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StJMMARYOFPRODt］CTCHARACTERISTICS  

l． NAMEOFT∬EMEDICINALPRODIJCT   

SabhlTablets500mg   

2． QtJALITATIVEAlVDQtJANTITATIVECOMPOSITION   

E8Cb也bletcontains  

Vigab餌rin500汀唱   

For既ClplentS，See6・1・  

3． PHARMACEtTrICALFORM  

Filmco且ted也bltヲt  

4． CLINICALPARTICULARS   

4．1 Therlp印加indiぐatioms   

TreatmentincorribiniLtionwith0theranti－ePilepticdrugSforpatientswithresist3ntPartialepilepsy  
WithorwithoutBeCOndarygenerali6ation，thatiswhereallotherappropnatedrugconlbinationshve  

provedinadequateorhavenott〉emtOler8ted．   

Monotherapyinthetreatmentofi71免nblespasms（West’ssyndTOme）・   

4．Z ア○印logyandmet】10dofadmini5tritioII   

Sabriltreatmentmayonlybeinitiatedbyaspecialistinepileptology，ne∬01ogyorpaedia扇c  
neurology．Follow・uPShou】dbearTangedundersuperYisionofaq）eCjalistinepil甲tOユogy，neurOlogy  
Orpae戯a扇cneurolo訂・   

Sabri1iBfbro【aladmmistrabononceortwicedailyandmaybetakenbefbreora鮎rmeals・   

IfthccontTOlofepilepsyi＄nOtClimicallysigni鮎antlyimproveda鮎ranadeqtlatetrial，Vigabatrin  
treatmentshouldnotbecontinued．VigabatTinshouldbegr8duallywithdrawnundeTClosemedical  
Sup訂Vision．   

Adults  

M弧imalefficacyisusuallyseeninthe2－3g／dayrange．Astartingdoseoflgdaily5houldbeadded  

tothepatient’scurrentanti－ePilepticdrugregimen．Tbedailydose5hou］dthenbe加mtedinO．5g  

incrementsatweeklyintervalsdependingonclinicalresponseandtolerabilibT．Thehighest  

recomeれdeddosei53〆day．   

NodirectcorrelationexistsbetweentheplasmaconceTltrationandtheefncacy．Tbedurationofthe  
efftctofthcdrugisdependentontheTateOfGABAtrans？TninaseresynthesisTatherthanthe  
COnCentrationofthedrugintheplasma（SeealsoSection古5．1Phamucodynamicpropertiesand5．2  

Pbmacobneticproper厄es）．  
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Chil血印   

Thereco】mlendedstarhgdoseinchildrenis40mgn（g／day．MaintenancerecozTmendations山  
一eladontobodp帽iか訂e：   

Bodyweight：   10to15kg：0・5－1g／day  

15t030kg：1－1．5さ／血y  

30t050kg：l．5・袖伽y  

＞50kgニ   2・3〆day   

TLe7naXimumreCO77mdeddoseineachofthesecategoriesshould710tbcexceedcd．   

h免nts－Monotherq）yfbrinEhtilespasms（West’sSy71drome）．TherecoTrmendedstaJti71gdoseis  
50mg／k釘day．Thismaybe七tratedoveraperiodofoneweekifTleCeSSary・Dosesofupt0  

150mg耽g／dayhavcbeenus亡dwithgoodtolerab11ity．   

ElderlvandPatientswithRenalImDairment   

Sincevigaba．triTli5Climinatedviathekidney，CautionshouldbeexercjBedwhen8dministerins也e  
druBtOtheelderlyandmoreparticularlyinpatientswithcreatin血eclearancelessthan60m血Iin，  

A句ustmentofdoseor丘equencyofadministration6houldbeconsidered・Suchpatientsmayrespond  
toalow訂maintenancedose．Padentsshouldbemonitoredforundesirablee蝕cts6uChassedationor  

COnfusion（SeeSections4．4Specialwami71gSmdspecialprecautionsforuse，and4・8Undeshb）e  
e触ts）．   

4J CoIltr血戯Ca也011S   

HypeTSenSidvitytovigaba扇nortoanyexcipientinthemedicinalproduct・   

4．4 Spedalwarnhgsand叩edalprec摘伽鮎bruざe   

Exccptforthetreatmentofin払nti1cspasms，Sabrilshouldnotbeinitiatedasmonotherapy・  

VisualfielddeftctshavebeenrcportedinpatientsreceivingvigababiTlwithahighprevalence（about  
l／3ofpatients）・TheonsetisusuallyaLtermonthstoyearsofvigabahintherapy・Thed甲eeOf  

visuaほeldrcstrictionmaybcsevcrcandthismayhavepracticalconsequencesfbrthepatlent．MosI  
Ofthcpatientswithperime叶COn鰯rmeddefect5hvebeena6ymPtOmatic．Hence，thisundcsirable  
effbctcむ10nlybereliablydetectedbysy6tematicperime町Ⅵ血ichisustlal］ypossibleonlyinpatimt6  

WithadeYelopmentalageofmorethaLn9years・AspeciLicallydeve）0pedmethodt舶edon重eld  

speci丘cVisua】EYOkedPotcndals（VEP）isavailablc倉omthecompaJlyOnTequeSttOteStthepresence  
Ofp訂iph訂a】visioninchildrenaged3yeaTSandabove．Atprcsent仇ismethodhasnotbeenvalidated  
inthedetectionofvigabatrinatdutedvisualnelddefbcts．Electroretinogmphymaybeusefhlbut  
Shouldbeusedonlyinadultswhoareunabletocooperatewithperime町Orintheveryyoung（See  
VisualFi¢1dDefヒct6）．   

Avai）abledatasuggeststhatvisual鮎1ddcftctsareitTeVerSibleevenafterdiscontinuationof  

扇gaba打in．   

Therefbre，vigabattin6houldonlybeusedaRcracarefhlassessmentofthebalanceofbenehtsand  
dskcqmparedwitbaltmatives．   

VigabatrinisnotrecozTmendedfbruseinpatient8withanypre・eXistingclinicallysignificantvisual  

重eldde危ct．  
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PatientsshouldundeTgOSyStematicscreeningex8minationwhen＄Ia＾）ngvigabatrinandatregular  
intervalsfbrdetectionofvisual鮎1ddefbcts．Visualneldtestingshouldcontirlueat6mol血int訂Vals  
fbrthewholedl汀ationoftreatment（seeVisualFieldDeftcts）．  

Vi飢拍1FieldDe卿咋D）   

Basedonavai1abledata，theusualpattcrnisaconcentricconstrictionofthevisualneldofbotheyes，  

whichisgeneral1ymorcmarkednasallythantc7npOrally．hthecentralvisual如1d（Wi伽n30degree  

ofeccen扇citγ），丘equentlyanannularnasaldefectisseen．Centralvisualacuityisnothnpaired・  
However，theVFDsreportedinpatientsrecelVlngVigabatrinhaveraJlged丘・Ommi1dtosevere・Severe  

CaSeSarepOtentia11ydisabling．   

Mostpatientswithperirnetry－COn茄rmeddefbctshadnotpreviouslyspontaneouslynoticedany  

symptOmS，CVenincasesⅥ血ereaseverede免ctwasobservedinperime町・Availableevidence  

SuggeStSthattheVFDisirreveTSibleevena氏eTdiscontinuationofvigaba扇n・   

Pooleddata打omprevalencesLPeySSuggeStthatasmanyasl／3ofpatientsreceiⅥngvigabatrin  

therapyhⅦVFDs．Ma】esmaybeatgreaterriskthanftmales．   

Allpatientsshouldb8VeOp九払出mologicalcon5ul包血onwith勇吉ualneldexam血a血nbe知re也e  

initiationofⅥgaもa廿intreabm孤t・  

AppropriatevistAliieldtesting（perimetry）byusingastanda∫disedstaticperime町（Humphrey竺  

Octopu6）orkineticperimetry（Goldmann）TrmStbeper払rmedbefbTCtrCatrnCntinitiationandatsIX－  
monthinterYalsfbrthewholedurationoftreatment．Stabcperimcけyistheprc食rrcdmethodfbr  

detectingvigabadnassociatedvisualGelddefect．   

Elec加Tedno訂叩hymaybeuse血Ibutshouldonlybeusedinadultswbo訂eⅧabletocoope†ateWith  

pedmebγ．Basedontheavajlable血hthe血stoscillatoけpOt孤也aland30Hz餌¢k訂reSpOnSeSOf  

theelectroretinogramappeaTtObecorrelatedwithavigabatrinassociatcdVFD．TLeseresponsesare  
delayedandreducedbeyondthenormallimits，SuchchangeshaYenOtbeenseeninvigabatrintreated  
patients without a VFD. 

Thepatientand／orcaTegivermustbegivenathoroughdescripdonofthe打equencyandiT叩Iications  

OfthedevelopmentofVFDduringvigaba扇ntreahlent．Patients血）uldbeinstructedtoreportany  

newvi＄ualproblemsandsymptomswhichmaybeassociatedwithvisualneld叩nStriction・Ifvisua）  
SyTnPtOTnSdevelop，thepatientshouldbereftrredtoanophthalmologist．   

1favisualheldcons雨ctionisobserYeddwingfbllow－uP，COnSiderationshouldbegive71tOgradual  
discontinuationofvigabatrin，IfthcdecisiontocondnuetreatTnentisTnade，COnSidera†ionshouldbe  

Biventomore倉equentfbllow・uP（Perimc打y）itlOrdertodetectprogrcssionorsightthreatening  

de食cts，   

Vigabatrinshouldnotbeusedconcomitantlywithotherretinotoxicdrugs．   

C九ildren  

Perimeけyisseldompossibleinchjldrenlessthan9yearsofdevelopmcntalage，The7isksof  
treatmeTltmuStbeveTyCarCfullyweighedagainstpossiblebenefitinchi】dren．CuTTently，thereisno  
estab】ishedmethodtodiagnoseorcxcludevisualnelddefbctsinchildreninwhoma・Standardised  
PerimehγCamOtbepelibrmed・Aspecincallydevelopedmethodba6edon鮎1dspecificVisual  
fvokedPotendals（VEP）isavailable舟omthecompanyonrequesttote6tthepresenceofpehphenl  

VISionimchildrenaged3yearsandabove，Atpresentthismethodhasnotbeenvalidatedinthe  
detectior）Ofvigabatrinatblbutcdvisualnelddefect6．Ifthemethodrevealsnormalcentralvisual丘eld  
responsebutanabsentpelipheralre6pOnSe．beneht－riskofvigabatrinmustbereviewedand  

3  
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COn5ide相伝皿由Vmわ訂adualdiscon血uatiomTもぐp代穏和CeOrp血ph訂a】再扇mdo鮎nOteスClude  

thepossibilityofdeve10Pi71gVFD．Electro托tinographymaybeusefubutshouldbeusedonlyin  

d厄Idmless仇m3ye訂SOfage．   

Neurolodcalandl）SVChiabicconditions   

lnviewoftheresultsoftheanimalsa鈷tystudlCS（sccSection5．3Preclinicalsafbdata），itis  

reco7Tmendedthatpatientstreatedwithvigaba扇narecIoselyobservedforadverseefkctson  

nmlogical血ICtion．   

RarereportsofencephalopathicsymptomssuchasInarkcdsedadon，StuPOrandconfusionin  
as6OCiationwithnon，SPeCihslowwavcactivityonelcc廿OenCephalogramhavebeende6Cribedsoon  

a虎ertheini血血onofvigabatrh加atment．Riskぬctorsfbrthedevelopmentofthesereactionsinclude  

high訂thanrecornmendedstarhgdose，fasterdoseescalationathigherstepsthanrecommended，and  

renal血ilure．Thcsceventshavcbeenreversiblefo11owingdosereductionordiscon七nuabonof  

勇g曲a血．（SeeSec血m4・gUndes如ble8焼畑S）．   

Aswith0therantiepilepticdru＄SSOmePaticntsrruyexperienceanincreaseinsei2m丘equencyor  

theonsetofncwtypesofseiztmswithvigabadn（seeSecdon4．SUndesirablee脆cts）．  

PhenomenamayalsobethecmsequenceofanoYerdo6age，8decreaseinplasmaconcenb7Ltionsof  
COTICOmitantantiepileptictreatment，Orapamdoxicaleffbt．   

AswithothcrantiepilepbcdruBS，abmptwithdrawdmayleadtorebotmdseiztms．Tfapaticntistobe  

雨也血wn舟omvigaba血廿朗血Imいtisreco打皿餌ddtbt血i6isdoneby夢aduldoser由uc出帆  

OⅥ汀a2－tO4－Weekp町iod．   

Vigaba血nshouldbeusedwithcautioninp8tientswithahistoryofpsychosis，depressionor  

behaviowalproblems・Psychia雨cevents（e．g．，agitation，depre9Sion，abnormal血nking，ParanOid  

reactions）h8VCbeenr亡pOrtedduringvigabatrintrcatment・Thes亡eVentSOCCuJTedinpaticntswithand  

Withoutapsychia扇chistory，andwereusuallyreversiblewhenvig3ba扇ndoseswerereducedor  

伊adu811ydiscon血ued．   

Eld坤nt   
SinceviBabatriniseliminatedYiathekidney，Cautionshouldbeexercisedinpatientswithacreatinine  
Clearanceoflessthan60mi／mi71andinelderlypatients．ThcsepatientsshouldbemoE）itoredclosely  

forundesirablee脆ctssuchasscdadonandconfusion・（SeeSection4．2Posologyandmethodof  

admi山占廿ation）．   

4・5Ⅰ山er加伽れWi仙othermedi血山producb弧do仙er血msoIbteracti川   

Asvigaba血j6ne池訂m飢abolised，nOrprOteinbo皿dandisnotaⅢh血cerofh甲8ti¢C〆OCkome  

P450血Ⅶgm紬bli血g・en町meS，血訂aC血耶両仇0也訂血ugsapBunlikly・HoweⅥ汀，血血g  

COn加】1ed¢lini¢alsⅢdi¢S，a卵dⅧ1rFdu血）nOf16－33％h山epla5maCOnCm加ゎmorphen舛Oin  

haBbeenobserved・TheexactnabTeOfthisinteractiot）ispresentlynottmdcrstood，however，inthe  

m如or卸of00Se5itiざm故elytobeof也er叩eud¢扇卯沌c餌Ce．   

TheplasmaconcenbTa也onsofcarba77岨ZePme，Phe710baTbitone，andsodiumvalproatehavealsobeen  

monitoreddurirLgCOntrOlledclinical廿ialsandnochnicalけsignihcantinteraction6havet）een  

detected．  

Vigaba血mayleadtoadecrea6e血measurcdplasmaacdvityofalanineamino†an血ase（ALT）and  

toalessercxtent，aSPartateaminotran血ase（AST）・Them8gn血deofsuppressIOnfbrALThasbeen  

TePOrtedtovarybeてWeen30％andlOO％・ThereLbre，theselivelteStSmaybequantitativelyu血iab）e  

lnp血珊b柏氾ngvigaba血・（SeeSection4、8Unde6irめ1ee飴¢tS）  
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Vigaba仕i71mayincreasetheamountofamiTlOaCidsintheurinepossiblyleadingtoafhlsepositive  

testfbrcerminTaregeneticmetabolicdisorders（eg，alphaaminoadipicacid血a）．   

4．6 Pregnancy乱れdl乱Cbtioll   

Vigabatrinshouldonlybeusedduri71gPregnanCyifclearlynecessary・   

Dataonalimitednumber（n＝192）ofexposedpregnanciesareavailable．Congenitalanomalieswere  
reportedin14，5％ofexposedpregnancies・Ofthcse，64・3％werem勾Ormalfbmtions・Spontaneous  

dbortionwasrq）OrtedinlO．9％ofexposedpregnanCies，Node鋲niteconclusioncanbedrawnaStO  

wheth訂vigababinproducesanincreasedriskofmalfbrmationwhentakenduringpregnancybecause  
oflimiteddata，CPilcpsyitse）f；andthepresenceofco7］COmitantantiepilepsymedicina】products  

d∬ingeacbreportedpre印紙Cy．   

Womenofchildbeanngpotential／conb－aCeptlOn  
Specializcdadviceshouldbeprovidedtoallpatientswhocouldbeginapregnancyorwhoareinthc  
給血1eaBe，TheneedofaJltlepileptlCtrCatmentmuStbere－eⅦ1uatedwhenapatientplansapregnancy・   

he評弧Cy  

Theriskofcongenitaldeftctsisincreased加m2to3fo1dinchildrenbom舟ommotherstreatedwith  
狐弧ti甲il印紙血05emOre舟equentlyrepoHeda托Clef＝ip，C打出ova5Culardefヒctsmdneural山be  

d¢良cts．  

Polytherapywitharlticpilepticdrugsmaybeassociatedw池ahigherriskofcon＄emitalmalfbrmation  

tbanmono血訂apy．   

Ifapaticntbecomespregnant，treatment6houldberevICWed．StlddeninterruPtionofe脆ctive  
antiepilcptictreatmentmayleadtoaggravationofthecondidoninthemotherthati6detrimentaltothe  
ねetus．   

nereisnoinねmゼ山ononthepossibleoccu汀enCeOfⅥsua】点eldde食ctincbil血enwhoh且Vebeen  

exposedtovig血雨ninut訂0．   

Fe血1吋  

StudiesinanimalshaveshownrCprOductivetoxicity（seeSection5．3Precli71icalsafttydata）．   

Lactation  

Vigaba扇nisexcretedintobre8Stmi1k．Breastftedingisnotrecom7）endedduringvigababin  
廿eatm訂正．   

4．7 E仔ectsonabilitytodri▼亡nmdu5ema血ines   

Asageneralru1e，patientswithunCOnb’01ledepilepsyarenotallowcdtodriveorhandlepotentially  
dangerousmachinery．hviewofthefhctthatdrovL・Sinesshasbeenobservedinclinical扇alswith  
Sablil，Patientsshouldbewarnedofthispossibilityatthestartoftreat7nent．   

Visual鮎1ddeftctswhichcansig71j重cantlyafftcttheabilitytodriveandusemachinesl旭Vt！been  
丘equentlyreportedinassociationwithSabri1．Padentsshouldbeev81uatedfbrthepresenceofvistlal  

ne］ddeftct（SeealsoSecdon4・4SpecialWamingsand6peCialprecチutionsfbruse）・Specialcare  

Shouldbetakenbypatientsdriving，OperatingmachineTyOrperfb皿】nganyhazardoustask．  
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4．8 U皿desjrabl＝∬もcts   

Visua‖ieldde免ctsranging丘ommi1dtoseverehavebeenTePOrted丘equent］yinpatientsreccIV）ng  
Vigabatrin．Scverecascsarepotcntiallydisabling．Theonsetisusua11ya氏ermonth6tOyearSOf  

Vigaba雨ntherapy．Pooleddata食omprevalencesurveyssuggestthatasmanyasl／30fpadents  
TeCeivingvigaba廿intherapydevelopvisualAelddefヒcts（SeealsoSection4．4Specialwamingsand  
印eCialp一号ca山ionsぬTu5e）．   

Approximately50％ofpatientsincontrolledclinica）studieshaYeeXPeriencedundesirablee脆cts  
durinEvigibatrintreabnent．hadult6，the6eWeremOStlycentmlnervoussystemrelatedsuchas  
Sedation，drowsiness，如igueandirnpairedconcen廿ation．However，inchildrenexcitationoragitation  
is舟equent．Theincidenceoftheseundesirablcef知tsisgenera11yhigheratthebeginningof  
treatmentanddecreaseswithti7ne．  

AswithotherantiepilepticdnlgS，SOmePatientsmayexperienceanincreaseinseizure丘・equenCy，  

includi71gStatuSePilepticuswithvigababin．Patient6withrnyoclonicseiz∬eSmaybeparticu）aTly  
liabユetothisc舵ct．NewonsetmyoclonusandexacezbationofcxisdngmyoclonlユSmayOCCurinrare  
Caざe5．   

Veryra∫eCaSeSOfhepaticreac厄ons（includinghepatitis）havebeenreported．  

Casesof印eeebdi50昆訂加beenreported．  

G帥erαJゐor鹿打：So汀mOl飢Ce，免ti即e  

PD，ChiatTicdisoTdeTT＋：Excitationand8gitadcn（children）  

EyedifOrden：ViBu且1鮎1ddefect   

Generaldborden：Headache，Weightgain，tremOr，Oedema  

NkwousJP（em血‘0血：Diz2：iness，pareSthesia，di6tutb且nCeOfconcentration  

抽dmemoⅣ  

P5yChiaETicdi50rde7T＋：Agitation，aggrCSSion，nerVOuS71eSS，irritability，  

d印reS扇on，仙oughtdist血b弧Ce，paranOidre8C鶴on  

G郎細雨即血αJゐ¢d耶‥Nausea，曲dominalpaln  

砂ed加r血：Blu汀ed扇占ion，diplopla，叩8tagmu＄   

肋〝ロ〝∫甲′e椚‘恥¢r血相：Ataxia  

巧γChiaErEcdisoT血rs＊：Hypomania，mania，PSyChosis  
湖面ゐprdgⅣ：Rash   

Ge〝e用J繭¢〟e打：An由Oedema，u一心cada  

∧厄Ⅳ0〟∫サ∫′e刑ゐ¢r由〝：加c印balopatbics叩IptOm6＊中  

旬′C力ね什′ぐ血・¢′虎〃：S血idea触mpt  

砂ed＆ordeTT：Retinaldisorder（suchasperiphcralretinalatrophy）  

みedL”rdeTT‥Optionewitis，OPticatrophy  

旬c地rr′e血or血相：Hallucinadons  

V餌γCOmmOn  

（＞1／10）  

Co打mlOn  

（＞1／100，＜1／10）  

Un（〉OmmOn  

（＞1／1，000，＜1／100）  

Rare  
（＜1／1，000）  

Ⅴ叩rare  

（＜1／10，000）  

ホPsychia扇creactionshavebeenreportedduringvigababintherapy・Thesereac也onsoccuzTedin  

Patientswithandwithoutapsychiatrichistoryandwereusua11yreversiblewhcnvigaba扇ndoses  

Werereducedorgraduallydiscontinued（seeSection4・4Specialwaming6andspecialprecautionsfor  

use）・Depre68ionwasacornmonpsychiadcreactioninclinical血Isbutseldomrequircd  

discontinuationofvigaba雨n，  
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…RarerepoTtSOfencephalopathicsymPtOmSSuChas7natkedsedation，StuPOrandconibsiorlin  

associationwi也non－SPeCificsloww且VeaCtivityonelectroeTICePhalogramhavebemdescribed60On  

a氏訂血ini血tionorvigaba血打払加mt．餌Cb代aC扇那加明晩餌細けreⅦr鵬1e餌lowingdose  

reductiorlOrdi6COntinuationofvigab抽in（seeSecdon4・4Specialwamhgsand6PeCialprecautions  

ねー溢e）・   

Laboratorydataindicatethatvigaba扇ntreatmentdoesnotleadtorenaltoxicitγ．Decrea＄eSinAl．T  

andAST，Whichareconsidcredtobearesultofinhibitionoftheseaminotransferase＄byvigaba血，  

havebecnobservcd・Chronicb’eatmentwithvigababinmaybeassociatedwithaslightdecreasein  
haemoglobinwhichrarelya肋insclinical6ignificance．   

4．， 0verdo5e   

S叫   

Vigaba雨noverdosehasbeenreported．Whenprovided，dosesmostcommonlyweTebetween7．5to  

30g；bow椚ー，血酢S厄∞SuptO90帥avebemrepo血d．Ne訂1ybalhrtbcas餌i即01vdmultiple  

血ugingesdm＄・Whmr印Orted，址厄汀氾扇COmOnSymptOmS血1uded血℃W血essorcm．0軸心－  

1ess＆equendyrcportedsymPtOmSincludedYCrtigo，headache？PSyChosis，reSPmtOZydepressionor  

a匹eちbrady¢aTdia，hypotm扇皿，a由加iⅦ，血tめil吋，COnh5kn，濾momdbeh且勇○∬，弧d印eeCb  

亜sαd訂．Nmeor也eoverdoses代Sultedindea也．   

Mana已emenl   

Thereisnospeci爪cantidote一丁heust；alsupportivcmeasuresshouldbeempIoycd・Measuresto  

removeunabsotbeddrugShouldbeconsidercd．ActiⅦtedcharcoalha＄beenshowntonot  

扇gni鮎antlyadsotbvigab血ninaninvitrostudy・Theefftctivenessofhcmodialysisinthetrea血ent  
Ofvigabatrinoverdoseisunknown・hisolatedcasereportsinren81fhilwcpadentsreceiving  

therapeuticdosesofvigabatrin，hemodial叩isreduced両gabathnplasmaconcenb・ationsby4O％to  

60％．  

5． PXARMACOLOGICALPROPERTIES   

5・1Ⅰ，血色rm払COdy船山icproper偵eざ   

Pharmaco▲therapeuticgroup：Antiepileptics，ATCcode：NO3AGO4   

Vigabab・inisanantlePilepticdrugWi仇aclearlyde負nedmechanismofaction．Treatmentwith  

Vigabatrinlea由一oanipcreaseintheconcentradonofGABA（gammaaminobutyricacid），them如r  

inhibitoryneurob・anSmltterinthebrain・Thisisbecausevigabatrinwasdesignedr％tional1yasa  

Selectiveirrever6ibleinhibitorofGABA－tranSamina6e，theenzymereSPOnSiblefbrthebreakdownOf  

GABA．   

Controlledandlong－termClinicaltrialshaveshownthatvigaba廿inisane脆ctiveanticonvu1santagcnt  

WhenglVenaSadd－Ontherapyinpatientswithepilepsynotconb－011ed6atisfhctori1ybyconventional  

therapy・ThisefncacylSParticularlymarkedinpatientswithseizuresofpar血lorigin．   

5・2 Pharmacol山Ieticproperties   

Vigabatrinisawatersolublecompoundanditisrapid）yandcompletelyabsofbcdfromthe  

gastrointesbnaltract・FoodadministrationdoesnotalteTtheextentofvigaba扇nabsorpt10nlThe  

drugiswidelydis仕ibutedwithanapparentvol皿1eOfdistribudonslightlygreaterthantotalbody  

Water・Plasmaandccrebrospinalfluidconcentratio71Sarelinearlyrelatedtodoseoverthe  

TeCOmmendeddosemge、  

％   



Therei占nOdirectco汀elationbehveenplamaconcentra加n8nde蝕a¢γ・ne血・ationoftb¢e舵ct  

OfthednlgisdependentontheGABA加nsaminasere・Synthesisrate・   

Vigabat血ise】iminated舟omdlePlasmawithaterminalhal餌ifbof5－8hourswithapproxi7rutely  

70％ofasingleoraldosebeingrecovereda6tmChangeddrugintheurineinthe触t24hour6pOSt－  

dose．Nomet8も01ite511aVebeenidentifi¢d．   

VigabatrindoesTlOti71duccthehepaticcytochromeP450enzyme8nOrisitmetabolisedorprotein  
bound．¶腫陀加代・d和島血t酌Ctions訂elmlikeけ・  

5，3 Preclimi¢alsa鈍けdata   

Ani7nalsafttystudicscarriedouti71therat，mOu6e，dogandmonkeyhaveindicatedthatvigabatrinhas  

nosigni茄cantadverseef托ct6O71theliveT，kidney，1ung，heartorgasb・Ointestinaltract・   

hthebrmi，microvacuola也onhasbcenobservedinwhitematterh・aCtSOfrat，mOuSeanddogatdoses  
Of30－5Omdkdday．hthemonkeythese）esion6arerninimalorequivocal・Thise蝕ctiscausedbya  

S甲arationoftheouterlamel18rSheathof叩elinatedLibres，aChangechaTaCteristicofintramyelinic  

Oedema．hbothratanddogtheintramyelinicoedemawasreversibleonstopplngVigabab・in  

廿eatmentandeven涙thcontin11edb・eatmenthistoIoglCregreSSionwasobserved．耳OWeVer，in  
rodcnts，minorresidualchanBeSCOnSistingofswollcnaxons（eosinophilicspheroids）andmincraliモed  

microbodieshvebemdbscrvcd．hthedog，theresultsofmelectrpphysiolo由Calstudyindicate也at  
intramyelinicoedemaisassociatedwithanincreaseinthelatencyofthesomatosensoryevoked  
potcntialwhichisreversiblewhenthedruBiswithdrawn．   

hhuTnanS，thereisnoevidenceofintramyelinicoede77n．Test6donctocon負rmlackofsigni負caTlt  

adversee蝕ctonneurological知nctionincludeevokedpotentials，CATscans，magneticresonance  
imaglng，CSFanalyscsandinasma11numberofcases，nCurOPath0logicalexamination＄Ofbrain  
叩eCimcns．   

Vigaba扇n－a＄6OCi＆tedretinotoxicityhasonlybeenobservedinalbhozltS，butnotinpiBmenIedrats，  

dogsormonby6・職erednal¢bat鳩e5halbinorat6Wereeb訂a¢ted5¢das鮎alormult血ca】  

disorganisat；onoftheouternuc］earlayerwithdisp】acemcptofnuc】eiintotherodandconearca．The  

Otherユayersofre血awercnota蝕cted．Thesele＄ionswereobs訂Vedin80・100％ofanirTnlsatthe  

doseof30O叫侮／dayora11y．ThehistoIogicappearanceoftheselesionswassimi1artothtfbundin  

alb血or8tSfbllowingexcessiveexposwctolight・However，theretinalchangesmayalsorepresenta  
directdrug－inducede脆ct，   

AnimalexperimentshveshownthatvigabatrinhasnonegatiYein且uenceonftrblityorpup  
development・Noteratogenicitywasseeninratsindoscsupto150mg耽g（3timesthehumandose）or  
inrabbitsindose6uPtO100mgkg．However，inrabbits，aSlightincreaseintheincidenceofcle負・  
Palateatdosesof150－200mgn（gWaSSeen．   

StudieswithviBababinrevealednocvidenceofmutagenicorcarcinogenice脆cts．  

6． PHAMACEtlTICALPARTICULARS   

丘1 Listofexciplents  

po扇done  

microcIγ8tallinecelllユbse   

SOdium扇且rCbglγ¢Olate   

ma伊IeSi11mStearate   

恒也oxypropylme也ylcellulose  

叱   



titaniumdioxide  
polye也yl孤eglyc018000  

deionis6dwater  

6．2 Incompatibilitie5  

Notapplicable   

6，3 Sllellufb  

5yeaTS   

丘4 Speti山prec組曲msforstorage  

NoneS也t¢d  

‘．5 Nattlreandcontents0ltontainer  

Container（s）： PVC／AluminiumfbilbhsterpacksincaTdboaTdcartons・  

アacksize：  50虹IdlOOtabl飢S 

‘．‘Imst川di仙ShrⅦSea11dll抽dling  

Not叩plicaも1亡   

7． MARXETINGAVTHORISÅTIONⅡOLDER  

AventisPhmLimited  

50KingsHillAven11e  
KingsHi11  
WestMa11ing  
Kent  

ME194AH   
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