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StTMMARYOFPRO】）tJCTCEARACTERJSTICS   

l． NAMEOFT肛MEDICINALPROl）lJCT   

SabrilTablet5500mg   

2． QtJALITATIVEANDQtJAlVTITATrVECOMPOSITION   

E8ClltabletcontaiIIS  
Vigめa雨n500mg   

For飢Clpients，See6．1・  

3． PⅡARMACEmICALf10RM   

Filmcoatedhbkt  

4． CLINICAl′PARTICt）LARS   

4．1Tber叩印加iれdi⊂atjons   

Tkatmentincombinationwith0thefanti・ePi】epticdrugsforpatientswithresistantpartialepilepsy  
withorwithotrtBeCOndarygenerali6adon，thatiswherealloth訂aPPrOPriatedrugCO血inationshve  

provcdinadequ飢eO一九aYモnOtもemt01erated．  

坤notb耶pyintbetrea加ento摘血l伽甲aSmS（We5t’s5叩血0Tne）－   

4，2 ア○印logyamdmetllOdoIadminiざtratioII  

Sabri1＆eatmentmayonlybeinitiatedbyaspecialistlnePi】epto）oEY，neⅦ■0】ogyorpaediathc  
neuroIogy・Fo】】ow・uPShouldbearrangedundcrsupeTYisionofaspeciali占tinepileptoユogyJneWOlogy  
ロrpaedia扇cneurolo訂・   

SabriIi8ねrolaladmini申atioI10nC亡OrtWicedailyandm8シbモーakenも8知re町a触rmea】5．   

TfthecontrolofqpilepsyisnotclinicallysignjficantlyimprovedaLteranadequatetrial，Vigabatrin  
treatmentshouldnotbecontinued．VigabatTinshouldbegraduallywithdravLnunderclosemedical  
S叩町Vision．   

Adults  

Ma7iimalefficacyisusuallyseeninthe2・3g／dayrange．Astartil－gdoseoflgdaily巨hotlldbeadded  

tothepatient’scunelltanti－ePilepticdrugregimen．Tbedai】ydoseshouldthenbetib・atedinO．5g  
incremezltSatWeeklγintervalsdependingonclinicalresponseandtolerability・Thehighest  

recom爪印deddoseis3釘day．   

Nodirectco耶Iationexistsbetween仏epユasmaconc印加tionand血ee爪cacy・Tもedw且tionof也e  
e舵ctofdledrugisdcpendentontheTateOfGABAtTa7）S？minaseresynthesfsTatherthanthe  

COnCeZ）traIionofthedrugi71theplasma（SeealsoSections5・1Pharmacodynamicpropertiesand5．2  

Pbmacokineticproper鹿s）．  

ヱ諭   



q痛dr印   

TherecommdedstaT血gdoseincbi抽eni540mg侮他y．MainteJlanCereCO汀皿飢da加力S血  
Telationtobodyweigh訂e：   

BDdyweゆt：   10to15短：0■5・吋day  

′15to30kg：l－1．5〆day  

30t050短：l．5・3〆d町  

＞50kg：   2・3少day   

TLe7naXimlunreCOmmendeddoscineachofthcsccategoTjesshouldnotbecxcccded、   

hfhnts－Monotherapyfbrin血Itilespasms（West，sSyndrome）．Thereco7Tmendedstarti71gdoseis  
50mg／kB／day・Thismaybetihtedov訂aPeriodofoneweekifnecessary・Dosesofupto  
150爪g耽g／血yh8叩beenuざedw油goodtol8raもi】坤・   

塾坤m叩t   
Sincevig油症iTliBeliminatedviathekidney，Cautionshouldbeexercisedwhen＆dministe血Bthe  
血相tO伽elderly弧dmor叩出血1arlyinpadentsw他Greatin加cle8TanCCl朗S也狐仰m抽Iin・  
A句ustmentofdoseor丘equencyofa血血istrationsho－1）dbeconsidcred・Suchpadentsmayre＄POnd  

toalow訂mainten狐Cedose．Padentsshouldbemonitoredforudesirablee飴cts6uChassedation9r  
confusion（Se色Sections4．4Specialwami71gSandspecial7qeCaudonsforuse，and4・8Undesirable  

e鮫G呵，   

4．3 CoIltr出払戯ea偵○】lS   

HypeTSenSidvitytovigaba扇nortoanyexcipientinthemedicinalproduct   

4．4 －SpetialwarnlngSand叩モCialpr¢eautions如ruざe   

Exc印t血ー血e廿ea加mtorin魚n馳叩aSmS，Sabdlsbouldnotbeinitiateda6mOnO血肝叩γ・  

Visual鮎1ddeftctshavebemrcportcdinpade7）tSreCeivhgvigaba扇nwithahighprevalence（about  
l乃。fp抽蛸）・neOnSetis憬uaIlya如rmon鮎toyea指OrVigab血n血e叩y・乱ed甲e川f  

Visual鮎1drcs血tionmaybesevcrcandthismayhvepracticalconsequmccsfbr血epatlent．Most  

Ofthcpaticntswithperime叶COn6rmtddeftctshavebeenasymptomatic．Hence，thisundesirable・  

i舵ctcanonlybeTeliabb・detectedby6y6tematicperimebywhichisusuallypossib）eonlyinpatimt6  
両也adeYelopmmtalageofmore山肌，yea柑・A甲e¢拍ca11ydevelopedme也odbas¢don鮎1d  

speci丘cVisua］EyokedPotentials（VBP）isavailablc丘omthc’companyonTt，queSttOteStthepresence  

ofperiph訂alvisioninchildrenaged3yearsandabove．Atprcsent仇ismethodhasnotbeenvalidated  
in也ed醸Ctionorvigab抽ina†扇も山edviざUaほe】dde知b．Ele舟○托血0印画ymaybeue餌but  

Shouldbeusedonlyinadultswhoaleunabletocooperatewithperimetryorintheveryyoung（see  
Vist）alFieldDeftct6）．   

AⅦi）abledatasuggeststhatvisual鮎1ddcftctsareiTTeVerSfbleevena鮎rdiscontinuationof  

dgaba扇n．   

Therefbre，Vigaba血1Shouldon】ybet）Seda余eTaCarenl）assessⅢentOfthebalarlCeOfbenentsand  

dskcompaTedwitba】tmativ郁．   

VigabatTinisnotrecozTmCndedfbruseinpatient6Withanypre－eXis血gcユinicallysig11iBcantvisu出  

銭elddeたct．  
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Patientsshouldundergosystematicscreenlt）geXaminationwhenstartlZ）gVigaba血andatTegulaT  
hte7ValsfbrdetectionofvistJa】鮎Idde食cts．Visual鮎ユdtesti喝Shouldcontinueat6monthintervals  
fbrdleWholed町ationoftreatment（seeVisualFieldDeftcts）．  

yi飢IalFieldDe知brVFDI   

B那edonaYai】め】edata，血usudpaれemisaconcenb元con血idmor加減印al負eldorも0也甲eS，  
whichjsgenerallymoremarkednasallythantcmporally．Inthecentralvis血如Id（Wi血in30degree  

ofeccenbicity），丘equentlyanannularnasaldefictisseen・Cen血1visualacu；tyisnotimpaired・  

HoweⅥ汀，也cVfD島r印0佃dinpadm短柁CClVmgdgaもa血もaveranged丘omm点dtosevq℃・Severe  
Ca5eSa柁pOtentia11ydjsaも1ing．  

Mostp加珊短W抽pe血叫ぺ○血T∝dd血毎払dnotprevio壷”卵油n印恨1ynodcedanシ  
s叩IptOmS，eVmhc猥田河l訂eaSeⅦ相加知tw貼めseⅣd血penm呵・AⅦilauee扇dence  

餌ggeS也也at也eVmね血ev耶剃eev仇a触戯scon血脱donorvigaba血・   

Poo】eddata加mprevalencestmyssuggest伽tasrr通nyaSl／30fpatientsreceivingvigabadn  

thcrapyhaveVFDsIMalesmaybeatgreaterriskthan知l－alesI   

Anpat血相Sbuldbaveoph血】molog血1cm餌1血相両IbⅥ甜alfie】d孤am血adonbe知e血e  

血dadonofvigaもa血打舘七爪印t・  

郎pro再出ds血餌dte頭ngbe一山吋）毎udnga由n血戯鍾dst8dGp由m叫（馳叩b町竺  
Octopu6）or血edcpe血町（G01dm）nmtbepe血medbeぬ相加atmenl加証ねh打＝mdat5は－  

mn血玩tml雷魚rdほWholedu餌ionof眈aなれmt．5融cp打血e吟i5仙ep洋食耶dme也odぬr  
detec血gYjg油a血associated血d鮎1dde知t・   

Elec仕Ore血ographymaybeusefu1butshouldonlybeusedina血1tswhoarcunabletocoopcTateWith  

pedme叶Basedon血eavailable血h血e血幻○血uatoけ匹叱れ鹿Iand30Hz肋k灯代印Me50f  

血elec廿0代血0訂ama押e訂tObecmela†edw此a▼ig沌at血associatedVFD・neSere叩Om鴇m  
delayed8ndre血cedbeyond也enomllim如．Sucbcbng田havenotbemseeninべgaba血l廿田ted  
PatientswithoutaVFD．   

nepa日印tand血caregiⅥ汀mu如egiv用a血OrOU由de古画pd据Oftbe倉equencyandi叩Iica扇ms  

ofthedevelopmentofVmduhgvigaba扇ntrea血ent・Patie71tSShouldbeins血Ctedtoreportany  

newdBudp一曲1cms8nd叩tOmSW加cl－maybeassociatedw拙扇s皿1頁eldcmst血血n・げ両sual  

symptomsdevelop，thepatientshouldbeTeftrredtoanophthalmologist・   

甘avisualfieldcons扇ctionisobservedd血gfbllow－uP，COnSiderationshouldbegiventog拍dual  
discontinuabonofviBaba雨n，lfthedecisiontocontin11etreatmenti＄made，COnSiderationshouldbc  
Biventomoreftequentfb1low－uPberirnc廿y）iTlOrder10detectprogressionorsightthreatening  
defヒds．   

Vigabatrinshouldnotbeusedconcomねnt］ywithotherretinotoxicdTugS・   

C玩Idren  

アerime叫isseldompossib】einc】1il血enIessthan，yearざOfdevelopm¢ntalage・Tbe出血of  
h－eatmentmUStbeverycaTe餌1yweigl】edagainstpossiblebenefitinchildren．CurTendy，thereisno  
estab】ishedmethodtodiagnoseorcxcludevisuaほelddeftctsinchildreninwhoma・Standardised  
Perirnebyca】mOtbeperfbrmed．Aspecinca11ydevelopedmethodba6edon6eldspecificVisual  
王vokedPotentialsⅣEP）isavailable丘omthecompaJlyOnreqtleSttOte8tthepresenceofpcripheT7il  

Visioninchildrmaged3yearsandabove．Atpresentthismethodhasnotbeenvalidatedinthe  
detectio110f扇gaba一山na咄buted、雨ua】鮎ユdde先ct6・汀也eme血odrevealsnomalcm廿alv血al鮎Id  

TeSPOnSebutanabsentpenpheralTe6pOrlSe，beneht－riskofvigabatdnmustberevieweda＝1d  
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COnSiderationgivcntoBTadualdiscontimlation．neprc＄enCeOfpcriphcralvjsiondoesn9te3［Clude  

thepossibi】ityofdevelopingVfD・Electrorctinographymaybeuse餌butshouldbeusedonlyin  
血ildTenless也an3yearsofage．  

NelユーOlo－caland s地conditions   

hviewoftheresultsoftheanimalsafetystudics（secSection5．3Precli71icalsaf旨tydata），itis  
TeCO77mCndedthatpatientsb・eatedwithvigababinarecIoselyobservedforadversee脆ctson  

n飢∬Ological血nction．   

R訂eT甲Ort50renCephalopatbi¢5ymptOmS5uChasTlaTl（edsedadm，如porandcon血由onin  

as80CiadonwitbI10n・SpCCifi¢Slowwavcactiv吋Onelec加enG印halo訂むnh押ebe飢d86C血eds00n  

i油erthcinibad叩Ofvigabat7intrea加ent．Riskfhctorsfor也edevelopmentofthesereactionsinclude  

higberthaz）reC6mmendedstartingdosc，fhstefdoseescaladonathigherstep6thaJITeCOTrmendcd，and  

rmal鮎1u托．neSeeVmtSbavcbe軌reV打占紬1e払uowingdo5eredllCdmordi5¢○‡血nuationof  
両頭鱒血．（SeeSecdom4・gUndesirab】e8脆¢t5）．   

Aswith0ther且ntiepilepticdruBSSOmCPaticntsmayexpeTienceanincreascinse血Te鉦equencyor  

血on＄etOfnモWt沖eSOfsciz∬CSWi仇勇gaba廿h（seeSecdon4・名Undes姑blee舵cts）・ne5C  

Phenomenamayalsobetheconsequenceofanoverdo6age，adecreascinplasmaconcentradonsof  

COn¢b血也ntantiepil甲琉沌朋血1e叫肛孔paradoxi¢ale】漁ct．   

A5WithothcrantiepilepbcdruBS，abn）Ptwithdrawalmayleadtorcboundsei孤rCS．Tfapaticntistobe  

withdrawn舟omvig8ba雨n加atment，itisreco）7mendcd血tthi6isd叩CbygradualdoscTeduction  
OVera2－tO4－W亡ekp訂iod・  

Vigaba血shouldbeused示thcaudoninpatientswithahistoryofpsychosis，depressionor  
bdlaViouralproblems．Psychia廿icevents（e．g．，a由tation，depression，abnormalthinking，ParanOid  

r88CIions）b8VCもcmr印Or【edd血ngdgaba扇n加atmq軋ncざ亡¢Ⅶ打払occm8dinpatientsw油孤d  

両thotltaPSy申ぬb・ichihry，andwereus血11yrcversible血envigaba扇ndoseswe－ereduccdor  

g柑dl旭11ydiscomdnued．   

王】d打】y坤   
SinceviBabatriniscliminatedYiathekidney，Cautionshouldbeexercisedinp舐ient6Withacrcatinine  
Clearanceoflessth8n60ml／mh如1dinelderlypatients．Thcscpatientsshouldbetnonitoreidclosely  

fbrundesirablee鮎ctssuchasscdationandconfusiorl．（SeeScction4．2PosologyaTldmethodof  
adminis廿ation）・   

4・5Interlttioれ－▼iIho仙ermedicin山productsando仙erfbr山SOli山erユdi耶I   

Asvigabmij6neithermetaboljsed，nOrprOteinboundandisnotaninducerofhepaticcytochrome  
P450血ugmetaも01i血g・en野山eS，int訂aCtionsw他0伽ー血ugs訂8皿1ikly∴Howev訂，dudng  

COntrO】ledcli7）icalstudies，agraduzLlrFductionof16－33％intheplasmaconcentrationofphenytoin  

ha6beenobserved．TheexactT）atureOfthisi71tCraCtio71i云presentlynotundcrstood，however，jnthe  
m可orltyOfcases 

neplasmaconc印加血nsorcarbaTmZePlnちphcnobaT髄tone，抑d60diumⅦlproatellaYealsoもeen  

monitoredduriTlgCOnb：O11edclinicaltrialsaTldnoclinicallysign抗cantinteraction6havebeen  

ddected．   

Vigabatrinmaylcadtoadecrea6einmeaswedplasmaactivityofalani71ea11血otransftrase（ALT）and  

toalessercxtent，aSP汀bteamino廿ansfhase（AST）・The7nagn加deofsuppre66ionfbrALThasbeen  

repoTtedtovarybetween30％andlOO％．Therefbre、theselivertestsmaybequantitativelyunreliable  

inpa血t‖a血gvigab血m（SeeSection4．8仇dei血1e曲¢tS）  

％   



Vigaba血mayincrcasetheamoumtOfaminoacidsintheurinepossibly】eadingtoafhlsepositive  
testforcertainraregeneticmetaboユicdisoTdeTS（eg，alphaaminoadipicaciduria）・   

4・6 Pregna71Cyandl乱Ctation   

Vigaba廿h5bouldonlybeusedd血ngpre卯anCyirclearlynecessaⅣ・  

DataonaliznitedTIUmberOl王192）ofcxposedpregnanciesareavailable． 
TepO血d玩14，5％of叩05edp代印弧Cies・O一也ese，64・3％werem再訂mdh汀mtions・Spontaneous  

加ortionwa5丁甲Orted血10．9％orexposedpre帥皿Cie5・Node血iteconclu由oncanb∈血aⅧaStO  

whetheTYigaba扇nproducesanincreasedriskofmalfbrmationwhentakenduringpregnancybecause  

oflimiteddata，CPilcpsyitse）f；andthcpresenceofcoT）COmitantalltiepilepsymedicina］producfs  

dwing飴Cbreportedpr亡卯狐Cy・   

WoJne刀Or血i】dbe訂ingpotm鮎Ucon廿acept10n  
Specializedadviceshouldbeprovidedtoallpatier）tSWhocouldbeginapregnat）CyOrWhoarcinthe  

ftrtileage，Theneedofantiepileptictrcatmentmustbere－eⅦ1uatedwhenapatimtplansapregnan？y・   

he卯anCy  

Theriskofcongenitaldeftctsisincreased丘・Om2tD3fbldinchildrenbomfrommotherstreatedwith  

ananti甲ileptic；tho占emOre丘equentlyreportedarecIcBlip，Cardiovasculardeftctsandneuralbibe  

de氏ct5．  

Polytherapywithantiepilepticdrugsmaybeassociatcdw地ahiEheTriskofcongenitalma肋Tmation  

t壬IanmOnO血訂8py．   

1fapaticntbecomespTegnanちtreatmentshouldbereviewed．SuddeninterruPtionofe脆ctive  
antiepi19PtictreatmentmayleadtoaggravationofthecondidoninthemDtherthati6de扇mentaltothe  

ねe仙S．   

nereiざnOinfbm厄onon仇epossib】eoccu汀enCeOf両sual缶¢1dde食ctincbil血enwbohaveもeen  

exposedlovi由ba廿jninul訂0・   

F打出liり  

Studiesinanimalshave＄hownrcproductivetoxicfty（seeSectjon5・3Precli7？ica】safttydata）・   

Lactaljon  

Vigaba扇nisexcretedintobre9Stmilk．BreastftedingisnotrecoT7unendedduringvigaba扇n  
廿eaunent．   

4．7 E飢ctsonabiIitytodriY亡and耶eIna血ill郎   

Asageneralru1e，PatientswithunCOnb－Ol）edepi】epsyarenota］lowedtodriveorhandlepotentially  
da71gerOuSmaChinery．hviewofthefactthatdrowsincsshasbeenobservedinclinical廿ialswjth  
Sabri1，Patientsshouldbewarnedofthispossibilityatthestartoftreatmen†・   

Visual丘elddeftctswhichcansign班cantlya脆cttheabi】itytodriveandusemachineshavebeen  
丘equentlyreportedinassociationwithSabril．Patientsshouldbeevaluatedfbfthepresenceofvisual  

鮎1ddeftct（seealsoSecdon4．4SpecialWamingsand6PeCialprecautionsfbruse）・Specialcare  

Shouldbetakenbypatientsdliving，OPeratingmachineTyOrperfbrmlnganyhazaTdoustask．  

輸   



4，8 Unde5irablee‡鮎ct＄   

Visua‖ieldde簸cts柁n由Ig危ommildtoseY訂eb訓CbemT甲0止ed鮎qu印dyinpat血tsreceivihg  
Vigabatrin，Sevcrccascsarepotentia11ydi＄ab】ing・Theonsetist）Suallya負訂mOnth6tOyearSOf  

Vigaba廿intherapy．Pooleddata丘omprevaユencesuTVeyS叩geStthatasmanyasl／30fpadents  

receivingvigaba血1therapydevelopvisualBelddeLtcts（SeealsoSec伝on4・4Specialwamingsand  
甲eCialpr¢Ca適ons血Tu5e）．   

Approximately50％ofpatientsincontro11edclinica）studieshaveexperimcedtmdesirablee脆cts  

du血g扇gaba血加加ment．hadult6，血e6eWCrem開山yCen血1ne】γOuSSy＄temrelatedsu血as  
seda加n，血owsinモSS，餌i即C狐di叩airedconcen廿adon．打owev訂，h血1血mex¢itationor8由如ion  

is加quent．nehcide7）CeOftheseundesirab）ce晩ctsisgcnerallyhigheratthebe由mingof  

廿eatmentmddecreaseswi血time．  

Aswithothermtiepi】epdcdn）gS，SOmePatientsmayexperienceanincreaseinseizurefrequency，  

includingぬtus印ilepdcuswi仇扇gaba血l．Pat血t6Wi山一町OClonics8i乱打eSmaybepaniculafly  

liab】ctothisc董托Ct．NcwonsetmyoclorLuSandexaceztIationofexistingmyoclonusmayoccurinrare  

¢aざe占．  

Vcryrarecascsofhepaticreacdcns（i71C）udinghepatitis）haveb占enreported．  

Casesofspeechdjsorderhvebeenreported・  

Ggne用Jゐ○浸e汀：SoユmOlmce，危d即e  

旬c烏山班亡ゐ〃r血が：EKCitationand昭地血叩（chil血en）  

ち′e血○〟耶：ViB血負eldde鈷ct   

仇〝¢和才ゐ¢〟∽：Headacbe，Wei由tgain，仕emor，Oedemチ  

〃おγOuSJPTem血oTdeTS：Dizz：hess，PareSthesia，distutbanceofconcen加tion  

許ndmemoけ  

PDIChLaEricぬoTden＊：Agitation，aggreSSion，nerVOuSneSS，irdtability，  
depression，thoughtdist∬bance，ParanOidre8C七on  
＆JJrク油田血dJゐ¢r曲げ：Nansea，曲dominalpaln  

砂ed加r血Ⅳ：Blumd扇占ion，戯ploplち叩扇agmus   

〟むγ0揖耶Je肌ゐ¢r血Ⅳ：Ataxia  

旬c揖めイc曲¢r血が：Hypom且nia，mia，pSyChosis  

湖面血prde打：Ras】l   

Ge〝e化J鋤¢′d即T：Angioedema，ul七caria  
鵬Ⅳ8〟∫サ∫Je別ゐ¢rゐ〝：En¢甲balopa仙csymptom6…  

旬′C加dかfぐ鋤or虎打：S血idea伽mpt 

砂ぞゐ〃〟折：Rednaldis。rder（mchaspcdph訂alrednala加phy）   

卑eゐク「ゐ汀‥Opti¢neuritis，Op加a廿Opby  

旬血加東ぬ血玩：HallucinatioT】S  

V¢けCOⅡmOn  

（＞1／10）  

Co汀mOn  
（＞l／100，＜l／10）  

Uncommon 
（＞1／1，000，＜1／川0）  

Rare  
（＜1／1，000）  

Ve叩一打E  

ド1／10，000）  

＊Psychiatricreactionshavebeenreportedduringvigaba扇n仇erapy．ThesereactionsoccuzTedin  

Patientswithandwithoutapsychialrichistoryandwereusuallyreversiblewhenvigaba扇ndoses  

WereTeducedorgTaduallydi5COntinued（seeSection4．4Specialwaming6andspecialprecautionsfor  

use）・Depres8ionwasacorrmonpsychia扇creactionjnclinicalbialsbutseldomrequired  

di占COntinuationof勇gaba廿in．  

％   



＝Rむ℃代pO摘Ofenc甲山Opa血ic町mptOmSSuGhasm訂kedsぬdon，叫porandcon餌ionin  

誠£OCia也m扇也non一甲eCi丘cslowⅥ．Vea出血け孤elec仕OmC甲halo許mlb帥℃bmdesdbd600n  

a鮎rtheinitiationofvigaba扇ntreatment．Suchreactionshavebeenfu1けreversiblefb1lowingdose  

reductionordi6COntinuationofvigab純血（seeSection4・4Specialwamingsandspecialprecautions  

知川駅）・   

Laboratozγdataindicate血tviBaba血一treatmentdoe6nOtleadtorenaltoxicity・DecreascsinAl・T  

andAST，WhicharcconsideredtobeaTeSultofinhibitionoftheseaminotransfbrasesbyviBaba扇n，  
hvehmoもs抑止Ckonicbね血m氾tW他山g止a血－mybea5即Cjatedwi仇asligbtdem鮎ein  
haemoglobinwhichTarelyattainsclinica16ignificance．   

4β 0verdoざe   

写y叩ptOmS   

Vigaba扇noverdosehasbeenrcported・Whenprovided，dosesmostcommonlyweTebetween7・5to  

3Og；however，ingcsdonsupto90ghavebeenreported・NearlyhalfofthecasesinvoIvedmultiple  

drugingesdons・Whcnreported，themostcormlOnSymPtOmSincludeddTOWSinessorcoma・Other  

Te∬良明u孤dyr甲0托d町mptOmShcluded帽七go，b飽血相鮎†P町Chsi5，re甲ir訳0けdq汀eSSi皿Or  
apneaル【濾y鎚Tdiち叫po知繭叫画融血，i出払bil吋，COn餌sion，血om血もeba－づour，弧dspeech  

蝕ord吼Noneof血Ⅴ訂doses閏ultedhdea也・  

Mana文emmt   

Thereisnospecifica71tidote・Theusualsupportivcmeasures血ouldbeempIoyed・Meastuesto  

7emOVeunabsorbeddrugshouldbecoがidered．ActiⅥ止edcharcoalha6beenshowntonot  
扇gni鮎antlyad＄0沌vigdba血inanhvitrostudy．Theefrtctivenessofhemodialysisinthetreatment  
ofvigababinoverdoseisunknown．hisolatedcasereportsinrenal免iltmpatientsreceivhg  

也訂apⅢdcdo5郎Of扇酔もa扇n，kmodidy由托ducedvigaもa血がas汀仏COnCen廿孔donsby40％to  

60％．  

5． PⅡARMACOLOGICALPROPERTIES   

5．1 m久一mncodyll久mlCprOperdes   

Pharmaco－therapeuticgroup：Antiepileptics，ATCcode：NO3AGO4   

VigabatrinisanantlePilepticdrugwithacleaTlydeiinedmechanismofaction・Treatmentwith  

Vigabatrjnleadstoani？CreaSeintheconcmtrationofGABA（ganmaaminobutyricacid）・them如f  

inl1ibjtoryneurob・anSmlIterinthebrain．Thisisbccausevigaba仕inwasdesignedra厄onallyasa  
SelectiveirTeVerSibleinhjbi10rOfGABA－hansamina6e，thee7）ZymCreSPOnSiblefbrthebreakdownof  
GABA．   

Co71trOlledandlong－termCl血caltrialshaveshoⅥlthatvigaba廿inisane騰ctiveanticonⅦ1santagcnt  
Whengrvenasadd－OnthcTaPymPatient6Withepjlepsynotconho11ed6atisfhctori1ybyconventional  

theTapy．ThisefncacylSparticularlymarkedinpatjentswithseizuresofpaltia）ongln・   

5．Z アharma亡0氾neticpl・Operties   

Vigabab・injsawatersoユublecompoundanditisrapidlyandcompletelyabsofbcd丘omthe  

gastrointesbnalb・aCt．FoodadministTationdoesnotalteTtheextentofvigabahinabsorption．Tbe  
dmgi5Widelydis扇butedw池anapparentvo】umeofdi6bづbudon51i由tly許eatertユーantOtalbody  

Water．PlasmaandccrcbrospinalfluidconcentratioTISarelinearlyTelatedtodoseoverthe  
TeCOm飢deddosemge．  

％   



Thereisno血ectco汀eladonbe帥eenplamaconcenh・ぬon弧de鮎8¢y・ne血ationoftbeef如t  
ofthe血IgisdependentontTteGABAtransaminascre－Synthcsisratc・   

VigめatriDiseliminated加mtheplasmawithatezTninalhal封iftof5－8hourswithapproximately  
70％ofasingleoraldosebeingrecovereda6unChangeddruginthctIrineinthe5rst24hourspost－・  

do∫e．Nometaも01ite5ムavebeenidenti加d．   

Vigabatrindo甲nOtinduccthehepaticcytochromeP450enzymeSnOrisitmetabolisedorprolein  
boⅧd．¶加代血rc・血℃gin一打aCdms訂eunlikely．  

5，3 Ⅰ，reclinicalざaゎけdata   

Animalsafttystudiescardedouti71theTat，mOu6C，dogatldmonkeyhaveindicatedthatvigababinhas  

nosigni五cantadversee晩ctsontheliver，kidncy，1ung，heartorgasb．ojntestinaltract・   

hthebmin，microvacuola厄onhasbccnobservedinwhitcrnzlttertraCtSOfTat，mOuSeanddogatdoses  
Of30－5Omgn’dday・hthcmonkeythese】esion6areminimalorequivocal・Thise鮫ctiscausedbya  

separationof也eouterlamell＆rSheathofmyeli血ted負bres，aChangedharacteristicofintramyelinic  

Oedema．hbothrataTlddogtheintramye）imicoedemawasreversibleonstoppmgvigab8仕in  
加ahlentandevm涙也continued加atmm一九i如logi¢柁訂eざSionwa古曲s訂Ved．甘owev印加  
rodents，minorresidualchanBeSCOnSistingofswollcnaxons（eosinophilicspheroids）andmincraliモed  

microbodieshvebemobscrvcd．hthcdog，也eresultsofatlelectrophysiolo由Calstudyindicatethat  
htramyelinicoedcmaisassociatedwithan 
pot孤tialwhi¢bisreversiblewもentbe血Ⅵgi5両也血awn．   

hhumans．thereiBnOeVidenceofinb・amyelinicoedem且．Test6donctocon五rnlackofsignifkaTlt  

advcrsee銑ctonnewoIogicalRmctioninclude即OkedpQtCntials，CATscans，magnet；presonance  
imaglng，CSFanalysesandinasmallnu77iberofc8SeS，nCWOPathologicalexamiT）ation60fbrain  
甲eCilnmS．  

Vigめa血－a即OCia托drcdnotoxici恒aさOn】yb占enoも5打γedinalもino血ちhtnotinp卸1entedrats，  

dogsormonkeyB・There血alchangesinaIbinorat6WereCharacteriscdasfbcalormultifoc包）  

disorganisadonoftheouternuc】earlayerwithdisp】acemcptofnucleiintotherodandconearea．ne  

OtheTユayersofredn8WCreJlOti蝕cted．－neselcsionswereobs訂Vedin80・100％ofanimalsatthe  

doseor300側ayomlly・血e地軸¢叩earanCeof仏es61esi耶WaSSimilart叫坤蝕血血  

albinor8tSfb）lowingexccssiveexposuretolight．However，therc血alchanges7nayalsoTePrCSenta  

血ectdrug一山duGede胎ct．   

Animalexperimentshavcshowrlthatvigabatrinhasnonegativeinfluenceonftrti1ityorpup  
deYe】opment・Noteratogenicitywasseeninratsindoscsupto150mgn（g（31血esthehu7T迫ndost）or  

血rabbitsindose6uPtOIOOmgn（g，Howev訂，inrabbits，aSlightincTeaSeintheincidenceofc］eR  
palatcatdb5eSOf150－200mき此gwasseen．   

Studies－Withvigababinrevealednocvidenceofmutagenicorcarcinogenicef托cts．  

6． PIMACEIJTICAl，PARTICtJLARS   

丘1 Listorモズciplents  

pt）扇doT】e  

microcry飢allinecellulose   

SOdiumぬrcもg】匹01ate   

ma卯eSjumstearate   

恒也ox叩rOpγ1mc也ylce】lulo占e  

叱   



血狐iumdio裏de  

p01yet桓1eneglyco18000  
deioni5¢dwater  

6．ヱIn亡Ompatibil摘心  

Notapplicable   

6．3 S】lellh托  

5yeaTS   

“ Spe亡ialpreca≠domslαrStOrage  

NoneStated   

‘．5 Natllreandco爪t曾mtぎOrで○れtainer  

Contain訂（s）： PVC／Aluminiumfbilblisterpacksincardboardca710nS・  

Packsize：  50andlOOtablets   

‘．‘InstructioれS伽rllSealldlla山dling  

NotapplicaもIe   

7． MARKETmGAUTHORISATTON正OLDER  

Avends王，hmLimjted  

50King占Hil】AYe刀ue  

XjれgSHi】1  

WestMa11iTlg  
Kcnt  

ME194AH   

8， MARXETINGAtJTIIORISÅmONNUMBER（S）  

PLO4年25／0171   

9．I）ATEOFFIRSTAUT王IORISAT10N／RENEⅦOFTⅡEAtITHORJSATION  

26Lb血uary2001′19血Jul－e2006   

10．DATEOFREⅥSIONOFTHETEXT  

19伽June2006  

％   




