliverchanges，incIudingbilethrombi，CholestasisandJiverenzymeelevationsthoughttobe  

relatedtoincreasedbilesecretioninthisspecleS．NoevidenceofanaSS∝iatedriskwasidentifiedin  
theratandmonkeyrepeatdosetoxicitys   

In reproductive and developmentaltoxicity studies，there were reductionsinfoetalgrow血and  
Survival，andsomesti11birthssecondarytomaternaltoxicity・However，nOeffbctsonmorphologyand  

function，includingleamingormemory，WereObservedintheo飴pring・Inovelonwasnotteratogemic  

inmice，ratSOrrabbits．   

Ru丘namidewasnotgenotoxjcandhadnocaqcinogemicpotential・Adverseefhctsnotobservedin  
Clinicalstudies，butseeninanimalsatexposurelevelssimi1attoclimicalexpostmlevelsandwith  

possiblerelevanCetOhumanuseWaSmyelo重brosisofthebonemmwinthemotJSeC訂Cinogenicity  
Study・Bemignboneneoplasms（OSteOmaS）andhyperostosisse孤inmicewereconsideredaresultof  
theactivationofamousespecificviruSbyfluorideionsreleasedduringtheoxidativemetabolismof  
n瓜n狐Iide．   

RegardingtheimmunOtOXicpotential，Smal1thymusandthymicinvolutionwereobservedindogsina  
13weeksthdywithsigniBcantreSPOnSeatthehighdoseinmale．Inthe13weekstudy，免malebone  
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marrowandlymphoidchangeSarerepOrtedatthehighdosewithaweakincidence・Jnratsdecreased  

Cellularityofthebonemarrowandthymicatrophywereobservedonlyinthecarcinogenicitystudy．  

6． PHARMACEUTICALPARTICtJLARS  

后．1 Lktorexcipients   

Core：  

Lactose monohydrate 
Ce11ulose，microcrystalline  
Maize starch 
Croscamellosesodiun  

Hypmmeuo詑  

Magn郎iumste肌虹e  
Sodumla打出sul血te  

Silicaco1loidal，anhydrous   

Filmco如inE：  

OpadryOOF44042［consistsofhyprome1lose，maCrOgOIs（8000），titaniumdioxide（E171），talcand  
危dcoxidered（E172）】．   

6J hcompat抽損扇田   

Not叩plicめ1e   

‘j Sbdrli撫   

3ye訂S・   

‘．4 Speeね1pr∝別摘onshrs仙川ge   

Donotsb代above300C．  

后．5 Na仙re丑山dcomtentsoreont血er   

200 mg 
Aluminium／aluminiumblisters，paCksoflO，30，50，60andlOO丘lm－COatedtablets・   

Notal1packsizesmaybemarketed・   

占．后 Sp∝血1preはu鵬0耶brdisposal   

No special requirements. 

7． AhRKETINGAtJTEORISATIONIIOLDER   

EisaiLimited，3Shortlands，LondonW68EE，UK  

8． MARKETmGAUTHORISATIONNUMBER（S）  

9． DATEOFFmSTAtJTHORISATIONrRENEWALOFTHEAUTHORISATION  
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