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WmG：ⅢSXOFSERIOtJSIWECTIONS   

Tuberctllosis（fbquentIydisseminaIedorextmptdmonaryatclinicaIpresentation），inYaSive  

fbngaIitdbctions，和Idotheropporhmisticidbctions，havebeenobservedinpatients  
retei血gCIMZIA．Someortbe5eh触蝕租S鵬Ⅳeb恍山地．Am銭一山berⅢl05isIⅣa血Ie皿t  
O†p8鵬em触Wi仙1血mttⅥberc山鵬ish触鵬omreduces仙edskorl℃蹴伽a鰯omimpa触mts  

receivingtrt＆tmentwithTNFblockerssuchasCIMZTA．tlowever．＆CtiYettIberculosishs  
deYelopedinptientsreceivingCIM2：tAwhosetuberculintestwasnegative．   

EvaIuatep蝕mtsbrtuberculosi＄risk蝕ctors細Id暮estfbrlatenthbercdosisinfbctionpnor  

bim摘a鵬mgCIMヱIAamd血血g仙er叩y．hi偵a鵬暮代血entorla暮ent血ber¢ulosisim触伽m  

Priortother＆PywithCIMm．MonitorptiehtSreCeivingCIMZIAfbr＄igns如1d  

町mptOmSOraC点間血bere山os誌，hcllldingpa鮎山鹿Whotモ鼻血d皿ega鵬Ⅶ伽rla鵬mt  
h止帽rCⅥ10Sisim触鵬onβα抒加Ⅶ如き弾d〝d肋伽ぶ（£J，£  刻側lん畑座職爛加感知呵軋切  

1 INDICATIONSANDtJSAGE  

CIMZIAisindicatedforreducingslgnSandsymptomsofCrolm’sdiseaseand  
mintaimingclimicalrcsponseinadultpadentswithmoderatelytoseverelyactivediseasewho  
havehadaninadequateresponsetoconvemionaltherapy．  

2  DOSAGEANDADMINISTRATION   

2．1RecommendedDosing  
TherecommendedinitialadultdoseofCIMZIAis400mg（givenastwosubcutaneOuS  

iltiecdonsof200mg）initially，andatWeeks2and4．hpatientswhoobtainaclimicalresponse，  

therecommendedmaintenanCereglmenis400mgeveryfburweeks．   

2．2 P代p乱川伽mImstrudioms  

CIMZIAshouldbepreparedbyahealqcar？PrOfbssional・  
CIMZIAisprovidedinapackagethatcontalnSeVerythingrequiredtoreconstituteand  

iI函ctthedrugasdescribedbelow・CIMZIAshouldbebroughttoroomtemperaturebefore  
reconstitutingtofacilitatedissolution．  

Rec皿Sdtutetwo200mgvialsofCIMZIAfbreachdose．UsingappropnateaseptlC  

technlque，reCOnStituteeachlyophilizedvialofCIMZIAwith1mi．ofsterileWaterfbrIrdection，  

USP，uSlngaSynngeWitha20gaugeneedle・GendyswirleadhvialofCIMZIAwithoutshaking  

SOthatallofthelyophilizedpowdercomesintocontactwiththesteri1eWaterforIltiection．  

Leavethevialsundisturbedtofu11yreconstitute（thismaytakeaslongas30minutes）．  

ReconstitutedCIMZIAhasaconcentrationofapproximately200m釘mL．  

DonotleavereconstitutedCIMZIAatroomtemperatureformorethan2hourspnorto  

administration．Oncereconstituted，CIMZIAcanbestoredinthevialsfbrupto24hourSat  

2to80C（36to460F）priortoiqjection．Donot丘eeze．  

市’′戚：二   
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2．3 AdministrationInstT・uCtions  

CIMZIAshouldbeadmimisteredbyahealthcareprofbssional．  
Oncereconstituted，CIMZIAisacleartoopalescent，COlorlesstopaleyellowliquidwith  

novisibleparticulatesorgelsinsolution．ParenteraldrugPrOductsshouldbeinspectedvisually  

fbrparticulatematteranddiscoloradonpnortoadministration，Wh飢eVerSOlutionandcontainer  

Pemit．ReconstitutedCIMZIAwithobviousparticulatematterordiscolorationshouldbe  
discarded．  

PriortolltleCtlng，reCOnStitutedCIMZIAshouldbeatroomtemperature．Usinganew  

20gaugeneedleforeachvial，withdrawthereconstitutedsolutionintoaseparatesynngeforeach  

Vial，reSultingintwosyringeseachcontaininglmLofCIMZIA（200mg）．Switdheach20gauge  

needletoa23gaugeneedleandiItjectthefu11contentsofeachsynngesubcutaneOuSlyinto  

SeParateSitesontheabdomenorthigh．  

3  DOSAGEFORMSANDSTRENGTHS  

CIMZIAissuppliedasasteri1e，White，吋ophilizedpowderforreconstitutionandthen  
Subcutaneousadministradon．Eachsingle－uSeVialprovidesapproximately200mgcertolizumab  

pegol．  

4  CONTRAINDICATIONS  

None．  

5  WARNINGSANDPRECAUTIONS  

5．1 SeriousInfbc鵬ons  

Seriol遁infections，SePSIS，andcasesofopportunisticinfections，lnCludingfhtalities，have  
beenreportedinpatientsreceivingTNFblockers，includingCIMZIA．Manyoftheserious  

infbcti0nsrePOrtedhaveoccurredinpatientsonconcomitantimmunOSuPPreSSivetherapythat，in  
additiontotheirCrohn’sdisease，COuldpredisposethemtoinfbctions．Inpostmarketing  
experiencewithTNFblockers，infbctionshavebeenobservedwithvari0usPathogensincluding  
Viral，bacterial，fungal，andprotozoalorganisms，andinfbc血onshavebeennotedinallorgan  
SyStem；．InfbctionshavebeenreportedinpahentsreceivlngCIMZIAaloneorincoruunCtion  
withirrmtmosuppressiveagents．  

DonotinltiaIetreatmentwithCIMZIAinpatientswithactiveinfecti0ns，including  
Chronicorlocalizedinfbctions．MonitorpatientsforslgnSandsymptomsofinfectionwhileon  
anda氏ertreatmentwithCIMZIA．Patientswhodevelopanewinfbctionwhileundergolng  

treatmentwithCIMZIAshouldbemonitoredcloseb′．DiscontinueadmimistrationofCIMZIAifa  
Patientdevelopsaseriousinfbction．ExercisecautionwhenconsideringtheuseofCIMZIAin  
patientswithahistoryofrecurrentinfection，COnCOmitantimmunOSuPPreSSivetherapy，Or  
underlylngCOnditionsthatmaypredisposethemtoinfbctions，OrPatientswhohaveresidedin  
reg10nSWheretuberculosisandhistoplasmosisareendemic，ThebenentsandrisksofCIMZIA   
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treatmentshouldbecarefu11yconsideredbeforeinitiationofCIMZIAther叫ⅣheeAdberse  

月eαCわわ那何〃ノ．   

5．2 Tuberculosis  

Asobservedwith0therTNFblockers，血berculosisassociatedwiththeadministrationof  
CIMZIAinclinicalstudieshasbeenreported，including血talities．  

BeforeimitiationoftherapywithCIMZIA，eWaluatepatientsfbrtuberculosisriskfhctors  
andtestfbrlatenttuberculosisi血on．Inidatetreatmentoflatenttuberculosisinfbctionsprior  

todleraPywithCIMZIA．WhentuberculinskintestinglSPerfbrmedforlatenttuberculosis  
infection，aninduradonsizeof5mmorgrea（ershouldbeconsideredpositive，eVenifvaccinated  

previousIywidlBacilleCalmette－Guerin（BCG）．Iflatentinfecdonisdiagnosed，institute  

appropriatepro如Iaxisinaccordancewiththecurrentgtddelines丘omtheCentersforDisease  

ControlandPrevemion．  

Considerthepossibilityofundetectedlatenttuberculosis，eSPeCiallyinpatientswhohave  
imgrated舟omortraveledtocountrieswithahighprevalenceof山berculosisorhadclose  
contactwithaperscnwithacdvetuberculosis．Allpatientstreated扇thCIMZIAshouldhavea  

thoroughhistorytakenpriortoinidatingtheraⅣ．Somepatientswhohavepreviouslyreceived  

treatmentforlatentoractivetuberculosishavedevelopedactivetuberculosiswhilebeingtreated  
wi血mFblockers．  

Consider肌ti－tuberculosisther叫ⅣPnOrtOinitiationofCIMZIAinpadentswithapast  
histoTyOflatentoracdvetuberculosisinwhomanadequatecourseoftreatmentcannotbe  
COn侃m旭d，Anti－tul）erCulosistherapypnortoimitiahgCIMZIAshouldalsobeconsideredin  
Patientswhohaveseveral，Orhighlysignificant，riskfhctorsforttiberculosisinfec鶴onandhaYea  

negativetestforlatenttuberculosis，butthedecisiontoinitiateamiーtuberculosistherawinthe  

Patientsshouldonlybemadea食ertakinglntOaCCOuntboththeriskforlatenttuberculosis  

infectionanddlerisksofanti－tuberculosistherapy．Ifnecessary，COnSultaphysicianwith  
experienceinthetreatmentoftuberculosis．  

MomitorpatientsreceivingCIMZIAforslgnSandsymptomsofactivetuberculosis，  

ParticuladybecaAJSeteStSforlaIenttuberculosisinfectionmaybefhlselyneg如ive．hstruCt  

Patientstoseekmedicaladviceifsigns／symptoms（e．g．，PerSistentcough，WaSting，Weightloss，  
lowgradefever）suggestiveofatuberculosisinfbctionoccur．   

5．3 Ⅱepa鰯ポ5丑Viru5Reac伽atio血  

UseofTNFblockers，includingCm4ZIA，mayincreas占dleriskofreactivationofhepatitis  

Bvirus仕IBV）inpatients′Whoarechromiccarriersof血isviruS，InsomeinstanCeS，HBV  
reac鶴vati皿OCCurringinco再unCtionwithTNFblockertherapyhasbeenfatal．¶lem毎0rityof  

reportshaveoccurredinpatientsconcomitandyrecelVlngOthermedicationsthatsuppressthe  
immuneSyStern，Whi血mayalsocontributetoHBVrcactivation．  

Evaluatepatientsa（riskforHBVinfectionforpnorevidenceofIiBVinfbctionbefore  
initiahngCIMZJAtherapy．ExercisecautioninprescribingCIMZIAfbrpatientside山浦edas  

CarriersofHBV．AdequatedataarenOtaVaihbleonthesafbtyorefBcacyoftre如ingpdients  
Whoarec坤ersofHBVwithanti－ViraltherapylnCOrUunCtionwithTNFblockertherapyto  
PreVentHBVreactivation．P如ientswhoarecarriersofHBVandrequlretreatmentWithCIMZIA  

ShouldbecloselymonitoredfbrclinicalandhboratoryslgnSOfactiveHBVinfbctionthroughout  
therapyandforseveralmonthsfb1lowlng、teminationoftherapy．  

‾．てマ＝   
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InpatientswhodevelopHBVreactivation，discontinueCIMZIAandinitiateeffective  
肌ti－Viraltherapywithappropriatesupportivetreatment．ThesafbtyofresmingTNFblocker  

therapyafterHBVreactivationiscontrolledisnotknovm．Therefore，eXerCisecautionwhen  

COnSideringresumPtlOnOfCIMZIAtherapyinthissituationandmonitorpatientsclosely．   

5．4：M劇i醇Iandes  

InthecontrolledportionsofclinicalstudiesofsomeTNFblockers，mOreCaSeSOf  
malignancieshavebeenobservedamongpatientsreceivingTNFblockerscomparedtocontroI  

Patients．Duringcontrolledandop飢－1abeledpordonsofCIMZIAstudiesofCrolm’sdiseaseand  

Otherinvestigalionalus？S，miignanCies（excludingnon－melanOmaSkincancer）wereobservedat  

arate（95％confidencelnterval）ofO．6（0．4，0．8）perlOOpatientサearSamOng4，650CIMZIA－  

treatedpatientsversusarateofO．6（0．2，l．7）perlOOpatient－yearSamOngl，319placebo－treated  

Patients・Thesizeofthecontrolgroupandlimiteddurationofthecontrolledportionsofthe  
Studiesprecludestheabilitytodraw丘rmconclusions．  

Inthecontrolledportionsofclimicaltrialsofal1theTNFblockers，mOreCaSeSOf  
lymphomahavebeenobservedamOngpatientsreceivingTNFblockerscomparedtocontroI  
Patients・IncontrolledstudiesofCIMZIAforCrolm’sdiseaseandotherinvestlgationaluses，  

therewasonecaseoflymphomaamong2，657Cimzia－treatedpatientsandonecaseofHodgkin  

lymphomaamongl，319placebo－treatedpatients．  
RatesinclinicalstudiesforCIMAcamotbecoq）aredtotheratesofclimicaltrialsof  

OtherTNFblockersandmaynotpredicttheratesobservedⅥ血enCIMAisusedinabroader  
Patientpopula血on・PadentswithCrohn’sdiseaseorotherdiseasesthatrequlreChromicexposure  

toimmunosuppressantth訂叩IeSmaybeathigherriskthanthegeneralpopulahonfbrthe  
developmentoflymphoma，eVenintheabsenceofTNFblockertherapy∵mepotemialroleof  

TNFblockertherapyinthedevelopmentofmalignanCiesisnotkn0wn．   

5．5 Hype門emSiti扇けReac伽ms  

Thefo1lowingsymptomsthatcouldbecompatiblewithhypersensitivityreactionshave  
beenreportedrarelyfo1lowingCIMZIAadm血strationtopati？ntS：angioedema，dyspnea，  

hypotension，raSh，SenlmSickness，andurticariaIfsuchreact10nSOCCur，discontinuefurther  

admimistrationofCIMZIAandinstituteappropnatetherapy．7herearenodataontherisksof  
usingCIMZIAinpatientswhohaveexperiencedaseverehypersensitivityreac個ontowards  

an0therTNFblocker；inthesepatientscautionisneeded／豆eeAdverseReact10nS仲W．   

5．6 NeurologicReac伽ms  

UseofTNFblockers，includingCIMZIA，hasbe飢aSSOCiatedwithrarecasesofnew  

OnSetOreXaCerbationofclinicalsymptomsand／orradiographicevidenceofdemyelinatlng  

disease．ExercisecautioninconsideringtheuseofCIMZIAinpatientswithpre－eXistlngOr  

recent－OnSetCentralnervOuSSyStemderrwelinahgdisorders．Rarecasesofneurological  

disorders，inc］udingseizuredisorder，OptlCneuritis，andperipheralneurOPathyhavebeenreported  

inpatientstreatedwithCIMZIA；thecausalrelationshiptoCIMZIAremainsunClear／豆eeAdverse  

月eαCJ氾乃∫作．仇7．   

5．7 HematologicalReac鵬ons  
RarerePOrtSOfpancytopenia，includingaplasticanemia，havebeenreportedwithTNF  

blockers．AdversereactionsofthehematologlCSyStem，includingmedical1ysignificantcytopenia   
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（e．g．，1eukopenia，panCytOpemia，血rombocytopeniわhavebeeninffequentlyreportedwith  
CIMZIA／豆eeAdverseReactions作W．¶leCauSalreladonshipoftheseeventstoCIMZIA  

rem由nsunclear．  

Althoughnohighriskgroq）hasbeenidentiRed，eXerCisecautioninpatientsbeingtreated  

withCIMZIAwhohaveongolng，Orahistoryoちsigni負canthematologicabnomiities．Advise  
al1patientstoseekimmediatemedicalattentionifthqydevelopslgnSandsymptomssuggestiveof  
blooddyscrasias 

． 

abnomldi血es．  

5．＄ U5eWithAna最nra  

Seriousinfectionswcreseeninclinicalstudieswithconctmntuseofanakinra（an  
interleukin－1antagonist）andan0therTNFblockcr，withnoaddedbenefit．Becauseofthenature  

Oftheadversereacdonsseenwiththiscombinadontherapy，Simi1artoxicitiesm野alsoresldt  

録omcombin如ionofanakinraandotherTNFblockers．Therefore，thecombin如ionofCIMZIA  

andanakinraisnotrecomrnended／ieel＊喝hteractions作W・   

5．9 HearIFailure  

Casesofworsemingcongestiveheart蝕1ure（CHF）andnewonsetCHFhavebeen  
reportedwithTNFblockers．CIMZIAhasnotbeenformallystudiedinpatientswithCHF；  
however，inclinicalstudiesiQCHFofan0therTNFblocker，ahigherrateofseriousCHF－related  

adversereacdonswasobserved．ExercisecautionwhenusingCIMZIAinpadentswhohave  
hea出血1ureandmomitor也emca∫e餌11y．   

5．10Autoimmtmity  
TreatmentwithCIMZIAmayresultintheformationofautoantibodiesand，rarely，inthe  

developmentofalupus－1ikesyndrome．Ifapadentdevelopssymptomssuggesdveofalupus－1ike  

Syndromefo1lowingtreatmentwithCIMZIA，discontinuetreatmentheeAdverseReactions  

「丘J〟．   

5．11ImmlImi2：ations  

Nodataaqeavai1ableontheresponsetovaccinationsorthesecondarytransmissionof  
infbctionbylivevaccinesinpatientsreceivingCIMZIA．Donotadmimisterlivevaccinesor  
attenuatedvaccinesconcurrentlywithCIMZIA   

5・12Immumosuppres扇on  

SinceTNFmedia土esinflanmationandmodulatesce11ularimmunereSPOnSeS，the  

POSSibilityexistsforTNFblockers，includingCIMZIA，tOaffbcthostdefensesagainstinfbc也ons  

andmalignanCies．TheimpactoftreatmentwithCIMZIAonthedevelopmentandcourseof  
malignanCies，aSWe11asactiveand／orchronicinfections，isnotfu11yunderstood／iee抒brnings  

α乃dfケecα〟如那任ノ，エZエj，エ〃αおddリer∫e月eαC伽旧作〃ノ．¶leS坤狐de用c鉱yOf  

CIMZIAinpatientswithirrmLnOSuPpreSSionhasnotbeenformal1yevaluated．  

T▼■、；で’：   
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6  ADVERSERRACTIONS   

6．1ClinicaITriahExpenence  
Themostseri0usadversereactionswere：  

● Sedol巡b飴ch皿Sわee肋r乃メ円伊戚PrecのJ伽那任ノ，5．み7  

・MalignanCies／豆eeWbrningsandPrecau〟onsP．4u  

Thedatadescribedbelowreflectexposu代tOCIMZIAat400mgsubcuheousdosingln  
StudiesofpatientswithCrolm’sdisease．Inthesafbtypopulationincontro11edstudies，atOtalof  
620subjectswithCrohn’sdiseasereceivedCIMZIAatadoseof400mg，and614subiects  

receivedplacebo（includingsubiectsrandomizedtoplaceboinStudyCD2fo1lowingopenlabel  
dosingofCIMZIAatWeekO，2，4）．hcontro11edandunCOntrOlledstudies，1，564suqects  

receivedCIMZIAatsomedoselevel，Ofwhoml，350subiectsreceived400mgCIMZIA  
Appr？Ximate”5％ofsubjectswereftmale，45％weremale，and94％wereCaucasian・The  

m毎Ontyofpatienbintheactivegroupwerebetweentheagesof18and64．  
Duringcontrolledclinicalstudies，theproportionofpatientswidlSeri0usadverse  

reactionswaslO％fbrCIMZIAand9％fbrplacebo．Tbemostcorrmonadversereactions  

（occurringin≧5％ofCimzia－treatedpatients，andwithahigherincidencecomparedtoplacebo）  
incontrolledclimicalstudieswithCⅢ止ZIAwasupperreSPiratoryinfbction（20％CrMZu13％  

Placebo），urinarytractinfbction（7％CIMZIA，6％placd）0），and訂thralgia（6％CIMZIA，4％  
pla00b）．  

TYlePrOPOrtionofpatientswhodiscominuedtreatmentduetoadversereactionsinthe  
COntrOlledclinicalstudieswas8％forCIMZIAand7％forplacebo．Themostcorrmonadverse  
reactionsleadingtothediscon血uahonofCIMZIA（fbratleast2pad飢tSandwithahigher  
incidencethanplacebo）wereabdominalpain（0．4％CIMZIA，0．2％placebo），diardlea（0．4％  
CIMZIA，0％placebo），andintestinalobstruCtion（0．4％Cm張引A，0％placebo）．  

BecaTSeClinicalstudiesareCOnductedunderwidelyvaryingandcontrolledconditions，  
adversereact10nrateSObservedinclimicalstudiesofadrugcamotbedirectlycomparedtorates  
intheclinicalstudiesofan0therdrug，andmaynotpredicttheratesobservedinabroaderpatient  
POpulationinclimicalpractice．   

わIJぐJJ√椚．ヾ  

Theincidenceofin伝ctionsincontrolledclinicalstudieswas38％forCn4ZIA－treated  
Patientsand30％fbrplacebo－treatedpatients．TTlein鈷cti0nsCOnSistedprimarilyofupper  
respiratoryinlbcdon（20％CIMZIA，13％placebo）．nleincidenceofseriousinfectimsduring  
dleCOntrOlledclinicalstudieswas3％fbrCmIZIA－treatedpatientsandl％forplacebo－treated  
patients．Seriousinfbcti0nsObservedincludedbacterialandviralinftctions，PneumOnia，and  
P）lelonephrilis／．vL・L・〃t7nlmg－unJPrL，L、‘7tltt（，121V（5、／．5・：ノ／．   

乃J如rαわ∫f∫α乃d伽r血糊∫〟c血庇伽那  

IncompletedandongolngClinicalstudies也atincludeover4，650patients，theoveral1rate  
OftuberculosisisapproximatelyO．5perlOOpatient－yearS．ⅥlerateinCrolm’sdiseasestudies  

WaSO．3casesperlOOpatientサe訂S．Thereportsincludecasesofpulmonaryznddisseminated  
tuberculosis．Casesofopportunisticinfbctionhavealsobeenreportedinclinicaltrials．Some  
CaSeSOfopportunisticinfbctionsandtuberculosishavebeenfatalheeWhrnlngSandPrecauttons  
「さ．ごノ／   
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肋Jig乃α乃Cね∫  

InclinicalstudiesofCIMZIA，theoverallincidencerateofmalignancieswassimilarfor  

CIMZIA－treatedandcontroIpatients．ForsomeTNFblockers，mOreCaSeSOfmalignanCieshave  

beenobservedamongpatienbreceivingthoseTNFblockerscomparedtocontrolpatientshee  

恥7Ⅵ加gざα′房ノウecα〟〟0旧任明．   

ノ如血αね肋  

InclinicalstudiesinCrohn’sdisease，4％ofpati飢tStreatedwidlCIMZIA抑d2％of  

PatientstreatedwithplacebodlathadnegahvebaselmeANAtitersdevelopedpositivetiters  

dmingthestudies・Oneofthel，564Crohn，sdiscasepati飢tStreatedwithCIM刀Adeveloped  

SyrnPtOmSOfalupus－1ikesyndrome．Theimpactoflong－termtreatmentwithCIMZIAonthe  

developmentofautoirrmunediseasesistnknownheeWbrningsandPrecautions任1軋7．   

血椚∽－0野面dル  

PatientsweretestedatmitipletimepolntSforantibodiestocertolizumal）PegOldtqing  

StudiesCDlandCD2・Theoverallpercent？geOfamibodypositivepadenbwas8％inpadents  
COntinuousl）PeXPOSedtoCIMZIA・OrWhichapproximale））・80％Yt・ereneutralizingmvLtrO・No  

apparentcorrdationofandbodydevelopmenttoadverseeve血SOreffica町WaSObserved．  

PatientstreatedwithconcomitantirrmunOSupPreSSantShadalowerrateofantibodydevelopment  
thanpatientsnottakingirrmunOSuPPreSSantSatbaseline（3％andll％，reSPeCdvely）．  

Thefo1lowingadverseeventswerereportedin皿tibody－POSitivepadents（N＝100）atan  
incidenceatleast3％highercomparedtoandbody－negativepaticnts即＝l，242）：abdominal  

pain，arhralgia，edemaperipheral，enrthemanodosum，irtjecdonsiteenTthema，irtiectionsitepain，  

Paininextremib，，andupperreSPiratorytractinfbction．  

TYLedatareflectthepercentageofpatientswhosetestresultswereconsideredpositivefbr  
antibodiestocertolizurnabpegOlinanELISAassay，andarehighlydependentondleSenSitivity  

andspecificityoftheass町・Theobservedincidenceofantibody（includingneutralizing  

andbody）positivib，inanassayishigh1ydependenton 

． 

medications，andundedyingdisease．Forthesereasons，COmParisonoftheincidenceof  

antibodiestocertoliztmabpegolwiththeincidenceofamibodiestootherpfoductsmaybe  
misleadhg．   

伽er∫e那f〟湧ル月eαC〟0乃∫  

Thefollowingsymptomsthatcouldbecornpadblewithhypersensitivib，reaCtionshave  
beenreportedrarelyfo1lowingCIMZIAadmistrahontopad禦S：Tlgioedema，dermatitis  

al1ergic，dizziness（postural），dyspnea，hotflush，hypotension，irtiectlOnSitereactions，miaise，  

PyreXia，raSh，SerumSickness，and（vasovagal）syncope／豆eeWbrningsandPrecautionsP．j〃．  

▼ Trマ   



Cim云a⑧  

（CertOlizumabpegol）  

0血rddlJer5・eJおαCJわ〃∫  

ThemostcommonlyocctmgadversereactionsincontrolledtrialsofCrohn’sdisease  
Weredescribedabove・0therseriousorsi如ficantadversereactipnsreportedincontrolledand  
unCOntrOlledstudiesinCrolm’sdiseaseandotherdiseasesunderlnVeStlgation，OCCtmgln  

patientsreceivlngCIMZIAatdosesof400mgorotherdosesinclude：   

Bloodand少〝甲hatEC5yStemdisor虎rs：Anemia，1eukopenia，1ymphadenopathy，PanCytOpen  

弧d血相mbophlk   

Cαrdiacdisor‘おrs：Anginapectoris，画thmias，Cardiacfai1ure，hypertensiveheartdisease，  
nwocardialinfhrction，nWOCardialischemia，Pericardialeffusion，andpericarditis．   

句ゼdisor（おrs：Opdcneuritis，retinalhemodlage，anduveitis．   

G∽eraldisor（おrsandadhinlStratTOnSiteconditions：BleedingandiQiectionsitereactions．   

Hepatobiha′γdisordbrs：Elevatedliveren考meSandhepatitis．   

血〃乃une叩S（emdisordbrs：Al0peClatOtalis．   

P耶hiatricdisor（おrs：Anxiety，bipolardisorder，andsuicideattempt．   

RenalandurlnaTydisordbrs：Nephroticsyndromeandrenalfhilure．   

J～q？r〃血川l，どりTICmdndhrea．YILhs（）r止rs：MenslruaJdisorder．   

Sk7nandsubcutaneoustissuedisorders：Dermadtis，eFthemanodosum，andurticaria．   

拍scu）ardisorders：Vasculitis．  

6．2 AdverseReactionInfbrmationn・OmOtherSources  

Casesofsevereskinreactions，includingStevens－Jolmsonsyndrome，tOXicepidermal  
necrolysIS，anderythemamultiforme，havebeenidemi丘edduringpost－aPprOValuseofotherTNF  
blockers．Becausethesereactionsarereportedvoluntarily打omapopulationofunCertainsize，it  
isnotalwayspossibletoestimatereliablytheirfrequencyorestablishacausalrelationshipto  
drugeXPOSure．  

7  DRUGINTERACTIONS  

7．1 Anakinra  

Concurrentadministrationofanakinra（zminterleukin－1antagOnist）andanotherTNF  
blockerhasshownanincreasedriskofseriousinfec也ons，anincreasedriskofneutropenia，andno  
addedbene丘tcomparedtothesemedicinalproductsalone．Therefbre，thecombinationof   
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anakinrawith0therTNFblockers，includingCIMZIA，m町alsoresultinsimi1artOXicities／豆ee  

肋r乃加gざd乃dPrecα〟わわ乃∫作．針7．   

7．2 LiveVaccimes  

Donotgivelive¢ncludingattenuated）vaccinesconcurrentlywithCIMZIA／豆ee  

坪br血刀伊α乃dアrecα〟Jfo乃∫任ノイル   

7・3 LaboratoけTesIs  

hterftrencewithcertaincoagulationassayshasbeendetectedinpatientstreatedwith  

C血ZIA CertolizumabpegolmaycauseerroneouslyelevatedaPTTassayresultsinpatients  
withoutcoagulational）nOrmalities．Thise蝕cthasbeenobservedwiththePTT－LAtest舟om  
DiagnosticaStago，andtheHemosILApTT－SPliquidandHemosILlyophilizedsilicatests録om  

InstrumentationLaboratories．0theraPTrassaysmaybea蝕ctedaswell．hterferencewith  

thrombindme（Tr）andprothrombintime（pT）assShasnotbeenobservCd・Thereisno  

evidencethatCIMZIAtherapyhasane蝕ctoninvIVOCOagdation．  

8 USE IN SPECIFIC POPULATIONS 

＄．1Pregn餌1Cy  

PregnanCyCategoryB－Becausecertolizumabpegoldoesnotcross－reaCtwithmouseor  
ratTNFα，rePrOductionstudieswereperformedinratsuslngarOdentand－murineTNFα  

pegylatedFabⅦagment（cTN3PF）similartOCertOlizumabpegol，Reproductionstudieshave  

beenperformedinratsatdosesuptolOOmgn’gandhaverevealednoevidenceofimpaired  
fertilityorhamtothe鎚tusduetocTN3PF．Thereare，however，nOadeqtdeandwellf  

COntrOlledstudiesofCIMZIAinpregnantwomen・Becat＄eanimalreproducdonstudiesarenot  
alwayspredictiveofhumanresponse，thisdrugShouldbeuseddmingpregnanCyOnlyifcleaqly  
needed．   

8・3 

Itisnotkn0wnWhetherthisdrugisexcretedinhumanmilk・Becauseinanydrugsare  
excretedinhmanmilkandbecauseofthepotentialfbrseriousadversereactionsinnurslng  
infantsfromCIMZIA，adecisionshouldbenndewhethertoLdiscontinuenursingordiscominue  
thedrug，takingintoaccounttheiI叩OrtanCeOfthedrugtOthemother・   

8．4 IlediaIdtUse  

Safbtyande蝕ctivenessinpediatricpatientshavenotbeenestablished．   

乱5 Geda什icUse  

ClinicalstudiesofCIMZIAdidnotincludesufncientnumber亭Ofpdientsaged65and  
OVertOdeteminewh血erthqyresponddiff岳rently丘omyoungerSubjects．0therreported  

Clinicalexperiencehasnotiden撼eddi蝕rencesinresponsesbetweentheelderlyandyounger  

patients・ApopulationpharmaCOkineticanalysisofal1padentsenrolledinCIMZIAclinical  
Studiesconcludedthattherewasnoapparentdi飴renceindrugCOnCentraticnregardlessofage・  

Becausethereisahigherincidenceofinftctionsintheelderlypopulationingeneral，useCaution  

Whentreatingtheelderly／豆ee勒rningsandPrecautionsP．W．  

10   
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10 0VERDOSAGE  

ThemaximumtOlerateddoseofcertolizumal）PegOlhasnotbeenestablished．Dosesofup  

to800mgsubcutaneOuSand20mgn’gintrav竺OuShavebeenadministeredwithoutserious  
adversereactions．Incasesofoverdosage，itlSreCOmmendedthatpatientsbemonitoredclosely  
fbranyadversereactionsorefftcts，andappropnatesymptomatictreatmentinstituted  
imed血ely．  

11 DESCRIPTION  

CIMZIA（certolizumabpegol）isaTNFblocker．CIMZIAisarecombinant，htmanized  
antibodyFab■fragment，Withspeci負cityforhumantumOrneCrOSisfactoralpha（TNFa），  
？0Ⅰ如gatedtoanapproximately40kDapolyethyleneglycol（pEG2MAL40K）・TheFablfragment  
lSmanufacturedinE．coliandissubsequentbTSu句ectedtopuri負cationandcoqugationto  

PEG2MAMOK，tOgenerateCertOlizumabpegol．TheFab’倉agmentiscomposedofalightchain  
with214aminoacidsandaheavychainwith229aminoacids．Themolecularweightof  
CertOliztmabpegolisapproximately91kilodaltons．  

CIMZIAissuppliedasasterile，White，1yophilizedpowderforsolutionforsubcutaneous  
lrgeCtion．ReconstitutedCIMZIAisacleartOOpalescentsolutionthatiscolorlesstopaleyellow  
withoutparticulatesorgels．A負erreconstitutionwith1mLsteri1eWaterforI両ection，USP，the  
resultingpHis叩PrOXimately5．2．Eachsingle－uSeVialprovidesapproximately200mg  
CertOlizumabpegol，100mgsucrose，0．9mglacticacid，andO．1Ⅱ噂POlysorbate．No  
PreServativesarePreSent．  

12 CLINICALPHARA4ACOLOGY  

12．1MechanismorAction  

CertolizumabpegolbindstohumanTNFawithaKDof90pM．TNFαisakeypro－  
inilandorycytokinewithacentralroleininnammatOryPrOCeSSeS．CertolizumabpegoI  
SelectivelyneutralizesTNFα（IC900f4ng／mLforinhibitionofhumanTNFαintheinvitroL929  

mine茄brosarcomacytotoxicityassay）butdoesnotneutralizelymphotoxinα（TNFβ）．  
CertolizumabpegOIcross－reaCtSpOOrlywithrrNFfromrodentsandrabbits，thereforeinvivo  
efncacywasevaluatedusinganimalmodelsinwhichhumanrrNFαWaSthephysiological1y  
activemolecule．  

CertolizumabpegoIwasshowntoneutralizemembrane－aSSOCiatedandsohblehuman  
TNFainadose－dependentmamer．Incubationofmonocyteswithcertolizumabpegolresultedin  
adose－dependentinhibitionofLPS－inducedTNFcLZndIL－1βproductioninhumanmOnOCyteS．  

Certolizumabpegoldoesnotcontaina舟agmentcrystal1izable（Fc）region，Whichis  
normallypresentinacompleteantibody，andthereforedoesnot丘xcomplementoTCuSe  

antibody－dependentcell－mediatedcytotoxicib，invitro，ItdoesnotinduceapoptosISlnVitroin  
humanperipheralblood－derivedmonocytesorlymphocytes，nOrdoescertolizumabpegolinduce  
neutrophildegranulation．  

11   
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Atissuereactivitystudywascaniedoutexvivotoevalua土epotemialcross－reaCtivi吋Of  

CertOlizumabpegolwithcryosectionsofnormalhumandssues．CertolizumabpegoIshowedno  

reactivitywithadesignatedstandardpanelofnormalhumandssues．   

12．ユーhm批Odym如Ilics  

BiologicalactivitiesascribedtoTNFαincludetheupregulationofcellularadhesion  
moleculesandchemokines，uPregulationofm毎orhistocompatibilitycomplex（MHC）classIand  

ClassIImolecules，anddirectleukocyteacdvation．TNFastimiatestheproductionof  

downStreaminflanmatorymediators，includinginterleukin－1，prOStaglandins，Plateletactivahng  

factor，andnitricoxide・ElevatedlevelsofTNFαhavebeenilnplicatedinthepadlOIogyof  

Crolm’sdisease・TNFαisstronglyexpressedinthebowelwal1inareasinvoIvedbyCrolm’s  
diseaseand飴calconcentrationsofTNFαinpatientswithCrolm’sdiseasehavebeenshowntO  
reflectclimicalseverityofthedisease．A銃ertreahentwithcertolizumabpegol，Patientswith  

Crolm’sdiseasedemonstratedadecreaseinthelevelsofC－reaCdveprotein忙RP）．   

12．3 Pbmacoume鰯cs  

Atotalof78healthysu旬ectsreceiveddosesofupto800mgcertolizumabpegoI  
SubcdaneOuSlyanduptolOmgn（gintravenouslyin血reePharmacokine血cstudies．Datafrom  

thesestudiesdemonstratethatslngleintravenousandsubcutaneousdosesofcertolizumabpegol  
havepredictabledose－relaIedplasmaconcentrationswithalinearreladonshipbetweenthedose  

administeredandthem血mumSerTmCOnCentradon（Cmax），andtheAreaUnderthecertolizmb  

pegoIplasmaconcentrationversustlmeCuⅣe（AUC）．PatientswithCrohn，sdiseaseweredosed  
SubcutaneOqSlyeveryfourweekswithcertoIizumabpegolatlOO，200，Or400mgandat400mg  

eveTytWOWeeksforthreedoses，fo1lowedbyam血tenancedoseof400喝eVeryfburweeks．  

CertolizⅦ血bpegolplasmaconcentradonswerebroadlydose－PrOPOrtionalandphamacokinetics  
ObservedinpadentswithCrolm’sdiseasewereconsistentwiththoseseeninheal血ysubiects．  

ThephamcokineticsofcertolizumabpegoIwereevaluatedinacross－Studypopulation  

Pharmacokinedcanalysisofdata舟om1580suQiects，Ofwi10m1268werepadentswithCrolm，s  

disease・Thepopulationphamokineticanalysisconcludedthat喝e，gender，Creatinine  

ClearanCe，andwhitebldodce11countdidnotinfluencethepharmacokineticsofcertolizumab  
PegOl・ThepopulationphaJmaCOkineticanalysisdidnotallowanyconclusiontobedrawnonthe  
effbctofhepaticimpalrmentbecauseOfthesmallnumberofpatientswithsignificantliver  
dyshctionincludedintheanalysis．  

Anti－CertOlizmbpegolamtibodies，rePeatedadministr＊on，Weight，and  

immunOS叩PreSSantuSeWereCOVariatesthathadastatistical1yslgnificanteffbctonthe  
phmacokineticsofcertolizⅦ血bpegol・Onlythepresenceofantibodieshadmorethana30％  
e飴ctonCnaxand／orAUC．  

Noneofthesubject－dependantcovariatesidemifiedinthepopulationpharmacokine血c  

analysishadanefbctthatwouldrequlredosea句ustm5nt．  

PharmacokineticparameterSinJapanesesubiectsweresimilartothoseinCaucasian  
Su句ectsfbllowings血cutaneousdosingatthreedoselevelsinabiocomparabilitystudy．   

● Absorp偵on   

FollowlngSubcutaneousadministration，PeakplasmaconcentradonsofcertolizumabpegoI  
Wereattainedbetween54and171hourspost－iniection．Certolizumabpegolhasbioavailability  

（F）ofapproximately80％（ranging丘om76％to88％）fb1lowingsubcutaneousadministration  

12   
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COmparedtointravenousadministration・Steady－StateCOnCentrationsrange丘omO・5to90  

mcg／mLfbra丘Ⅹeddoseof400mgofcertoliztmabpegol・Forpatientsdevelopinganti－  

CertOlizumabpegOlantibodies，thesteadystateconcentradonsrange丘omO．5to75mcg／mL．   

● Distribu鰯om   

ThesteadystatevolumeOfdistribution（Vss）wasestimatedas6．4Linthepopulation  

Phamcokineticanalysis，   

● MetabolismandElimination   

Pegylation，thecovalentattachmentofPEGpolymerstopeptides，delaystheeliminationof  

theseentities舟omthecirculationbyayTietyofmechanisms，includingdecreasedrenal  

ClearanCe，PrOteOlysis，andirrmunOgeruClty．Accordingly，CertOlizumabpegolisanantibody  

Fab’fragmentcoqugatedwithPEGinordertoe幻endtheteminalplasmaeliminationhalf－1ife  
OftheFab’toavaluecoヮparablewithawholeantibodyproduct・Theteminaleliminationphase  

halfllife（tl／2）wasapproxlmately14daysforal1dosestested．TheclearanCefo1lowing  

SubcutaneOuSdosingwasestimatedas17mLAlinthepopulationphaTmaCOkinehcanalysis，with  

aninter－Subjectvariabilib，Of38％（CV）andaninter－OCCaSionvariabilityof16％．Therouteof  

eliminationofcertoliz¶∬nabpegolhasnotbeenstudiedinhumanSubjects．   

● DrugInterac伽mS仙dies  

Formidrug－druginteractionstudieshavenotbeenconductedwithCIMZIA．  

13 NONCLINICALTOXICOLOGY   

13．1Cardmogemesi＄，M山a野山e5is，andImp由memtorFe止iliけ  

Long－termanimalstudiesofCIMZIAhavenotbeenconductedtoassessitscarCinogenic  
POtential．CertoliztmbpegoIwasnotgenotoxicintheAmestest，thehumanPeripheralblood  
lymphocyteschromosomalaberrationassay，Orthemousebonemarrowmicronucleusassay．  

Sincecertolizumabpegoldoesnotcross－reaCtWithmouseorratTNFα，rePrOduction  
Studieswereperformedinratsusingarodentami－murineTNFαPegylatedFabfr4gment（cm  
PF），SimilartOCertOlizumabpegol．cTNFPFhadnoeffbctsontheftrti1ityandgeneral  

reproductiveperfbrmanceofmaleandfbmaleratsatintravenousdosesuplOOmg／kg，  
administeredtwiceweekly．  

14 CLINICALSTUDIES  

14．1CrohmIsDisease  

Theefncacyandsa良tyofCIMZIAwereassessedintwodouble－blind，randomized，  
placebo－COntrOlledstudiesinpatientsaged18yearsandolderwithmoderatelytoseverelyactive  
Crohn，sdisease，aSdefinedbyaCrohh，sDiseaseActivityIndex（CDAl1）of220to450points，  
inclusive．CIMZIAwasadminlsteredsubcutaneOuSlyatadoseof400mginbothstudies．Stable  
COnCOmitantmedicati0nsfbrCrohn’sdiseasewerepemitted．  

13   
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5ねJ功／C以  

StudyCDIwasarandomizedplacebo－COntrOlledstudyin662patientswithactive  
Crolm’sdisease・CIMZIAorplacebowasadministeredatWeeksO，2，and4andtheneveryfour  

WeekstoWeek24・AssessmentsweredoneatWeeks6and26．Climicalresponsewasdefinedas  

atleastalOO－POlntreductioninCDAlscorecomparedtobaseline，andclimicalremissionwas  

de負nedasanabsoluteCDAlscoreof150pointsorlower．  

TheresultsforStudyCDlareprovidedinTal）1el，AtWedk6，thepropordonofclinical  

responderswasstatistical吋sigli丘cantlygreaterforCIMZIA－treatedp鱒ientscomparedto  

COntrOIs・Thedif托renceinclinicalremissionrateswasnotstadstica11yslgmificantatWeek6．  

Thedi蝕renceintheproportionofpatientswhowereinclinicalresponseatbothWeeks6and26  
WaSalsostatisdcallyslgni負cant，demonstratlngmaintenanceofclimicalresponse・  

Table 1 SttldyCDl－ChicaJResponseandRemission▼OYe帽11StudyPopulation  

ecreaseinCDAlofatleastlOOpoints，andclimi     ■calremissionis   

ぷ加・u）ご  

StudyCD2wasarandomizedtreatment－WithdrawalstudyinpatientswithacdveCrolm，s  

disease・Al1padentswhoenteredthestudyweredosedinidal1ywithCIMZIA400mgatWeeks  
O，2，and4andthenassessedforclinicalresponseatWeek6（asde丘nedbyatleastalOOこpoint  

reducdoninCDAlscore）・AtWeek6，agrOuPOf428clinicalresponderswasrandomizedto  

receiveeitherCIMZIA400mgorplacebo，eVeryfourweeksstartlngatWeek8，aSmaintenanCe  

therapythroughWeek24・Non－reSpOndersatWeek6werewithdrawnfromthestudy．Final  

evaluationwasbasedontheCDAlscoreatWeek26．Patientswhowithdreworwhoreceived  
rescuetherapywereconsiderednottobeinclinicalresponse・Threerandomizedresponders  
receivednostudyiQiec也ms，andwereexduded舟omtheITTanalysis．  

TheresultsfbrclimicalresponseandremissionareShowninTable2．AtWeek26，a  

Stadstica11yslgnl丘cantlygreaterproportionofWeek6responderswereinclimicalresponseandin  
ClimicalremissionintheCIMZIA－treatedgroupcomparedtothegrouptreatedwithplacebo・  
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Cim云a⑧  

（CertOlizlmabpegol）  

Table2  StudyCD2－ClimicaIResponseandClinicaJRemission  

BaselineuseofirrmunOSUPPreSSantSOrCOrticosteroidshadnoimpactontheclinical  
responsetoCIMZIA．  

15  REFERENCES   

l・BestWR，BecktelJM，SingletonJW，KernF：DevelopmentofaCrohn’sDiseaseAcdvity   

Index，NationalCooperativeCrolm’sDiseaseStudy．Gastroenterology1976；70（3）：  

439一斗14  

16 HOWStJPPLIED／STORAGEANDHANDLING  

● PackComten一  

生虹 圭土壁塑  

2  TypeTglassvialswithrubberstopperandoversealseachcontaining200mgof  

lyophilizedCIMZIAfbrreconstitution．  
2mLTypeIglassvialscontaimnglmLsteri1eWaterfbrInjection  
3mLplasticsynnges  

2
 
2
 
4
 
2
 
0
0
 
 

20gaugeluer－lockneedles  
23gaugeluer－lockneedles  
Alcohol swabs 

）
 
）
 
血
血
 
 

n
 
n
 
 

◆
l
 
一
1
 
 
 

1
 
1
 
 

（
 
（
 
 

NDC50474－700－62   

● StorageandStabiliけ  
Rehgerateintactcartonat2to80C（36to46OF）・Donotffeeそe・DonotseparateCOntentSOf  
CartOnPnOrtOuSe・Donotusebeyondexplrationdateoncontalner．  
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Cim力㌔  

（Ce止01izumabpegol）  

17  PATIENTCOtJNSELINGINFORMATION  

助e〟と成cα血刀G〟i（ね〃7み．   

17．1Ⅰ■a偵emtCounseling  

AdvisepatientsofthepotendalrisksandbenefitsofCIMZIAtherapy．avepadentsthe  
MedicationGuideandallowthemtimetoreaditpnortostartingCIMZIAtherapyandtoreview  
ltperiodical1y．Anyquesti0nsreSultingfromthepatient’sreadingoftheMedicationGuide  

Shouldbediscussed．BecausecautionshouldbeexercisedinadministenngCIMZIAtopatients  
withclimical1yimportantactiveinfections，advisepatientsoftheimportanCeOfinfbrrmngtheir  
healthcarePrOVidersabouta11aspeCtSOftheirhealthateachtreatmentvisit．   

●Imu皿OSuppreS或om   

InformpatientsthatCIMZIAmaylowertheabilityoftheirrmuneSyStemtOfightinfections．  
InstruCtPadentsoftheimportanceofcontac血gtheirdoctorifth町developazwsymptornsOf  
infection，includingtubcrculosisandreacdvationofhepatidsBviruSinfections．   

Cotmselpatientsaboutthepossibleriskoflymphomaandothermalignancieswhilereceivlng  
CIMZIA．   

● AllergicRe乱Cdoれ5   

Advisepatientstoseekimmediatemedicalattemioniftheyexperienceanysymptomsof  
SeVeredle喝1Crea血ons．   

● 0仙erMeditalCondi鵬oms   

AdvisepatientstoreportanyslgnSOfneworworsenlngmedicalconditionssuchasheart  
disease，neurOlogicaldisease，OrautOimmunedisorders．Advisepatientstoreportpromptlyany  

g［mptOmSSuggeStiveofacytopeniasuchasbmising，bleeding，OrPerSist飢tfever．   

17．ヱ Medica偵omGuide  

MEDICATIONGUIDE  

CIMヱ仏㊤（CIM一班e－ub）  

（CeIlolizumabpegol）   

一ReadtheMedicationGuidethatcomeswithCIMZIAbeforeyoureceivethefirsttreatment，and  

befbreeachtimeyougetatreatmentofCIMZIAThisMedicationG山dedoesnottaketheplace  
Oftalkingwithyourdoctoraboutyourmedicalconditionortreatment．   

Whatisthemostimport孔鵬infbrmationIshouldknowatIOutCIMZIA？   

CIMZIAisamedicinethataffbctsyourimmuneSyStem．CIMZIAcanlowertheabilityofthe  
irrmune SyStem tOfightinfbctions．Seriousinfbctions，including tuberculosis（TB）have  
happenedinpatientstakingCIMZIA．Somepatientshavedied丘（〉mtheseinfections．  

● YourdoctorshouldtestyouforTBbefbrest訂tingCIMZIA．   
● YourdoctorshouldmonitoryoucloselyforslgnSandsymptomsofTBduringtreatment  

wi也CIMIA  
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Cimzia⑧  

（CertOlizlmabpegol）  

Bebre＄tartingCIMZIA†telIyourdoctorifyou：  

● thinkyouhaveaninfbction  

● arebeingtreatedforaninfbction  
● havesignsofaninfection，SuChasafever，COugh，flu－1ikesymptoms  

● haveanyopencutsorsoresonyourbody  

● getalotofinfbctionsorhaveinfbcti0nsthatkeepcomingback  

● have血abetes  

● haveHIV  

● havetuberculosis（TB），OrhavebeeninclosecontactwithsomeonewithTB  

● haveorhavehadhepatitisB  
・uSethemedicineKineret⑧（anakinra）   

AfterstartingCIMZIAIifyougetaninfbction，anySlgnOfaninfectionincludingafbver，  

COugh，flu－1ikesymptoms，Orhaveopencutsors？reSOnyOurbody，Cal1yourdoctorrightaway・  

CIMZIAcanmakeyoumorelikelytogetinfect10nSOrmakeanyinfecdonthatyoumayhave  

WOrSe．  

ⅥJhatisCIM【ZIA？  

CIMZIAisamedicinecal1edaTumorNecrosisFactorCrNF）blocker．CIMZIAisusedtoreduce  

dleSlgnSandsymptorruofmoderatelytoseverelyactiveCrohn，sdiseaseinadultpatientswho  
havenotbeemhelpedenoughbyusualtreatments．   

What血ouldItellmydocbrbefb托Stalゼngtrea血memtwithCIMIA？  
CIMZIAmaynotberightforyou．BeforestartingCIMZIA，tellyourdoctoraboutallofyour  

medicalconditions，includingifyou：  

・haveanin触don．（See，’WhatisthemostimportantinfbrmationIshouldknowabout   

CIMZIA？”）  

・baveorhaYehadamyけpeorcancer．  

・haveseiⅢreS，aLnynumbnessortingling，OradiseBLSethataLfbct＄yOurnerVOuSSyStem   

SuCha5mul偵plesclerosis  

● haYebeart払ilure  

・areSCheduledtoreceiveavaccine・DonotreceivealivevaccinewhiletakingCIMZIA．  

Tel）your doctorifyouare Pregnu）tIPlamnlng tO become pregnBLntIOr breastfbeding・  
CIMZIAhasnotbeenstudiedinpregnantOrnurSlngWOmen．  

Tel）yourdoctoraboutallthemedicinesyoutakeincIudingprescriptionand  

nonJ）reSCriptionmedicines，Vitaminsandherba）suppIements．Yourdoctorwi11tellyouifitis  

OkaytotakeyourothermedicinesdiletakingCIMZIA・Especial1y，tellyourdoctorifyoutake＝  

・Kineret⑧（anakinra）．YouhaveahigherchanceforseriousinfbctionswhentakingCIMZIA   
withKineret⑨．  
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Cimzia⑧  

（Ceれ01立umabpegol）  

HolⅣSh0111dIreceiveCIM且IA？  

・CIMZIAshouldbeiI毎ectedbyahealthcarePrOVider．EachdoseofCIMZIAwillbegivenas   

twoseparateirtjectionsundertheskininyourstomacharea（abdomen）orupperleg（thigh）．  

・MakesuretokeepallofyourlI耶Cdonandfb1low－upaPPOlntmentSwithyourdoctor．  

What乱川血epos曲Ie＄ideet恥ctsorCIⅣ【ヱIA？  
Serioussideeffbctsb打代hppenedinpatientstakingCIMZIAincluding：  
● SeriousinfbctionsincIuding tubercdosi＄（TB）．See“Whatisthe mostimportant   

infbrmionIshouldknowal）OutCIMZIA？”  

● Cancerimcl甘心mglymphoma．  

● Nervous Sy＄tem PmtIlems such as Multiple Sclerosis，Seizures，Orinflammation ofthe   
nヲTeSOftheqyes・Symptomsincludedizziness，numbnessorhgling，PrOblemswithyour   

VISlOn，andweaknessinyourarmSOrlegs．  

・AlIergicReactions．Signsofanal1erglCreaCtionincludeaskinrash，SWOllenface，OrtrOuble   
breathing，  

● Blood Problems・Your body m町nOt m止e enough ofthe blood cellsthat help負ght   
infectionsorhelpstopbleeding．Symptomsincludeafbverthatdoesn’tgoaway，bmisingor   

bleedingveryeasily，Orlookingverypale．L  

・HeartFaiIureincludingnewheartfhilureorworsemingofheartfailureyoualreadyhave．   

Symptomsincludeshortnessofbreadl，OrSWellingofyouranklesorfeet．  

●Immune reactionsincluding alupus－1ikc syndrome．Symptomsinclude shortness of   
breath，jointpaln，OraraShonthecheeksoramlSthatworsenswithsunexposure．  

CaIlyourdoctorrightitWayifyoudeveIopanyoftheabovesidee馳ct＄OrSymPtOmS．   

ThemostcommonsideeffbctsofCIMZIAare：   

● uPPerreSpiratoryin鎚ctions（flu，COld）  

・narytraCtinfections（bladderinfections）   
・JOlntpaln   

Iniectionsitereactionshappeninsomepeople．   

Tellyourdoctoraboutanysideefftctthatbothersyouordoesnotgoaway．   

ThesearenotallofthesideeffbctswithCm4ZIA．AskyourdoctororpharmaCistformore  
information．  

GeneraIinfbrmadonaboutCIMZIA  

MedicinesaresometimesprescribedfbrpurposesthatarenotmendonedinMedicationGuides  
DonotuseCIMZIAforaconditionfbrwhichitwasnotprescribed．DonotglVeCIMZIAto  
Otherpeople，eVeniftheyhavethesameCOndition．Itmayharmthem．  
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Cimzia⑧  

（Ceれ01izllmabpegol）  

ThsMedicationGuidesumarizesthemostimportantinfbmdonaboutCIMZIA・Ifyouwould  
like moreinfbrmation，talkwithyour doctor・You can askyour doctor or phamcist fbr  

infbrmationaboutCIMZIAthatiswrittenforhealthprofbssionals．   

Formoreinfbrmationgotowww．CIMZIAcomorcal11－866－822－0068．   

Cal1yourdoctorfbrmedicaladviceaboutsidee飴cts・YoumayreportsideefEbctstoFDAatl－  
800－FDA－10S8．   

WhataretheingredientsinCIMZIA？   

Theac也velngredientiscertoliztmabpegol．  

Theinactive）ngredientsinCIMZIAinclude：SuCrOSe，1acticacid，POlysorbate・Nopreservatives  

aqepresent・   

ThisMedicationGuidehasbeenapprovedbytheU．S．FoodandDrugAdmimistration．   

Productdevelopedandmanufacturedfbr：  
UCB，Inc．  
1950LakeParkDrive  

SⅡⅣma，GA30080   

USLicenseNo．1736   

RevisedApri］2008  
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資料3－⑥ メチルトレキソン（methylnaItrexone）  

CENTERFORDRtJGEVAI．UATIONAND  

RESEARCH  

A且門uC孔円り〃．Ⅳ打棚方£RJ  
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ⅠⅡGHLIGⅡTSOFPRESCRIBINGINFORMATION  
Thesehighlightsdonotinc］ude＆JhheinLbrmationneededtouseREuSTORsafb］yand  
e飽ctively．Seefu11prescribinginformationforRELISTOR．   

RELISTOR（methytnaltrexonebromid可SubcutaneousITtiectio71   

lnitialU．S．approval：2008   

＿．＿＿州一灯一触－－Ⅶ＿ 抑ICATIOⅣSANDUSAGE＿一仙－一山－－－－－－－－…－－  

RBLISTORisindic8tedforthetre8tmCntOfopioid－induccdconstipationinpa土ientswith  
advancedillnesswhoarerecelV］ngpalliativecare，Whenresponsetolaxativetherapyhasnot  
be¢nSu伍cient．U5¢OfRELTSTORl杷yOndfburmontbshasnotk8n5血died．（ノ）  

－－d－P－ DOSAGEANDAl）MmSTRATIONHN－M－－q・ぷh－M－  
REuSTORisadministcredasasubcutaneousiI豆ection．TheusualscheduIeisonedoseevery  
Otherday，aSneedcd，butnomore丘equentlythanoncdoseina24⊥bourperiod・（2．D   

TYLereCOmmendeddoseofRELISTORis8mgforpadentsweighing38tolessthan62kg（84to  
Icssthan1361b）or12mgfbrpatientsweighing62tol14kg（136to251）b）．PatierltSWhose  
Weights伽lotrtsidcofthcserangeSShouldbedosedatO．15mgn（g．Seethetablcbelowto  
determinethecorrectiqj∝tionYOJume．（2．2）  

P乱tiemtWeigbt  

Pounds 一   Kilo訂amS   Ⅰ可∝偵onVolⅦme   po貞栂  

L田S血ang4   L∈SS也an3彦   50¢beloⅥr●   0．15mg此g   

＄4tole5Stban136  3＄tolessthan62   0．4mL   8mg   
13‘to251   62 to 1144 0．‘mL   12mg   

Mbrモ血aェ251   MoI℃血aれ114   Seebdow－   0．15m8耽g   

nci嘘Cti孤VOlumeforthesepatientsshouldbecaJcuJatedusingoneofthefo））owing（2．2）：  

・Multiplythepa土ientweightinpoundsbyO．0034androundupthevolumetothenearest   

O．1mL．  

・MultiplythepatientweightinkilogramsbyO．0075androundupthevolumetothenearest   

O．1mL．   

Inpatientswithsevererena）impairment（CreatininecIearancelessthan30mL／min），dose  

reductionofRELISTORbyone－halfisrecommended．（8．6）   

＿＿－－P－－一岬サー”－－川－－ DOSAGEFORMSANDSTRENGTHS＿鵬山一－・－－－－－－－W－－P  

12mg／0．6mLsolutionforsubcutaneOuSi7tiectioninasingle－uSeVial．（3）  

－－・脚一－－－－一触－－－－ CONMICATIONS－－－－一叫－－・ －一岬岬鵬・－…－－…－  

・RELISTORiscontraindicatedinpatientswithknownorsuspeCtedmechamica）   

gastrointestinalobstruCtion．（4）   



＿＿＿＿＿＿＿＿－＿＿＿＿＿＿＿●＿－－＿＿－ WARNINGSANDpRECAIJTIONS－－一一Ⅶ－－－－－－－－一－－－－－－－  

Ifsevereorpersistentdiarrheao∝urSduringtreatment，advisepatientstodiscontinuetherapy  

with貼LISTORandconsulttheirphysician．（5．1）  

－－－－－－－－－－－－M－－－－－－h－－－q－ ADVERSEREACT10NS－・一鵬q－h－－－－－－－－－H－b－－岬一－－－  

Themostcommon（＞5％）adversereactionsreportedwithRELISTORar¢abdominaIpaIn，  
natulence，．nausea，dizzinessanddiarrhea．（6．1）   

ToreportStJSPECTEDADVERSERRACTIONS，COmtaCtWyethPbaJ．maCet］ticaJsIJIC・at  
l－800－934－55560rFDAatl－800－FDA－108＄orwww．Ⅲ孔．gOV／medwatdl．   

＿＿”＿＿●＿＿＿－＿＿叫－＿M－－一間q－－ DRUGINTERACTIONS－－・M・仰HM－M－－－…・－－・－－－－－・－－  

InaninvitTVStudy，methylmaltrexonebromidewasaweakinhibitorofcytodhromeP450（CYP）  
isozymeCYP2D6activity，butinaninvEw，Studyitdidnotsignほcantlya脆ctthemetabolismof  
theCYP2D6substrate，dextromethorphan（71I）   

＿＿＿＿＿…－…－一岬－一嶋． VSRmSPECIFICPOrULATIONS－－－－－－－－－－－－－－－－一鵬－－  

Safbtyande餓cacyofRELISTORhavcnotbeenestablishedinpediatricpatients・（8・4）  

See17forPATIENTCOtJNSELINGp肝ORMATION＆ndFDA－＆PPrOVCdpatieJ）t  
l8beling．  

ReY如d：4佗008  
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FULLPRESCRIBmG脚ORMATION：COⅣnmS史   

1   脚DICATIONSANDtJSAGE   

2 DOSAGE AND ADMZNISTRATION 
2．1 Gener＆1DosingIJ）brm＆tion  
乙2  Dosing  
之．3 P托押ra伽n伽rI可ee伽n  

3  DOSAGEFORMSANDSTRENGT打S   

4  CONTRA馴DICATIOⅣS   

5  Ⅵ脚GSANDmCAUTIONS  
5．1 SモVereOrPe搾由鵬血tDiarr血e孔  
5．2  PeボtonealCa仙de指   

‘   ADVERSE REACTlONS 
‘．1 Clini血1TrialExperienee   

7   Ⅰ）RUG仙CTIONS  
7．1Ⅰ）一昭SM由如1汝dbyq咤∝hro山eP450血0野山傍  
7．2 DrⅦ騨Rena追yRxreted  

8   tJSErNSPECIFICPOPtJLATIONS  
乱1 Preg腑n亡y  
さ．2 L8bor8血dDeliYe叩  
＄．3 NⅦr血gMo仙e帽  
乱4  PdiatdcVse  
乱5  G併知血加l鬼e  
＄．‘ Reれ8】Imp鮎川e皿t  

8．7 Ⅱep8触Imp81rmellt   

，  pRUGA抑SEANpDErENDENCE  
，．1 Co丑tr01ledStIbきtanCe  
，．2  AbⅦ＄e  

，．3 Depemden亡e   

lO OVERDOSAGE  
l軋1 ⅡⅦm弘也Rlp¢rlモnCe  

l仇2 Mam孔geme鵬010Yerdosage  

鶴   



11  DESCRIPTION   

12  CI．脚ICALPHARMACOLOGY  

12．1 Me（血8misImOrAc也on  

12．2 Pb乱ー皿a印dynamie5  

12．3 Pb払rmaeOkiIletics  

lユ．4 Ef鮎etonCardi孔CRep0lari皿tion   

13  NONCLmCALTOXICOLOGY  
13．1 Carcinog血csis，Mtlt＆genCSis，Impairmet）tOfFertiIity  

13．2 AnimalToxicologyand／orPbarmacoIogy   

14  CLINICALSTUDIES   

16  ⅡOWStJPPLIED／STORAGEANDHANDLmG  
l＆1 Stora嘔e   

17  PATRNTCOUNSEIJmGpJFORMATION  
17．1 Imfbrmation払rPatients  

17・2 FDA－ApprovedPatientIJ）LbrJnation  

■鎚亡蛇On蓼Or別血∝鵬○朋Om細d舟Ⅶmtb血Ⅱp慨dbingiⅡねrm■血＝托帥tlねt血   



FULLPRESCRⅢ暮INGINFORMATION   

l  INDICATIONSANDtJSAGE   

RELISTORisindicatedforthetreatmentofopioid－inducedconstipationinpatientswith  
advanCedillnesswhoarerecelVlngPalIjativecare，Whenresponsetolaxativetherapyhasnot  
beensu餓cient．UseofRELISTORbeyondfotwmonthshasnotbeenstudied．   

2  DOSAGEANDADMINISTRATION  、   

ヱ．1 Ge批柑1Do血gI止血ma鵬on  

FORSUBCUTANEOUSrNJECT10NONLY   

RELISTORshouJdbeirtiectedintheupperm，abdomenorthigh．  
＼  

／  

2．ヱ Do＄ing  

RELISTORisadministeredasasubcutaneOuSirtiection．Theusualscheduleisonedoseevery  
Otherday，aSneeded，butnomore鮎quentIythanonedoseina24－hourpiriod【∫eeα加ital  

肋〝〃】．   

ThcrecommeれdeddoscofRELISTORis＄mgforpatientsweighing3gtolessthan62kg  
（84tolessth皿1361b）or12mgforpatientsweighing62to）14kg（136to2511b）：Patients  

Whoseweight払l）soutsideoftheseraJlgeSShopldbedosedatO．15mg此g．SeethetablebeIowto  

determinethecorrectiqiectionvo）ume．  

P8触皿tWd変ht  

Pound5   Kilo卯S   Ⅰ皿jecdo皿VolⅦme   Dose  

Less也an84   Less than 38 SeebeIow＊   0．15mg此g   

84toIesstban136  3さtoless也aれ62   0．4mL   8mg   
136to251   62to114   0．‘mL   12mg   

More than 251 More也anll・4   Seebebw＊   0．15mg此g   

＊Theiztiectionvolumeforthesepatientsshouldbecalculatedusingoneofthefo1lowlng：   

● MultipJythepatientwcightinpoundsbyO・0034androundupthevolumetothenearest  
O．1mL．  

・MultiplythepatientweightinkilogramSbyO．0075androundupthevolumetOthenearest  
O．lmL．   

lnpatientswithsevererenalimpairmcnt（Creatininec）earancelessthan30mL／min），dose  
reductionofREuSTORbyone－haJfisrecommended【see乙なe加勘ec押Pqpuh7tib7Wβ．6）］．  

5   



2．3 PreparationfbrInjection  

REuSTORisasterile，Clear，andcolorlesstopaJeyelIowaqueoussolution．Parenteraldrug  
PrOductsshotlldbeinspectedvisua11yforparticulatematteranddiscoloTationpriorto  
administration，Wheneversolutionandcontainerpermit，IfanyOfthesearepresent，thevial  
shouldnotbeused．   

Oncedrawnintothesymnge，ifimmediateadministrationisnotpossible，StOreatambientroom  
temperatureandadministerwithin24hours（SeePatjtnt〔叫nseliqgl＊PrmalioTZP7）］・  

3  DOSAGEFORMSANDSTRENGTHS  

12mgn・6mLsolutionfbrsubcutaneousiゆCtioninasing］e－uSeVial［∫eeDosqgeand  
止血血血相地肌仔オ】．  

4  CONTRAJNDICATIONS  

RELISTORiscontraindicatedinpatientswithknownorsuspeCtedmechanicalgastmintestinal  
Obstm¢tion．   

5  WARM即GSANDPRRCAtJTIONS   

5．1  SevモreOrPersistentI）i払rr加減  

Ifsevereorpersistentdiarrheaoccursduringtreatment，advisepatientsto●discontihuetherapy  
withRELISTORandconsulttheirphysician．   

5．2  Peritonea］Catheter＄   

UseofRELISTORhasnotbeenstudiedinpatientswithperitoneaIc如heters．   

6  ADVERSEREACTIONS   

6．1 CliJlicdTrialExperience  

Becausec］inicaltrialsareconductedtlndervarylngCOnditions，adversereactionratesobservedin  
theclinicaltrialsofadrugmaynotreflecttheratesobservedinpractice．  

Thesa危tyofRELISTORwasevaluatedintwo，double－blind，PlacebodCOntrOlledtrialsin  
p8tientswithadvancedi］lnessrecelV］ngPalliativecare：Studylincludedasingle－dose，  
double－blind；placebo－COntrOlledperiod，WhereasStudy2inc］udeda14－daymultipledose，  
double－blind，Placebo－COntrOlledperiod【seeainita］Shdiks〝4）］．Inbothstudies，patientshad  
advancedillmesswithalifbexpeCtanCyOflessthan6monthsandreceivedcaretocontroltheir  
SymPtOmS・TLemqjorityofpatientshadaprimaJTdiagnosisofhcurablecancer；0therprimary  
diagnosesinc）udedend－StageCOPD／emphysema，Cardiovasculardisease仇eart魚ilure，  
AIzheimer’sdisease／dementia，HIV／AIDS，OrOtheradvanCedillnesses．Patientswererece）Vlng  
Opioidtherapy（mediandailybaselineoralmorphineequivaJentdose＝172mg），andhad  

Opioid－inducedconstipation（either＜3bowelmovementsintheprecedingweekornobowel 
movでmentfor2days）・Boththemethy）naltrexonebromideandplacebopatients、てereOnaStable  

laxatlVeregimenfbratleast3dayspriortostudyentryandcontinuedontheirreglmen  
throughoutthestudy．   



TheadversereactionsinpatientsreceivingREuSTORareshownintablebeJow．   

■Doses：0．075，0．15，弧dO．30mが唱佃ose   

7  DRUGpn’ERACTIONS   

7・1 D川野Mdab】kdbyq舛枇hromモー450血02yme＄  

h加vitndrugmetabolismstudiesmethylnaJtrexonebromidedidnotsigni鮎antlyinhibitthe  

activityofcytodhromeP450（CYP）isozymeSCYPIA2，CYP2A6，CYmC9，CYP2C190r  
CYP3A4，WhileitisaweakinhibitorofCYmD6．haclinicaldruginteractionsbdyinhealthy  
adultm＆1e訊1bjccts，aSubcutaneOuSdoseofO．30mg晦Ofmethylnaltrexonebromidedidnot  
Signiticantlya飴ctthemctaboIism・Ofdextromcthorph弧，aCmD6substrde．   

丁・2 D川野RenalIyExcre鹿d  

Tbepotentialfbrdruginteractionsbetwecnmethyhaltrexonebromideanddrugsthatare狐tively  
SeCretedbythekidneyhasnotbeeninvestigatedinhumanS．   

8  VSEIⅣSI｝ECⅡⅧCPOIIULATIONS   

乱1IIr曙耶仙野  

馳egn8n¢yCategoⅣB  

RcproducdonstudieshavebeenperbrmedinpregnantratsatinbTaVenOuSdosesuptoabout  
14timestherecommendedmaximumhumanSubcutaneousdoseofO・3mgAq；basedonthebody  
Surfhceareaandinpregnantrat）bitsatintraYenOuSdosesuptoabout17timestherecornmended  
maximumhumansubcutaneousdosebasedonthebodysu血ceareaandhaverevealedno  
evidenceofimp8iTedfbrtiJityorhamtothefttusduetomethylnaltrexonebromide．There訂enO  
adequateandwell－COntrOlledstudiesinpregnantwomen・Becauseanimalreproductionstudies  
arenotalwayspredictiveofhumanresponse，methylnaltrexonebromide5l10uldbeusedduring  
pregnancyonIyifclearlyneeded．  

■   



臥2  L乱bor孔ndpeliveけ  

E飴ctsofRELISTORonmother，fetus，durationofhtx）r，anddeliveryareunknown．Therewere  
noe飴ctsonthcmother，1abor，delivery，OrOnO抒岳pnngsurvivalandgrow払inratsfb11owlng  
SubcutaneousiTtiectionofmethylnaltrexonebromideatdosagesupto25mg此g／day．   

乱3 NⅥrSimgMotbe柑  

ResuJts伽mananimalstudyusing［3H】・】abeledmethyhaltrexonebromideindicate  
thatmethyhaltrexonebromideisexcretedviathemi1koflactatingrats．Itisnotknownwhether  
thisdruglSeXCretedinhumanmilk・Becausemanydrugsareexcretedinhumanmi1k，Caution  
ShouldbeexercisedwhenRELISTORisadministeredtoanurslngWOman．   

8．4  p¢diatrieVse  

SafetyandefncacyofRELISTORhavenotbeenestablishedinpediatricpatients．   

．8．5  G併血tricUse  

hthephase2and3double－blindstudies，atOtalof77（24％）patientsaged65－74years  
（54methylnaltrcxonebro坤de，23placebo）andatotaloflOO（31・2％）patientsaged75ye8rSOr  

Older（61methylnaltrexonebromide，39placebo）wereenrolled．TtLereWaSnOdi飴renceinthe  
e餌cacyorsafbtypro創eoftheseelderlypatientswhencomparedtoyoungerpatients・Therefore，  
nodosea4justmentisrecommendedbasedonage．   

8．‘ R¢nalImp札1rme雨  

Nodosea4justmentisrequiredinpatientswithmildormDderaterenalimpalrment．  
Dose－reductionbyone・ha）fisrecommendedinpatientswithsevererenalimpairment（Creatinine  
CleamnceJessthBLn30mL／min）．Inastudyofvoluntcerswithvaryingdegreesofrenal  
impairmentreceivingasingIedoseofO・30mgn（gmCthylna）trexonebromide，renalimpairment  
hadama止edefbctontherena］excretionofmethylnaltrexonebromide．Severerenal  
impalrmCntdecreasedtherenalclearanceofmethylnaltrekonebromideby8－tO9－fo1dand  
resultedina2－foldincreaseintotalmethylnaltrexonebrDmideexposure（AUC）・CmaxTSnOt  

Signi負cant）ychanged．Nostudieswereperformedinpatientswithend－Stagerenalimpa）rment  
requirhgdialysis．  
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乱7 印卿血Ⅰ叫叩irme雨  

Nodose叫justmentisreqt）iredforp虹ientswithmildormoderatehcpaticimpalrment．Theeffbct  
OfmildandmoderatehepaticimpalrmentOnthesystemicexposuretomethylnaltrexonebromide  
hasbeenstudiedin8subjectseach，withChild・PughClassAandB，COmparedtohealthy  
S叫ects・Resultsshowednomeaningfule飴ctofhep如ic血中rmentontheAUCorCm奴Of  

methylnaltrexonebromide．Thee晩ctofseverehqDaticimpalrmentOnthephamacokineticsof  
methylnaltrexonebromidehasnotbeenstudied．   

9  DRtJGABtJSEANDDEPENDENCE   

，．1 Comtro皿edSⅦbstante   

Methylnaltrexonebromideisnotacontro11edsubstanCe．   

，．2  AbⅦ剖さ  

RELISTORisaperipherally－aCtingmu－Opioidreceptorantagonistwithnoknovmriskofabuse．   

，．3 Dependenee  

RELISTORisaperipheralJy－a6tingmu－OpjoidreceptorantagOnistwithnoknownriskof  

d印軌d軌Gy．   

10  0VERDOSAGE   

lO．1 Ⅱuma皿Experienc¢  

DmingclinicaltrialsofRELISTORadministeredsubcutaneously，nOCaSeSOfmethylnaltrexone  
bromideovcrdosewerereported．Inastudyofhealthyvolunteers（n＝41），aSingledoseof  
O・50mgA’gadministeredasasubcutaneousinjectionwaswell－tOler鉱ed．Astudyofhealthy  
VOlu7血ersnotedorthostatichypotensionassociatedwithadoseofO．64mg此gadministeredasan  
IVbolus．   

10・2 Ma山gememt010verdos且ge  

Nospecほcinformationisavai1ableonthetreatmemtofoverdosewithRELISTOR．Intheevent  
Ofoverdosc，CmPJoytheusu81supportivemeasu托S，e．g．，Clinicalmomitoringandsupportive  

ther叩yaSdictatedbythepatientrsclinicalstatus．SignsorsymPtOmSOforthostatichypotension  
Shouldbcmonitored，andtreatmentshouldbeinitiated，aSaPPrOpriate．  

少  

lっ   



11  DESCRIPTION  

RELISTOR（methylnaltrexonebromide）SubcutaneousInjection，aperiphera）】y－aCting  
mu†Opioidreceptorantagonist，isasterile，ClearandcoJorlesstopaleyel）owaqueoussolution．  
Thechemicalnameformethyhaltrexonebromideis（R）rN－（CyClopropylmethyJ）  

noroxymorphonemethobromide．ThemolecularformuJaisC21H26NO4Br，andthemoJecular  
Weightis436・36．Each3mLvialcontains12mgofmethylnaltrexonebromidein0．6mLof  
Water・Theexcipientsare3・9mgsodiumch）0rideUSP，0．24mgedetatecalciumdisodiumUSP，  
andO・18mggJycinehydrochloride．Duringmanufacture，thepHmayhavebeena4justedwith  
hydrochloricacidan〟orsodiumhydroxide．   

ThestruCturalformulais：  

12  CLmCALPHARMACOLOGY   

12．1 Ⅳkeb且mi＄mOrAetion  

MethylnaltrexonebromideisaselectiveantagOnistofopioidbindingatthemu－Opioidreceptor・  
Asaquatemaryamine，theabilityofmethylnaltrexonebromidetocrosstheblood－brainbarrier  
isrestricted・Thisa）1owsmethylnaltrexonebromidetofunctionasaperipheraJ）y－aCting  
mu－OPioidreceptorantagonistintissuessuchasthegastrointestina）tract，therebydecreasjngthe  
COnStipatinge飴ctsofopioidswithoutimpactingopioid－mediatedanalgesice飽ctsonthe  
Centmlnervoussystem．   

12．2 Pbarmaeodyれamic5  

UseofopioidsinducesslowingofgastrointestinalmotilityandtranSit．Antagonismof  
gastrointestinalmu－Opioidreceptorsbymethylnaltrexonebromideinhibitsopioid－inducedde］ay  
Ofgastrointestinaltransittimeinadose－dependentmannerinrats．Thee脆ctsof  
methylnaltrexonebromideoncentralmu－OPioidreceptorswereevaluatedinaphamacodynamic  
Studyinwhichsubjectsreceivedadoseofremi良ntanil，SufncienttoprodtJCepupiliary  
COTIStriction，fb）lowedbyplacebo，naloxone，Ormethy）naltrexone・FoIIowlngremifbntani）  
administration，themethylnaltrexoneandp）acebogroupsshowednochangeinpupiliary  
COnStrictionwhilethenaloxonegroupshowedamarkedchangeoverthetimeintervaltested．  
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12．3 Pb8rmaeOki皿eties   

崩脚卵油  

FollowlngSubcutaneousadministration，mCthylnaltrexonebromideisabsorbedrapidly，with  
peakconcentrations（CmJachievedat叩prOXimatelyO・5hours・Acrosstherangeofdoses  
ヲValuatedpeakplasmaconcentrationandareaLmdertheplasmaconcentrationJ（imecurve（AUC）  
lnCre＆Seinadose・PrOPOrtionalmanner，aSShowninthctablebelow・   

ー匝d渥tl髄l（SD）．   

b王叩服dぉ山d血m（rmgり．  

か由か路‡〟わ〝  

Methylnal加ⅩOnebromidetndcrgoesmoderatetissuedistribution．Thedeady－StateVOlumeof  
di如ibution（Vss）isapproxiTn弛1yl．1L此g．Thc寧肛tionofme也yhabexonebromideboundto  
humanplasmaproteinsisll・0％to15・3％，aSdeteminedbyequilibriumdi81ysis・   

肋ぬあ〃胎朋  

hamassbalancestudy，apprOXimately60％oftheadrhinisteredradioactivityrecovcredwith  
5distinctmetabo）itesandnoneofthedetectedmetaboliteswasin8mOuntSOVer6％of  
administeredradioactivity．Conversiontomethyl－6－naltrexolisomers（5％oftotal）and  
mcthylnaltrexonesulfhte（l・3％oftotal）appe訂tObethepriTaryPathwaysofmetabolism・  

N－demethylationofmethyln8］trexonetoproducenaltrexonelSnOtSigni鮎ant．   

血c柁Jわ乃  

Methylnaltrexonebromideisdiminatedprimari）yastheunchaJlgeddrug（85％ofadministered  
radioactiv吋）．Approximdelyhalfofthedoseisexcretedintheurine8Jldsomewhatlessin  
feces．TheterminalhalfLli飴（t）J2）isapproximately8hours．   

12．4 E蝕d011CardiaeRepolar改札偵0Ⅱ  
盛  

Inarandomized，doublebJindplacebo－and（Open－label）moxifloxacin－COntrO11ed4・period  
CrOSSOVerStudy，56hcalthysubjectswereadministeredmethylnaltrexonebromideO・3mg／kgand  
methylnaltrexonebromideO．64mg耽gbylVinfusionover20minutes，placebo，andasingleoral  
doseofmoxifl0Ⅹa£in．AtboththeO．3mgA（gandO．64mg／kgmethyInaltrexonebromidedoses，  
nosignificante飴ctontheQTcintervalwasdetected．  

1l  

－1   ▲’  



13  NONCu削ICALTOXICOLOGY   

13．1 Carcinogene5is，MⅦhg印傍is，Impaime血書OrFe再ili呼  

CarcinogeJ）C＄is，MtltageneSis，ImpairmentorFertiIity  

CαC加呼ぼ血  

Long－temStudiesinanimalshavenotbeeTlperfbrmedtoevaluatethecarCinogemcpotentia）of  
methylnaltrexo11ebromide．   

肋咤gw血  

MethylmaltrexonebromidewasnegativeintheAmestest，Chromosomeaberrationtestsin  
Chinesehamsterovarycellsandhumanlymphocytes，inthemouselymphomacellforward  
mutationtestsandintheinvivomousemicronllCleustest．   

坤α加乃g乃fq／邦子ガタ卸  

MethylnaltrexonebromideaIsubcutaneousdosesupto150mg此g／day（about＄1tiTneSthe  
recommendcdmaximumhumansubcutaneousdosebasedonthebodysur魚cearea）wasfoundto  
havenoadversee飴ctonfertilityandreproductiveperfbrmanCeOfmalezmd飴malerats．   

13・2AtIitn＆lToxicologyat）d／orPhrmacoIogy  

Asinglesubcutaneousdoseof500rngn（gOfmethylnabexonebromidewasnotlethaltorats．  

Reproductjonstudieshavebeenperformcdinpregnantratsatintravenousdosesupto  
25mgn（gkIay（about14timestherecommendedmaximumhumansubcutaneousdoseof  
O・3mg此gbasedonthebodysurhcearea）andinpre）antrabbitsatintravenousdosesupto  
16m釘kg／d町・（about17timestherecommendcdmax）mumhumansubcutBLneOuSdosebasedon  
thebodysu血eaJ．Ca）andhaverevea］ednoevidenccofimpairedfbr（ilityorharmtothe飴tus  
duetomethylnaltrexonebromide．  

InaninvitnhumanCardiacpotassiumionchanncl（hERG）assay，methylnaltrexonebromide  
CauSedconcentration－dependentinl1ibitionofhERGcurrent（1％，12％，13％and40％inhibition  
at30，100，r300andlOOOpMconcentrations，rCSpeCtively）．Methylnaltrexonebromidehada  
hヱRGIC500f＞1000トM．InisolateddogPurk叫e庁bers，methyhaltrexonebromidecaused  
prolongationsinactionpotentialduration（Al＞D）．Thchighesttestedconcentration（10llM）in  
thedogPurkiTtje負berstudywasabout18and37timestheCmaxathumansubcutaneotlS（SC）  
dosesofO3andO．15mg此g，reSpeCtively．hisoIatedrabbitPurkiltje茄bers，methylnaltrexone  
bromide（uptolOOpM）didnothaveane飴ctonAPD，COmparedtovehiclecontrol．The  
highestmethylnaltrexonebromideconcentration（100pM）testedwasabout）86and373times  
thehumanCmaxatSCdosesofO．3andO．15mgnq，reSpeCtively．Inanesthetizeddogs，  
methylnaltrexonebromidecauseddecreasesinbloodpressure，heartrate，Cardiacoutput，Ie食  
Ventricularpressure，1e銃ventricularenddiastolicpressure，and十dPkltat≧1mg／kg・Inconscious  
dogs，methylnaltrexonebromidecausedadose－relatedincreaseinQTcinterval．ALterasing）elV  
dos喝eOf20mgA（gtObeagIedogs，PredictedCm8XandAUCvaIueswereapproximately482and  
144times，reSpeCtively，theexposureathumanSCdoseofO▲15mgA’gand241tim？Sand66  

times，reSPeCtively，theexposureatahumanSCdoseofO．3mg此g．Inconsciousgulneapigs，  
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methylnaltrexonecausedmi1dprolongationofQTc（4％overbaseline）at20mg此g，IV・A  
thoroughQTcassessmentwasconductedinhumans【∫eePhmmacokihetits〝2・4）］・  

14  CLINICALSmIRS  

Thee餓cacyandsa触yofREuSTORinthetreatmcntofopioid－inducedconstipationin  
advancediI］nesspalientsreceIVlngpa11iativecaTCWaSdemonstratedintworandomized，  
dotlble－b）ind，Placebo－COntrOlledstudies■Inthesestudies，thcmedianageWaS68ycars（ra喝e  
21－100）；51％were飴males．lnbothstudies，P感entshadadvancedi）hesswithalifeexpectancy  
of）cssthan6monthsandreceiyedcaretocontrolthcirsymptoms．1mcmqiorityofpatientsbda  
PrimarydiagnosisofinctdlecanCer；0therprimarydiagnosesincludedend－Stage  
COPD／emphyscma，Cardiovasculardisease伽art払ilure，Akheimer’sdisease／dementia，  
HIV／ÅIDS，OrOtheradvancedi）hesscs．Priortoscreenlr）g，P如ientshadbanrecelVlngPal）iative  
OPioidtherapy（mediandai1ybaselineoralmorphineequivalentdose＝172mg），andhad  
OPioid－inducedconstipation（either＜3bowelmoYementSinthepreccdingweekornobowel  

movcmentfbr＞2days）．PatientswelCOnaStableopioidregimen≧3dayspriortorandomization  
（notincldingPRNorrescuepainmedication）andreceivedtheiropioidmedicdionduringthc  
studyasclinicallynecded・PatientsJnaintainedtheirregularlaxativereglmen載汀at］east3days  
priortostudyentTy，andthroughoutthestudy．Rescuelaxativcswereprohibited倉om4hours  
玩血爬tO4bou帽a鮎rt奴inganiゆ畑ionof血dymdic如；on．  

Studylcompared＆Single，double－blind，StlbcutaneousdoseofRELISTORO・15mgn（g，Or  
RELISTORO．3mgA［gVerSusPlacebo．nledouble－blinddosewiLS飴1lowedbyanopen－hbe1  
4－Weekdo血gperiod，WhereRELTSTORcouldbeuscdasneeded，nOmOre丘equcntlythan  
ldosein＆24hourperiod．Throughoutbothstudyperiods，Patientsmaintainedtheirregular  
laxativer喝imen．Atotalof154paticnts伊7RELISTORO．15mgA（g，55REuSTORO・3mgn（g，  
52placebo）wereenrolledandtreatedinthed血ble－blindperiod・Theprimaryendpointwasthe  
prpportionofpatientswitharescue一触elBLXationwithin4hoursofthedouble竜1inddoseof  
Studymedication．RELISTOR－trededpatientshadasigniBcantlyhigherratcofJa脇tionwithin  
4hoursofdledouble－blinddose（62％forO．15mg耽gamd58％forO．3mgWthzLndid  
placebo・拙dpatients（14％）；p＜0・0001for飴Chdoscvcrsusplacebo（rigurel）・  

Study2compareddouble－blind，Subcut弧eOuSdosesofRELISTORgiveneveryotherdayぬr  
2weeksversusplacebo．Patientsreceivcdopioidmcdic如ion≧2weekspriortoreceivingstudy  
medication．Duringthe伽stweek（daysl，3，5，7）patientsr∝eivedcitherO・15mgA（g  
RELISTORorplacebo・Inthesccondweckthcpatient，sassigneddosecouldbeincrea＄Cdto  
O．30mg侮ifthepadenthad20rfewerrescue一触elaxationsuptoday8・Atanytime，the  
patient，sassigneddosecot11dberedu00dbasedontolerability・Data舟om133（62RELISTOR，  
71p）acebo）patientswereanalyzed．Therewere2primaryendpoints：prOpOrtionofpaticntswith  
arescue一身eeJaxationwithin4hoursofthefirstdoseofstudymedicationandproportionof  
patientswitharescue一触elaxationwithin4hoursalteratleast20fthe負rst4dosesofstudy  
medication．RELISTORJEreatedpaticntshadahigherrateoflaxationwithin4hoursofthe鮎st  

dose（48％）thanplacebo－treatedpatients（16％）；P＜0．0001げigurel）．RELISTOR－treated  
Patientsalsohadsigni丘cantlyhigherratesoflaxa（ionwithin4hoursa危eratleast20fthe伽st  
4doses（52％）thandidplacebo－treatedpatierItS（9％）；p＜0・0001・lnbothstudies，in  
approximately30％ofpatients，1axationwasreportedwithin30minutesofadoseof  
RELISTOR．  
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Figurel．LaxationResponseWithjr1  
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（n＝71） （作毛2）  

S仙dy2  

hbothstudies，therewasnoevidenceofdi飴rentiale触tsofageorgenderonsa簸tyor  
e蝕acy．Nomeaningfu】subgroupanalysis00uldbeconductedonracebecauseth占study  

populatioIIWaSpredominantlyCaucasian（i＄％），Ther8teSOfdiscontinuationduetoadverse  
eventsduringthedoubIebIindplacebocontrolledclinicaltrials（StudylandStudy2）were  

COmparablebetweenRELISTOR（1．2％）andplacebo（2．4％）．   

8加和郎J砂ダ助平0耶g  

DurabiJ吋OfresponsewasdemonstratedinStudy2，inwhichtheJaxationresponseratewas  
COnSistent録omdoselthroughdose70Verthecourseofthe2・WCek，double－blindperiod．   

Thee餌cacyandsa飴tyofmethylnaltrexonebromidewas＆lsodernOnStratedinopen－1abel  
treatmentadministered舟omDay2throughWeek4inStudyl，andintwoopen－1abelextension  
Studies（StudylEXTandStudy2EXT）inwhichRELISTORwasgivenasneededforupto  
4months．Duringopen－labeltreatment，patientsmaintainedtheirregularlaxativereg）men．A  
totalof136，2l，and＄2patientsreceivedatleastlopen－labe）doseinstudiesl，1EXT，and  
2EXT，reSPeCtively・Laxationresponseratesobserveddurir）gdouble－blindtreatmentwith  
REuSTORweremaintainedoverthecotlrSeOf3to4monthsofopen－1abeltreatment．   

（わわ道こ血βd〃dタα血滋0化ざ  

TherewasnorelationshipbetweenbaseJineopioiddoseandlaxationresponsein  
methylnaltrexonebromide－treatedpatientsinthesestudies．Inaddition，mediandailyopioiddose  
didnotvarymeaningfu11y庁ombaselineineitherRELISTOR－treatedpatientsorin  
Placeboヰ陀atedpatients．TherewerenoclinicallyrelevantchangesinpalnSCOreS丘・Ombaseline  
ineitherthemethylnaltrexonebromideorplacebo－treatedpatients．  
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1‘  ⅡOWSUPPI．IED／STORAGEAND月払NnumG  

NnC  

NUM取ER   PACKSIヱE   CONTRNTS   

000裳－1218－01   1vialpercぬn  On812m釘0．6mLsingle－uSeYial   

0008－2513－02   7traysperkit   Eacbt帽y00n払ins：  

0れe12mg／0．‘mLsi叫gleusevial，Onel∝（mL）syringe  
Withre加C血ble（27－gaugeXシち－in血）needle  

（Ⅴ独isbPoinP），tWOal¢OhoIswabs   

1‘．1Stomge  

RELISTORshouldbestoredat20－25OC（68－77T）；eXCurSionspermittedto15－300C（59－860F）  
【seeUSPContr011edRoomTemperature］．Donotf掩eze．Protectn－Omlight・   

17  PATI瓦NTCOUNSEI，馴GINFORMATION   

17．1 In血rma偵0Ⅱ払rP孔鰯モntS   

InstruCtpatientsthatthcusualschedu）eisonedoseeveJyOtherday，aSneeded，butnomore  
鮎quentlythanonedoseina24－hourperiod．   

Inapproxim甜ぬ1y30％ofp如ientsinclinicaltrials，l8Ⅹationwasreportedwithin30mimtesofa  
doseofRELISTOR；thcrefore，advisepatientstobewithincloseproximitytotoilet血cilitics  
OnCe也edmgi5admi鵬5加d．   

InstruCtpatient5nOttOCOntinuetakingRELISTORifth町CXpCricncesevereorpersistent  
diarrhea．hstruCtPatientsthatcommonsidee飴ctsofRELISTORincludetranSientabdominal  
Paln，nBLuSeaandvomiting．Advisepatientstocontacttheirhealthcareproviderifanyofthese  
SymPtOmSPCrSistorworsen．   

hstructpatientstodisco11tinueREIJISTORiftheystoptakingtheiropioidpainmedication．  

17・2 FDA－ApprovedPatientL＆belitLg  

PATIENTpi肝ORMATION   

RELISTORJねJ’一卜叫  
（me仙yl皿altr耽On¢bromide）  

Imjeeポ0血   

ReadtheP虹ientInfbmlationthatcomeswithREuSTORbeforeyoustartusingitandeachtime  
yougetare広11．Theremqybenewinformation．This）eanetdoesnottaketheplaceoftalking  
withyourheatthca陀PrOVideraboutyourmedicaJcondidonoryourtreatment．  

WbatisREuSTOR？  

RELISTORisaprescriptionmedicineusedtotreatconstipationthatiscausedbyprescription  
Palnmedicines，Calledopioids，inpatientsrecelVlngSuppOrtiveca陀fortheiradvancedi11ness，  
Whenothermedicinesforconstipation，Calledlaxatives，havenotworkedwe11enough・  

15   



WhatshollldIte11myhealthcareproviderbefbretakingRELISTOR？  

TellyoⅦrh組1tbcareproviderab川talloryo肝medic軋Ieonditionsナindudimgify帆：   

● arepregnaJ）tOrplantobecomepregnant．ItisnotknownifRELISTORcanharmyour  
unbornbaby．TfyoubecomepregnantwhileusingREuSTOR，teliyourheaIthcaLre  
PrOViderrightaway．  

● arebreast一feedingorplantobreast－fbed・ItisnotknownifRELISTORpassesintoyour  

bre8Stmilk．   

TelIyotLrheaIthcareproviderabotlta11medicinesyoutake．Continuetakingyourother  
medicinesfbrconstipationun）essyourhealthcareproviderteJIsyoutostoptakingthem・   

HowshoⅦ1dItakeRELISTOR？  

・TakeREuSTORexact）yasyourhealthcareprovidertellsyotl．  

● TakeRELISTORbyaniTtiectiorlundertheskin（SubcutaneotlSirtjection）oftheupper  
am，abdomen，Orthigh．  

・Donottakemorethanonedoseina24－hourperiod．  

・MostpatientshaveabowelmovementwithinafbwminutestoafewhoursaRertakinga  
doseofRELISTOR．  

・Ifyoustoptakingyourprescriptionpalnmedicine，Checkwithyourhealthcareprovider  
beforecontinulngtOtakeRELISTOR．  

●IfyoutakemoreRELISTORthanpreSCribed，ta）ktoyourhealthcareprovidcrrightaway．  

SeethedetailedP且tientInstrllCtiotLSfbrtJse＆ttbeendofthi＄P＆tietItInfhrmationIeaflet  

払riIl払matiomab川tbowtoprepareandinjectRELISTOR．  

Wh孔t独re仙モpOSSiblモ＄idee蝕亡tSOfRELISTOR？  

Commonsidee飴ctsofRELISTORinclude：  

・abdomi舶1（StOma血）p乱i皿  

● gaS  

●  naⅦ5モa  

● dizziness   

● diarrb鴎  

●IfyougetdiarrheathatissevereordoesnotstopwhiletakingREuSTOR，StOPtaking  
RELISTORandcallyourhealthcareprovider．  

l‘   



・Ifyougetabdominalpainthatwi1ln鵬goaway，OrnauSeaOrVOmitingthatisnewor  
WOrSe，Callyourhealthcareprovider．  

ThesFarenOtallofthepossiblesidee飽ctsofRELISTOR・Tellyourhealth偽reprOViderifyou  
haveanySidee飴ctthatbothersyot10rthatdoesnotgoaway・   

CallyourdoctorformcdicaladviceabotJtSidee飽cts．Youmayreportsidc曲ctstoFDAat  
ト800－FDA－10さg．   

HowshollldIstoreRELISTOR？  

・StoreRELISTORvialsat68to770F（20to250C）．  

● Donot鮎ezeRELISTOR．   

・KeepRELISTORaway血mlightuntilyouarereadytouseit・   

・IfRELISTORhasbeendrzmintoasyrlngeandyou訂eunabletousethemedicineright  
away，keepthesyrmgeatrOOmtemperatureforupto24hours．Thcsynngcdoesnotnced  
tobekeptaway舟omlightduringthe24－hourperiod．   

KeepRELISTORaJIddlmediciJICS，ACedle＄＆ndsynngesoutofthereachofdlildren・   

Gemeraliれ鮎rmation乳bo雨RRuSTOR  

Medicinesaresometimesprescribedforconditionsthatarenotmentionedinpatientinformation  
lea幻ets．DonotuseRELISTORfbraconditionfbrwhichitwasnotprescribed．Domotgive  
RELISTORtootherpeOple，eVeniftheyhavethesanesymPtOmSthatyouhave．1tmayharm  
them．   

TEISu已A∬LETStJMn4ARIZESTIIEMOSTI肝ORTANTmFOR朋IATIONABOtJT  
RELISTOR．IFYOtJWOIJLDLⅢ（EMORE抑ORMATION，TAI．KⅦYOtJR  
DOCTOR．YOtJCANASKYOtJRPHARMACISTORDOCTORFORpⅣORMON  

ABOtrrREI．ISTORTⅡATISWmNFORⅡEALTtICAREPROVIDERS．FOR  

MORE馴FORMATION，GOTOWW．RELISTOR．COMORCALLl－SOO－，34－5556．  

Wh血書are仙ei喝ーモdi8ntSimRELISTOR？  

Acdveingredient：methylnaltrexonebromide  
Inactive）ngredjents：SOditJmChloride，Cdetatecalciumdi50diⅥmUSP，glycinehydrochloride・  
Duringm肌u血cture，thepHmayhavebeena句ustedwithhydrochloricacidand／orsodium  
hy血oxide．  

Wyetllo 
Marketedby：  
WyethPharmaceuticalsInc．  
PhiladelpIlia，PA19101  
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●m Prog監望遠  

Underlicense倉om：  

mogenicsPhamaceuticals，Inc．  
Tarrytown，NYlO59l  
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Patienth＄truCtion＄fortJseofRELISTORVIALANDSTANDARDSYRINGEAND  
NEEDL圭：   

Introdue扇on  

The糾lowlnginstruCtionsexplainhowtoprepareandgiveanirtjectionofRELISTORtheright  
Way，WhenuslngaVialofRELSTOR，andastandardsyringe．  

ThePaticnthstruCtionsfbrUseincJudesthefo1lowlngStepS：  

Stepl：P托pa血gtbeinjoetion  
Step2：Prep且dng仙e町nれge  
St印3：Choo血g8mdprqはrhg乱m叫e鵬omsite  
Stepl：hjectillgRELISTOR  
St印5；D由Ⅰ朋1皿gOrS叩p】ies  

Befores伽亡ing，readandmakesurethatyouunderstandthePatientInstruCtionsforUse．Ifyou  

haveyqueStions・ta］ktoyourhealthcareprovider・  

GatherthesuppliesyouwiJIneedforyouririection．¶leSeinclude：   

．1．RELISTORvia1   

2．1mLgringewitha27－gaugeneedleforsubcutaneoususe  
3．2alcohol＄Wtぬs   

4・Co伽nballorgau茄   
5．Adh郎iveband喝e   

ImporねntNotes：  

● Use（））e町ringc＄＆Ddneed）esJ）rCSCribedbyyourhe＆lthc＆rePrOYider・  

● DomotusoaRELISTORvialmore仙amonetime，ピーemilthereiさmedi亡imele允iIltbe  
Yial．  

●IfRELISTORhasb¢蝕drawninto8＄ynngeandyouar…n乱bletou光仙emedicine 
rjghtawayゥkeep仙esyriAgeatrOOtntenPer＆turebrtLPtO24hours・The町ritLgedoc＄   

not血eedtobek¢p一札W8yかomlight血血g仙e24－hoⅦrped鵬・Formorei皿鮎rmation   

abo雨howtbstoreREuSTOR，5α仙es∝d皿¢alled‘‘How油ouldI如○托   

RELISTOR？乃intheFDA－ApprovedPatieJ）tLabehg・  

・SafblythwawayRELISTORvia15且触ru舞．  

● Donotro一里Se町nngeSOrれeedle＄．  

● Toavoidneed）estickipjuries，donotreeaptISedJ）eedIes．  

1タ   



Stepl：Prepanmg暮heinjection  

l． Findaquietplace・Chooseanat，Clean，We］l－1itworkingsur鮎e．   

2， Washyourhandswithsoapandwarmwaterbeforepreparingfbrthei吋ection．   

3． LookatthevialofRELISTOR（Figurel）．Theliquidinthevialshouldbeclearand  

COlorlesstopaleye1low，andshouldnothaveanyParticlesinit．Ifnot，donotusethevial，  
andcallyourhealthcareprovider．  

Fi糾r81   

Step2：Prepringthesyringe  

l． Removethecap舟omtheRELISTORvial（Figure2）．  

Figure2   

2． WipetherubberstopperWithanalcohoIswab（Figure3）．  

Figure 3 
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Firmlyholdthebarre）ofthesyringeandpulltheneed）ecapstraightoff0；igure4）．Do  
nottouchtheneedleorallowittotouchanysur血ce．  

3．  

Fi郡代4  

Carefu11ypullbacktheplungertothe）inethatmatchesthedoseprescdbedbyyour  
healthcareprovider（Figure5）．Formostpaticnts，thiswi11betheO．4mlm訂kwhichisan  
8mgdoseortheO．6mlmarkwhichisa12mgdose．  

Figure 5 
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lnserttheneedlestmightdownintotherubbertopofthevial（下igure6）．Donotinsertit  
atanangle．Thismaycausethencedletobendorbreak．Youwillfbelsomeresistanceas  
theneedlepassesthroughtherubbertop．  

5．  

Figure6   

Gentlypushdowntheplungerunti】alloftheairisoutofthesyrlngeandhasgoneinto  
血evial（Fi酢汀e7）．  

Figure7   

Withtheneedlesti11inthevial，turnthevialandsyrmgeupsidedown・Holdthesyrlnge  
ateyelevel．Makesurethetipoftheneedleisinthenuid．Slowlypullbackonthe  

plunger（Figure＄）tothemarkthatmatchesyourprescribeddose．Formostpatients，this  
WillbetheO．4mlmarkwhichisangmgdoseortheO．6mlmarkwhichisa12mgdose．  

Figure 8 
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Withtheneedlestillin・the”ial，gentlytapthesideofthesynngetomakeanyaiTbubbles  
risetothetop（Figure9）・  

§．  

figw¢9  

Slowlyp血dleplungerupuntilal1airbubblesa帽OutOfthesyringe（FigtuclO）・  

Figure 10 

Makesurethetipoftheneedleisinthe加id・SIow）ypullbacktheplungertodrawthe  
dghamoⅦntOfliquidbacki血相旭野rhge（Fig∬ell）・  

10．  

Figurell  

ChぱktobesⅦr¢tbatyo血aYetbedghtdo＄eOIR乱ISTORimtb¢Syrlng＆  

SIowレwithdrawtheneedle＆omthevial．Donottouchtheneedleorallowittotouch  
anysurfhce・Saft］ythrowawaytheunusedmedjcineinthevial・SeeStep5・  

11．   

ヱ3   
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Step3：Choo＄111gandprepartnganinjec鰯on＄ite  

l． ChooseanlqeCtionsite－abdomen，thighs，OrupperarmS．SeeshadedareasinFigures  
12and13below・DonotiT函Ctattheexactsamespoteachtime（rotateirtjectionsites）．  
Donot叫ectintoareaswheretheskinistender，bmised，redorhard．Avoidareaswith  
SCarSOr．StretChmarks．  

Figure12．AbdometLOrthigh－uSethesesiteswheniQiectingyourselforanother  
perSOn■  

Figure13．Uppcmrm－usethissiteonlywheniQiectinganotherperSOn．  

Figure12   Figl】re13   

Cleanthe鴫ectionsitewithanalcohoIswdbandletitairdry．Donottouchthisarea  
agahbebregiving血拍頑畑ion（FigⅧ帽14）．  

Figure14   

Step4：hjecti喝RELISTOR  

l． PinchtheskinarOundtheiJtiectionsiteasyouwcreinstruCted（Figure15）．  

Figure 15 
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lnser（伽fun］engthoftheneedleintotheskinata45－degreeanglewithaquick  
川dart－1ike，，motion（Figure16）．  

2．  

Figure 16 

Letgoofskinandslowlypushdownontheplungeruntilthesyringeisemptyげigure17）・  

Figure 17 

WhenthesyringeisemptyIquickJypulldleneedleoutofthcskin，beingcuefu1tokeep  
itatthesameangleasitwasinserted．T71en：maybealittlebleedingattheiqjectionsite・  

5． Holdacottonballorg礼服eOVerthehtjection5ite伊igure18）・Donotrubtheirt3ection  
site．ApplyarLadhesivebandagetotheiqiecdonsiteifneeded・  

Figurelg   

St¢p5；DisposIngOrSupplies   

・Donotre－ⅦSea野rlngeOrn恍dl¢・   

・Donotreeapausedm恍dle・   

● PIaceusedneed7e，SyrmgeS，andvi8lsinac）oseable，punCture－reSistantCOntair）er・You  
mayuseasharpscontainer（SuChasaredbiohazardcontaineO，ahardpJasticcontainer   
（SuChasadetergentbott）e），9rmetalcontmier（SuChasanemptyco飴ecan）・Askyour  
healthcaqeproviderfbrinstructionsontherightwqytothrowaway（disposeof）the  
container．Theremaybestateandlocal1awsabouthowyoushouldthrowawayused  
needlesandsyringes．  
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HGⅡLIGⅡTSOFPRESCRI丑mG抑ORMATION  
ⅥleSehigh1ightsdonotincludeal1thein飴rmationneededtouseRELISTORsafe1yand  
e触tive）y．Seefu11prescribing・informationfbrRELISTOR・   

RELISTOR（methylnaltrexonebromide）StJbcutaneousIniection   

InitialU．S．approval：2008  

叫－－M鵬M一脚DICATIONSANDtJSAGEd－－－－－－”－－－－一岬  
RELISTORisindicatedfbrthetreatmcntofopioid－inducedconstipationlnpatientswith  
advancedillnesswhoarerecelVlngpaJliativc侃re，Whenresponsetolaxativetherapyhasnot  
bcensu餓cient．UseofRELISTORbeyondfourmonthshasn朗beenstudied，（I）   

ヨ＿N＿＿M一鵬＿NM DOSAGEANDADMⅢSTRATION一鵬”M－－－－－h－h－  
RELISTORisadministeredasasubcutaneousiQiection．Theusualscheduleisonedoseevery  
Otherday，aSneedcd，butnomore鮎quentlythamonedoseina24－hotlrperiod．（2．2）  

TLcrccomFnCndeddoscofRELISTORis8mgfbrpatientsweighing38tolessthan62kg（84to  
lessthzLn1361b）or12mgforpatientsweighing62tol14kg（136to2511b）TPaticntswhose  
weights血1IoutsideoftheserangeSShouldbedosedatO．15mg此g．Seethetdblebelowto  
determirLCthecorrectirtiectionvolume．（2．2）  

P軋伽ntWeight  

Pound5   Kilogra汀IS   Ⅰ再七di01IV011Ime   Dose  

Les5tbam糾   Lessth揖138   Soebelow■   0．15mg瓜g   

g4t0lessthaれ13（i  38toless也an62   0．4ⅢL   8mg   
136 to 2511 62tol14   仇占ⅡlL   12mg   

More也an25l   Mor¢tbanl14   Seebelow＊   0．15mg此g   

●Ⅵleiqjectionvo）umefbrdleSePatientsshou）dbecalculatedusingoneofthefollowing（2・2）：  

・MultiplythepatientweightinpoundsbyO．0034androundupthevolumetothene訂eSt  

O．1mL．  

・MultiplythepatientweightinkilogramSbyO．0075androumdupthevolumetothenearest  
O，1mL．   

Inpatientswithsevererenalimpairment（creatinineclearancelessthan30mL／min），dose  

reductionofRELISTORbyone・halfisrecommended．（8．6）   

＿－＿岬＿…－＿－…－－－－－－ DOSAGEFORMSANDSTRENGTHS－“岬一－－－－…－－叩－－－  

12mg／O．6mLsolutionfbrsubcutaneousirtiectioninasjngle－uSeVjal．（3）   

v－H－N－－－－－～－bPqMPq－ CONTRATNDICATIONST－－＿－－－＿＿＿b－－－－－－－－－－～h一－－－－  

・REuSTORiscontraindicatedinpatientswithknownorsuspeCtedmechar）ical   
gastrointestinalobstruCtion．（4）   

－－－－－Mq－一一”－M－－－一鵬－－－－－ WARNINGSAⅣDPRECAUTIONS－－－－－－P－－…叫－－H－q－”－－  

Ifsevereorpersistentdiarrheaoccursduringtreatmentadvisepatientstodiscontinuetherapy  
withREuSTORandconsuIttheirphysician．（5．1）   



－…一－h－－－h－－－”－－－－ ADVERSEREACTIONS－－一仙－－－－－－－P－－rM仙－－－－欄－一岬－  

Themostcommon（＞5％）adversereactionsreportedwithREuSTORareabdominalpaln，  

f［atulence，nauSea，dizzinessanddiarrhea．（6．1）   

Torepor青StJSPECTEDADVERSEREACTIONS，COtLtaCtWyethPharmacetlticalshIC．at  

l－800一，34－555‘orFDA乱tl－＄00－yDA－1（は80rWWW．創h．goY／medwat血．  

M－－”－・－－－－～－－－－－－－一一” DRUGINTERACTIONS－一仙－－－q－・H・－M－Ⅶ－一岬－h－－  

InanmvitTt）Study，methylnaltrexonebromiqewasaweakinhibitorofcytochromeP450（CYP）  

isozymeCYP2D6activity，butinaninvivostudyitdidnotsigniBcantlya飽ctthemetabolismof  

theCYP2D6substrate，dextromethorphan（7．1）   

ph””－－H剛－・－－”叫・－－ USEINSPECIFICPOPtJLATIONS－N”N－－－q－－M－－M－－＿．  

SafetyandefncacyofRELISTORhavenotbeenestablishedinpediatricpatients．（8．4）  

Sムe17brPATIENTCOtJNSELINGmORMATIONaLndFDA－aPprOVedpatieJ）t  
labeling．  

Rモdsed：4佗00き   



mLPRESCRIBINGINFORMAT10N：CONTENTS臓   

1  ⅠNDlCATIONSANDtJSAGE   

2 DOSAGE AND ADMINISTRATION 
ユ．1 Geれ¢ralDosingh払rma偵on  

ユ．2 Dosing  
2．3 Preparatio月払rI皿jettion  

3  DOSAGEFORMSANDSTRRⅣGTES   

4   CONTRAINDICATIONS   

5  Ⅵ脚汀NGSANDPRECAmONS  
5．1 S椚reOrPe柑istentI）iarr血ea  
5．2  PモdtoⅡellC乱theters   

‘． ApVERSERRACTIONS  
6．1 CIhjcAtTrhlExperieJICe   

7  DRUGmERACTIONS  
7．1 D相野M血b01払畑byqb血Ⅲm亡p450払○野meS  
7．2 prugきR£舶IlyExeretd   

＄  USEINSPECⅢⅧCIIOrULATIOⅣS  
さ．1 P托gmanq「  
8．2 L乱borandDeliYeりr  
さ．3 ⅣⅥ相加gMo仙¢搾  

乳4  Pdhtrktねe  

＄．5  G併血triet鬼モ  

乱‘ Re批lImpa】ment  
乱7 馳御伽Imp札Irment   

，  pRUGABVSEANDDEPENDENCE  
，．1 ContromedStlbstance  

，．2  Abuse  

9．3 Depモmden亡e   

l¢  0VERDOSAGE  
lO．1 ⅡⅥm乱心Experience  
lO．2 Mam重唱eme山OrOverdo組ge  

・「笥   



11 Ⅰ）ESCRIPTION   

12 CLINICAL PHARMACOLOGY 
12．1 Medlan由moIAction  

lヱ．2 Phamacodynamies  

12．3 P血8rm且COkinetics  

12．4 E蝕etonCardi8CRep018riヱation   

13  NONCLINICALTOXICOLOGY  
13．1 CareiI10geme由，Mutage皿飴is，Ⅰ血paim¢ntOrFe川和ity  

13・ヱ A皿im如Toxi帥lo訂an肋rPbarmaeology   

14  CI．INICALSTVDIES   

l‘  HOWSUpPLIED／STORAGEANDHANDL脚G  
l丘1 Stomge   

17  PATIENTCOUNSEL耶GINFORMATION  
17．1 Infbma鵬on払rPatie皿tS  

17．ヱ FDA－ApprovedP乱痛e鵬In伽rmation  

▲細山I耶Or別1触旺donlOmittedlmm仙モ血Il一雨bilIginhrm8癒on▲代nOtl』暮血   



mLrR丑SCR刀打NG抑ORMATION   

l  mICATIONSANDtlSAGE  

RELISTORisindicatcdforthetreatmentofopioid－iTlducedconstipationinpaticntswith  
adv弧CediIlnesswhoa陀ー¢∝1Ylngpa】1iativec灯らWhenresponseblax如iY¢也訂apyhぉnot  
beer）Su餓cicnt．UseofREuSTORbeyondfburmonthshasnotbeenstudicd・   

2  DOSAGE AND ADMINLSTRATION 

2．1 GelIerdDo血g血払rm創触川  

FORSUBCUTANEOUSINJECTIONONLY   

RELISTORshouldbeiQjcctedintheupperaml，abdomenorthigh．   

ヱ．2 Dosimg  

RELISTORisadministeredasasubct）taneOuS叫ection．Thcusualschedu）eisonedoseevery  
Otherday，BLSneCded，butnomore舟equent）ythanonedoseina24－hollrPeriod【∫eeCt加ital  
馳曲β〝〃］．   

TherecommendeddoseofRELISTORis8mgforpatientsweighing38tolessthan62kg  
（84tolessthan136）b）or12mgforpatientsweighing62tol14kg（136to2511b），Patients  
Whoseweight血1lsoutsideoftheserangeS・ShouldbedosedatO・15mgn（g・Seethe也blebelowto  
d蝕mine仇c∽mCt桓桓頭onvolume．  

Pa触ntWei由t  

Pounds   Kilograms Ⅰ雨∝鰯○皿Ⅴ01ume   Dose  
bs5也ang4   Lessthむ13さ   Sモモbelow♯   0．15mg此g   

＄4tolessthan136  38tolesstban62   0．4ⅡlL   8mg   
136to251   62tol14   0．石山I．   12mg   

More than 251 More血anl14   Seebモ1椚㍉   0．15mg此g   

＊The叫ectionvolumeforthesepatientsshouldbecalcuhtcdusingoneofthefo1lowIng：   

・MultiplythepatientweightinpoundsbyO．0034androundupthevolumetothenearest  
O．1mL．  

・MultiplythepatientweightinkilogramsbyO．0075aJldroundupthevolumetothenearest   
0．lmL．   

InpatierrtswithsevererenaIimpairment（Creatinine弔Iearancelessthan30mL／min），dose  
reductionofRELISTORbyone－halfisrecommended［se寧tkein勘ec押PqpuLhibns＠．6）］．  

【   



2．3 Prep乱mtiom払rI可edion  

RELISTORisasterile，Clear，andcolorlesstopaleye1lowaqueoussolution．Parenteraldrug  
productsshouldbein？PeCtedvisuallyfbrparticulatematteranddiscolorationpriorto  
administration，Wheneverso）utionandcontainerpermit．IfanyOfthesearepresent，thevial  
shouldnotbeuscd．   

Oncedrawnintothesyrlnge，ifimmediateadministrationisnotpossible，StOreatambieTltrOOm  
temperatureandadministerwithin24hours【∫eePatient（力unseliTq坤rmation〝7）］．   

3  DOSAGEFORMSANDSTRENGTHS   

12mg／0．6mLsohJtionforsubcutaneousiltiectioninasingle・uSeVial［see加s呼and  
止血血也ね血椚クス】．  

4  CONTRAplDICATIONS   

RELISTORiscontraindicatedinpatientswithknownorsuspectedmechanica】gastrointestinal  

Obs打u¢tioIl．   

5  WINGSANDPRECAmIONS   

5．1 SeYereOrPersisIentDi＆rrtIea   

Ifsevereorpersistentdiar血飽OCCurSduringtreatment，advisepatientstodiscontinuetherapy  
withREL‡STORandconsulttheirphysician．   

5．ユ  Peritone且1C弘也eters  

UseofRELISTORhasnotbeenstudiedinpatientswithperitonealcatheters，   

‘   ApVERSEREACTIONS   

‘．1 CliniealTrialExperiemce  

BecauseClimicaltrialsareconductedumdervaJYlngCOnditioms，adversereactionratesobservedin  
theclinicaltrialsofadrugmaynOtre鮎cttheratesobservedinpractice．  

ThesafbtyofRELISTORwasevaluatedintwo，dcruble－blind，Placebo－COntrOlledtrialsin  
patientswithadvancedi11nessre∝1Vlngpalliativecare：Studylincludedasing）e－dose，double－  
blind，placebo－COntrOlledperiod，WhereasSttldy2includeda14－daymultipledose，double－blind，  
Placebo－COntrOlledperiod【seeCtinicalStudies〝4）］・lnbothstudies，Patientshadadvanced  
i11nesswithali飴expeCtanCyOflessthan6monthsandreceivedcaretOCOntrOltheirsymptoms．  
Them再0rityofpatientshadaprimarydiagnosisofincurab】ecancer；Otherprimarydiagnoses  
includedend－St喝eCOPD／emphy5ema，Cardiovasculardisease几eart鮎Iure，AIzheimer’s  
disease／dementia，ⅢV／AIDS，OrOtheradvancedillnesses．Patientswererece）VlngOpioidtherapy  
（mediandailybaselineoralmorphineequivaJentdose＝172mg），andhadopioid－induced  
COnStipation（either＜3bowelmovementsintheprecedingweekornobowelmovementfbr2  
days）．BoththemethylnaJtrexonebromideandpIacebopatientswereonastablelaxativeregimen  
fbratleast3dayspriortostudyentryandcontinuedontheirregimenthroughoutthestudy．   



TheadversereactionsinpatientsreceivingRELISTORareshownintablebeJow．   

■Dos彷‥0・075，0・15，肌dO．30m離裾西05e   

7   DRlTGmRACTIONS   

7．1 D川gSMe血b01血削吋q巾血romモア451Ⅰ細野m携  

hinvi如drugmetabolismstudiesmethylnaltrexoncbromidedidnotsignificantlyinhibitthe  
activityofcytochromeP450（CYP）isozymeSCYPIA2，CYP2A6，CYP2C9，CYP2C190r  
CYP3A4，WhileitisaweakinhibitorofCYP2D6．haclinic＆ldruginteractionstudyinhealthy  
adultmalesubiepts，aSdbctztzLneOuSdoseofO．30mgn（gOfmethylnaJtrexonebrDmidedidnot  
SigniBcant＆血tthemetabolismofdextromethorph肌，aCYP2D6substrate．  

7．2 Drtl騨Re仙IIyEx亡代ted  

ThepotentidfordruginteractionsbetweenmethylmaltrexoncbromideanddrugSthatareactively  
SeCretedbythekidneyhasnotbeeninvestigatcdinhumans．  

8   USEmS搾CⅡけCPOPUIATIOⅣS   

乱1 P代官n且皿呼  

PregnanCyCate！gOryB   

Reproductionstudieshavebecnperformedinpregnantrats如intravenousdosesuptoabout  
14timestherecommendedmaximumhumansubcutaneousdoseofO．3mgn（gbasedonthebody  

Sur鮎eareaandinpfegnantrabbitsatintravenousdosesuptoabout17timestherecommended  
maximumhumanSd）CutaneOuSdosebasedonthebodysurfhceareaandhavereveaJedno  
evidenceofimpairedfbrtilityorharmtothefetusduetomethylnaltrexonebromide．Thereareno  
adeqt）ateandwell－COntrOlledstudiesinpregz）antWOmen・Because叩ima）reproductionstudies  

arenotalwayspredictiveofhumanresponse，methylnaltrexonebromideshouldbeusedduring  
pT？gnanCyOnlyifcIcarlyneeded．   



＄．2  LaborandDe】iYery  

E飽ctsofREuSTORonmother，fetus，durationoflabor，anddeliveryareunknown．Therewere  
noe脆ctsonthemother，1abor，delivery，OrOnO蝕pringsurvivalandgrowthinratsfbllowlng  
Subcutaneousirtiectionofmethylnaltrexonebromideatdosagesupto25mg／kg／day．   

8．3 NⅥ帽illgMotIlerS  

Results丘omananimalstudyusingPH］－1abeledmethyInaltrexonebromideindicate  
thatmethyhaltrexonebromideisexcretedviathemilkoflactatingrats，Itisnotkn0wnWhether  
thisdrug］SeXCretedinhumanmilk．Becausemanydrugsareexcretedinhumanmilk，Caution  
ShouldbeexercisedwhenRELISTORisadministeredtoanurslngWOman．   

8．4  PediatricUse   

Sa危tyande餓c拡yOfRヱLISTORhavenotbeenestablishedinpediatricpatients．   

乱5  GeriatrieUse  

Inthephase2and3doub）e－blindstudies，atOta）of77（24％）patientsaged65－74years  
（54methylnaltrexonebromide，23placebo）and8tOtalof100（31．2％）patientsaged75yearsor  
Older（61methylnaJtrexoElebromide，39placebo）wereenrolled．Therewasnodif稔renceinthe  
e伍cacyorsafetypro創eoftheseelder）ypatient主whencompaJTedtoyoumgerpatients．Therefore，  
nodoseaqjustmentisrecommendedbasedonage．   

＄．‘ R¢nalImpalrment  

Nodosea4jushentisrequiredinpatientswithmildormoderaterenalimpalmeflt．  
Dose－reductionbyone－halfisrecorrmendedinpatientswithsevererenalimpairment（Creatinine  
CleatanCelessthan30mL／min）．lnastudyofvolunteerswithvaryingdegreesofrenal  
impairmentreceivingasing）edoseofO．30mg此gmethylnaltrexbnebromide，renalimpairment  
hadamarkede飽ctontherenalexcretionofmethylnaltrexonebromide．Severerenal  
impazrmentdecreasedtherenalclearanceofmethyInaItrcxonebromideby8－tO9－foldand  
resultedina2－fo1dincreaseintotalmethylnaltrexonebromideexposure（AUC）・Cm8X竺SnOt  

Signi鰯cantlychanged．Nostudieswereperfbrmedinpatientswithend－Stagerenalimpalrment  
requiringdialysis・   



臥7 Hepa偵clmpairmeれt  

Nodosea4iustmentisrequiredforpatientswithmildormoder紳hepaticimpamnent．Thee飴ct  
Ofmi1dandmoderalehepaticimpalrmentOnthcsystcmicexposuretomethylnaltrexonebromide  
hasbeenstudiedin8su噂ectseach，widlChild－PughClassAandB，COmPadTedtohealthy  
S叫ects．Resultsshowcdnomeaningfule脆ctofhepaticimpalrmentOntheAUCorC．n＆XOf  
methylnaltrexonebromide・Thee触tofseverehep慮cimpalrmentOnthepharmacokineticsof  
methylnaltrcxoncbromidehasnotbeenstudied．   

9  DRUG ABUSE AND DEPENDENCE 

，．1 Contr011edSub＄t且nee   

Methyhaltrcxonebromideisnotacontrolledsubstance．   

，．2  Ab廿＄e   

RELISTORisaperiphcral］y－aCtingmu－OPioidreceptorantagonistwithnoknmriskofabuse．   

，．3 Ⅰ〉¢penden亡e  

RELISTORisaperiphera11y－aCtingmu－OPioidreceptorant喝Onistwithnokn0wnriskof  
depEndency．   

10  0VERDOSAGE   

lO．1ⅠIum軋nExperiemc¢  

DuringclinicaltrialsofREuSTORadministeredsubcutaneously，nOCaSeSOfmethyhaltrexone  
bromideoverdosewerereported．lnastudyofhealthyvolumteerS（n＝41），aSinglcdoseof  
O．50mg此gadministeredasasubcutaneousirtiectionwaswe）lqtolerated．A＄tudyofhealthy  
VOluT）teCrSnOtedorthostatichypotensionassoci如edwithadoseofO．64mgA（gadminist訂edasan  
IVbolus．   

10.2 Management of Overdosage 

Nospeci銭cinformationisavai1d）1eonthetreatmentofoverdosewithRELISTOR．lntheevent  
Ofov6rdose，emPloytheusualstlPPOrtivemeasures，e・g・，Clinicalmonitoringandsupportive  
therapyasdictatedbythepatientTsclinicalstatus．SignsorsymPtOmSOforthostatichypotension  
Shouldbemonitored，andtreatmentshou）dbeinitiated，aSaPPrOpriate・   



11  DRSCRIPTION   

REuSTOR（methylnaltrexonebromide）SubcutaneOuS叫ection，aPeripherally－aCting  
mu－OPioidreceptorantagonist，isasterile，ClearandcoIor）esstopaleye1lowaqueoussolution．  
Thechemicalnamefbrmethylnabexonebromideis岬）「ル（CyClopropylmethyl）  
noroxymorphonemethobromide．ThemolecularfbrmtJlaisC21H26NO4Br，andthemolec山】ar  
Weightis436・36・Each3mLvialcontains12mgofmethy）naltrexonebromideinO．6mLof  
Water．Theexcipientsaqe3．9mgsodiumchloridcUSP，0．24mgedetateca］cit）mdisodiumUSP，  
andO．18mgglycinehydrochloride．Duringmanufhcture，thepHmayhavebecna噂ustedwith  
hydrochloricacidand血rsodiumhydroxide．   

nestruCturalformulais：  

12  Cl．mCALPHARMACOLOGY   

12．1 Mechan誌mofAttion   

MethylmaltrexonebromideisaselectiveantagOnistofopioidbindingatthemu－Opioidreceptor．  
Asaquatemaryamine，theabilityofmethy）naltrexonebromidetocrosstheblood－brainbarrier  
isrestricted・Thisallowsmethylnaltrexonebromidetofunctionasa・periphera11y－aCting  
mu－Opioidreceptorantagonistintissuessuchasthegastrointestinaltract，therebydecreasingthe  
COnStipatinge飴ctsofopioidswithoutimpactingopioid－mediatedanalgesice飴ctsonthe  
CentraJnervoussystem．   

12．2 P血色rmacodynamics  

UseofopioidsinduccsslowingofgastrointestinaImotility狐dtranSit．A血喝Onismof  
gastrointestinalmu－Opioidreceptorsbymethylnaltrexonebromideinhibitsopioid－induceddelay  
Ofgastrointestinaltransittimei11adose－dependentmannerinrats．Thee脆ctsof  
methylnaltrexonebromideoncentTa）mu－Opioidreceptorswereevaluatedinapharmacodynamic  
Studyinwhichsu句ectsreceivedadoseofremif岳ntani），Sufncienttoproducepupiliary  
COnStriction，fo1Jowedbyplacebo，naloxone，Ormethy）naltrexone．Fo）1owlngremifentanil  
administration，themethylnaltrexoneaJ）dplacebogroupsshowednochangemPupiliary  
COnStrictionwhilethenal0ⅩOnegrOuPShowedamarkedchangeoverthetimeintervaltested．  

1¢   



12．3 Pharmaeokine鵬es   

崩抑画加  

Fol）owlngSubcutaneousadministratjon，methyln＆ltrexonebromideisabso血dmpidly，with  
Peakconcentrations（CmBX）achievedatapproximatelyO・5hoprs・Acrosstherangeofdoses  
ヲValuatedpeakplasmaconcentrationandareaundertheplasmaconccntration－timecurve（AUC）  

mc柁aSeinadose－PrOPOrtionalmanner，aSShowJlinthetablebelow．   

一掬血路m仇n（SD）．   

1E叩明朗dぉmd血（帽nめ  

皿加地畑山  

MethylnahTeXOnebromideunderg昨STnOderatetissuedistribution・Thestcady－StateVOlumeof  

distribution（Vss）is叩PrOXimatelyl．1L／kg．The鮎ctiomofmethyhaltrexorLebromideboundto  
humanplasmaproteinsisll．0％to15．3％，aSdeterminedbyequilibriumdialysis．  

腸ねふ8胎椚   

Inamassbalancestudy，aPPrOXimately60％oftheadministeredradioactivityrecoveredwith  
5distinctmetabolit¢SandnoneofthedetectedmetaboliteswasinamOuntSOVer6％of  
administeredradioactivity．ConversiontomethyIJ－naltrexolisomers（5％oftotal）and  
methyhaltrexonesulfhte（1・3％oftotal）appeartobetheprhTaryPathwaysofmetabolism・  

N－demethylationofmethy）naJbTeXOnetOPrOducenaltrexonelSnOtSigni鮎ant．  

且虻柁Jわ〃  

Methyhnltrexonebromideiseliminatedprimari1yastheunchangeddrug（85％ofadministcred  
radioactivity）．Approximatelyhalfofthedoseisexcretedintheurineandsomewhat）essin  
免ces・TheterminaIhalf・1脆匝佗）isapproximately8hours．   

12・4 E打沈t011CardiacRepolar血tion  

Inarandomized，doublcblindplacebo－and（OPen－labeI）mox用oxacinqtrolled4－period  

CrOSSOVerStudy，56healthysubiectswereadmimisteredmethylnaltrexonebromideO．3mg此gand  

mcthylnaltrexonebromideO・64mgn（gbyIVinfusionover20minutes，p）acebo，andasingleoral  

doseofmoxif［ox鉱in．AtboththeO．3mgn（gandO．64mgA（gmethylr）altrexonebromidedoses，  

nosign班cante飴ctontheQTcintervalwasdetected．  

1l  
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13  NONCuNICALTOXICOLOGY   

13．1 C8rCinogenesis，Mtlt＆ReneSis，Imp＆irmeTttOfFertility  

C孔ー亡inogen飴is，MⅥtageneSis，ImpairmモntOfFeHili呼  

Cβ化加（郡聡∫ね  

Long－termStudiesinanimalshavenotbeenperformcdtoevaluatethecarcinogemicpotentialof  
methylnaltrexonebromide．   

肋昭乃g血  

Methylna）trexonebromidewasnegativeintheAmestest，Chromosomeaberrationtestsin  
Chinesehamsterovarycellsandhumanlymph∝yteS，inthemouselymphomacellforward  
mutationtestsandintheinvivomousemicronucleustest．   

加卯fmg乃J〆爪！鵬J砂  

MethylnaJtrexonebromideatsubcutaneousdosesupto150mg／kg／day（about81timesthe  
recommendedhaximumhumansubcutaneousdosebasedonthebodysur鮎earea）wasfoundto  
havenoadvcrsee飴ctonfertilityandreproductiveperformanCeOfmaleand氏malerats．   

13・2AnimalTo血olo訂and／orPb肝maeOlo訂  

AsinglesubcutaJ）¢OuSdoseof500mgA（gOfmethylnaltrexonebromidewasnotlethaltorats．  

Reproductionstudieshavebeenperformedinpregnantratsatintravenousdosesupto  
25mgA（g／day（about14timestherecommendedmaximumhumansubcutaneousdoseof  
O・3mgn’gbasedonthebodysurfacearea）andinpr甲Iantrabbitsatintravenousdosesupto  

16mgn（g／day（about17timestherecommendedmaxlmumhumansubcutaneousdosebasedon  
thebodysur血cearea）andhaverevealednoevidenceofimpairedfbrtilityorhzLrmtOthefetus  
duetomethylnaltrexonebromide．  

InaninvLLrohumanCardiacpotassiumionchannel（hERG）assay，methylnaltrexonebromide  
CauSedconcentration－dependentinhibitionofhERGcurrent（1％，12％，13％and40％inhjbition  
at30，100，300andlOOOpMconcentrations，reSPeCtively）．Methyhaltrexonebromidehada  
hERGIC500f＞10001iM．InisolateddogPurkjQie負bers，methy）naltrexonebromidecaused  
PrOlongationsinactionpotentialduration（APD）．Thehighesttestedconcentration（10llM）in  
thedogPurki再efiberstudywasabout18and37timestheCm8Xathumansubcutaneous（SC）  
dosesofO・3andO・15mgn（g，reSpeCtively．InisolatedrabbitPurkiqjefibers，mCthylnal＆exone  
bromide（uptolOOllM）didnothaveane飴ctonAPD，COmParedtovehiclecontrol．The  
hjghestmethy】naltrexonebromideconcentration（100LIM）testedwasabout186and373tlmes  
thehumanC．T似atSCdosesofO．3andO．15mgn（g，reSPeCtively．Inanesthetizeddogs，  
methylnaltrexonebromidecauseddecreasesinb）00dpressure，heartrate，Cardiacoutput，le允  
Ventricularpressure，leftventricularenddiastolicpressure・and＋dP／dtat≧lmgn’g・lnc？nSCious  

dogs，methylnaltrexonebromidFCauSedadose－relatedincreaseinQTcinterval．A鮎raslngleIV  
dosageof20mgA（gtObeagledogs，PredictedCmaxandAUCvalueswereapproxlmately482and  
144times，reSPeCtively，theexposureathumanSCdoseofO・15mgn’gand241timモSand66  

times，reSpeCtive］y，theexposureatahumanSCdoseofO．3mgA（g．Inconsciousgulneapigs，  

12   



methylnaltrexonecausedmildprolongatidnOfQTc（4％overbaseline）at20mg此g，IV．A  
thoroughQTcassessmerLtWaSCOnductedinhumansDeePhamacokiTWtic！〃2・4）］・   

14  CLmCALSTUDIES  

T71ee餓c8CyandsafttyofRELISTORinthetreatmentofopioid－inducedoonstipationin  
advancedilhesspatientsreceivingpalliativecarewasdemo71Stratedintworandomized，  
double－blind，placebo＜OntrO11edstudies．Inthesestudies，themedian喝eWaS68years¢ange  
2l－100）；51％were飴males．hbodlStudies，Patientshadadvancedillnesswithali免expeCtanCy  
oflcssthan6months狐dreceivedcaretocwtroltheirsymptOmS．Them頑Orityofpatientshada  
prlmaJγdiagnosisofinctzrablecanceK；0therprlmaZydiagnosesincludedend－Stage  
COPD庵mphysema，Cardiovasculardiseasc瓜eart魚il∬ちAIzheimer’sdisease／demcntia，  
HIV／AlDS，Or8dleradvancedi11nesses．Pfiortoscreeding，patientshadbeenrecelVmgpalliative  
Opioidtherapy（mediaJldailybaselineoralmorphi7WCquivalentdose＝172mg），弧dhad  
Opioid－inducedconstipation（either＜3bowelmovementsintheprecedingweckornobowd  
movementtbr＞2days）．Patientswereonastableopioidregimen≧3dayspriortorandomiz8tion  
匝otincludingPRNorrescuepainmcdicdion）andrcceivedtheiropioidmedicationduringthe  
StudyasclinicalJyn∝ded．Patier）lsmaintajnedtheirregularIaxadveregimenfbrdlcast3血ys  
Priortostudycntry，andthrot）ghoutthestudy．Rescuclaxativeswereprohibited舟om4hours  
beforeto4hoursa鮎rtaking弧iQjectionofstudymedicadon．   

Studylcompared＆Single，double－blind，SubctrtaJleOuS．doseofRELISTORO．15mgAq！，Or  
RELISTORO．3mgkgversusphcdbo．Tb¢double－blinddosewasfo1lowcdbyBLnOPen－1abe1  
4－Weekdosingpcriod，WhereRELISTORcouldbeusedasneeded，nOmOFe鮎quentlythan  
ldoseina24hourperiod．Throughoutbothstdyperiods，Patientsmaintainedtheirregular  
laxativeregimen．Atotalof154patients（47RELISTORO．15mg此g，55RELISTORO．3mg此g，  
52placdbo）wcreenro11cd8ndtreatedinthedoublc・blindperiod．Theprimaryendpohtwasthe  
PrOpOrtionofpatientswitharescue－BTeelaxationwithin4hoursofthedouble－blinddoseof  
Studymedication．REuSTOR－treatedpatientshadasigni茄cantlyhighcrrateoflaxationwithin  
4hoursofthedotJbleJblinddose（62％forO．15mgA（gand58％forO．3mgkg）thandid  
Placebo－treatedp釦ients（】4％）；P＜0．0001foreachdoseversusplacebo（Figll柁1）．  

Study2compareddoubleJ）Iind，Sd）CutaneOuSdoscs云fRELISTORgiveneveryotherdaybr  

2wecksversusplacebo．Patientsreceivcdopioidmedication≧2weekspriortorecelVlngStudy  
medication．Duringthefirstweck（daysl，3，5，7）patientsreceivedeitherO．15mg此g  
RELISTORorpIacd）0．lnthesecondwedkthepatient’sassigneddosecouldbeincreasedto  
O．30mg此gifthepatienthad20rfヒwerrescuc－he）axationsuptoday8．Atanytime，the  
padent’sassigneddosecouldbereducedbasedontolerabiJity．Data舟om133（62RELISTOR，・  
71placebo）patientswereanalyzed．Therewere2primarycndpoints：PrOPOrtionofpatientswith  
arcscue－舟eeJaxationwithin4hoursofthe貢rstdoseofstudymedicationandproportionof  
Patientswitharescue－Beelaxationwithin4hoursa丘eratlea＄t20fthe鮎st4dosesofstudy  
medication．RELISTOR－treatedpatientshadahigherrateoflaxationwithin4hoursofthe血st  

doseP8％）thanplacebo－treatedpatients（16％）；P＜0，0001（Figurel）．RELISTOR－treated  
Padentsalsohadsignはcantlyhigherrates・Oflaxationwithin4hoursafteratleast20fthefirst  
4doses（52％）thandidplacebo－treatedpatients（9％）；P＜0．000l．Inbothstudies，in  
叩prOXimately30％ofpatients，laxationwasreportedwithin30mim）teSOfadoseof  
RELISTOR．  
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Figurel．LaxationResponseWithin  
4HoursoftheFirstDo＄e  
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（∩＝71） （n萄2）  

＄tudy2  

（n＝52） （nl■7） （n亡55）  

Studyl  

■pく0．0001鳩．P】a亡母bo  

Inbothstudies，therewasnoevidenceofdi脆rentiale飴ctsofageorgenderonsafttyor  
e氏cacy．Nom呪ningfuIsubgroupanalysiscouldbeconductedonracebecausethestudy  
POpulationwaspredominantlyCaucasian（＄8％）．Theratesofdisc皿tinuationduetoadverse  
eventsduringthedoub）eblindplacebocontrolledclinicaltrials（StudylandStudy2）were  
COmParablebetweenRELISTOR（1・2％）andplacebo（2．4％）・   

β以和あ〟呼q／月g乎○耶e  

DurabilityofresponsewasdemonstratedinStudy2，inwhichthelaxationresponseratewas  
consistent負・Omdoselthroughdose70VerthecourSeOfthe2－Week，doub）e－blindperiod．   

Thee用cacyandsafetyofmethylnaltrexonebromidewasalsodemonstratedinopen－1abel  
treatmentadministered庁omDay2throughWeek4inStudyl，andintwoopen－1abelextension  
studies（StudylEXTandStudy2EXT）inwhichRELISTORwasgivenasneededforupto  
4months．Duringopen－1d）eltreatment，PatientsmaintainedtheirregularIaxativereglmen・A  
totalof136，21，and82patientsreceivedatleastlopen－1abeldoseinstudiesl，1EXT，and  
2EXT，reSPeCtively．Laxationresponseratesobservedduringdouble－blindtreatmentwith  
RELISTORweremaintainedoverthecourseof3to4monthsofopen－1abeltreatment．   

（わfo掃こ加α乃dタd加肋柁∫  

Therewasr）Orelationshipbetweenbaselineopioiddoseandlaxationresponsein  
methylna）trexonebromide－treatedpatientsir）thesestudies．1naddition，mediandailyopioiddose  
didnotvarymeaning負111y舟ombaselineineitherRELISTOR－treatedpatientsorin  
pJaccbo－treatedpatients．Therewerenoclinical1yrelevantChangesinpalnSCOreS舟ombaseline  
ineitherthemethylnaltrexonebromideorp］acebo・treatedpatients・  
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16  HOWStJPPLIED／STORAGEANDⅡANDLmG  

NDC  
ⅣmER   PACXSIZE   COmmS   

0008－121g－01   1vi81perca止On  One12m帥．‘mLsingle－uSeVial   

0008．2513＿02   7traysperkit   Each鵬ycon也ins：  
One12mgA）・6mLsingleusevial，OnCIcc（mL）syringe  

）needle   

l‘．1 Storage  

RELISTORshouldbestoredat20－250C（6＄－77甲）；eXCurSionspermittedto15－300C（59－860F）  
【seeUSPControllcdRoomTemperature］．Donot舟∝Ze．Protectかom）ight．  

17  PATIENTCOtJNSEI．郡GINFORMATION   

17．1Ⅰ加ゎrmation血rPationts  

hstructpati00tSthattheusualscheduleisonedoseeveryotherday，aSneeded，butnomore  

叫u飢dy也皿One血seina24－hourperi∝l．  

In叩prOXimately30％ofpa‡ie血SinclinicaItrials，1axdionwasreportedwithin30minutesofa  

doseofRELISTY）R；therefore，advisepatientstobewithincloseproximitytotoilet魚cilities  

OnCCthedrugisadministercd．  

IT）StruCtPatiemtsnottocontinuetakingRELISTORiftheyexperiencesevereorperSistent  
diardiea．hstruCtpatientsthatcommonsidee蝕ofRELISTORincludetransicntd）domina）  
paln，nauSeaBLndvomiting・Advisep8tientstocontacttheirheaIthc訂ePrOYiderifanyofthese  
SymPtOmSperSistorworsen．   

lnstruCtPaticntstodiscontinueREuSTORiftheystoptakingtheiropioidpainmedication．  

17・2 FDA－ApproY¢dl＞a触山Lさ心e貼ng  

PATIENTINFORMATION   

RELISTOR♪d’－i一助′〃  
（metl■yln81tr旺Onebromi（k）  

Imjeetio血  

ReadthePa土ientlnformationmitcomeswithRELISTORbeforeyoustartusingitandeachtime  
yougetare別】・¶leremaybenewinformation・Thisleanetdoesnottakethep］aceoftalking  

withyourhcalthcareprovideraboutyourmedicalconditionoryourtreatment・  

Wllati5RELISTOR？  

RELISTORisaprescr］PtJOnmedicinetlSedtotreatconstipationthatiscausedbyprescription  
P81nmedicines，Ca11cdopioids，inpatientsrecelVlngSuppOrtivecarefbrtheiradvancedillness，  
Whenothermedicinesforconstipation，CaIIedlaxatives，havenotworkedwe）lenough．  
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WhatshouldItelJmyhealthcareprovidert）ebretakiJ）gREI．ISTOR？  

Te））yot］rbe＆Ithcareproviderabot］tal】ofyourmedicaJconditionsIiJICltJdi－1gifyou：   

● arepregnantOrplantobecomepregnant．ItisnotknownifREuSTORcanharmyOur  
unbornbaby・lfyoubecomepregnantWhi）eusingRELISTOR，te11yourhea】thcare  
providerrightaway．  

● arebreast－fbedingorplantObreast一飴ed・Iti5nOtknownifRELISTORpassesintoyour  
breastmiIk．   

Te）1yotlrheaIthcareprovideraboutalJmediciT）eSyOutake・Continuetakingyourother  
medicinesforconstipationunlessyourhealthcareprovidertellsyoutostoptakingthem・  

ⅠIow5bouldItakeRELISTOR？  

● TakeREuSTORexactlyasyourhealthcareprOViderte11syou．  

● TakeRELISTORbyaniltiectionundertheskin（SubcutaneousiQiection）oftheupper  
arm，abdomen，Orthigh．  

● Donottakemorethanonedoseina24－hourperiod．  

・Mostpatientshaveabowelmovementwithina飴wminutestoa危whoursaftertakinga  
doseorRELISTOR．  

●IfyoustoptakingyourprescnptlOnPalnmedicine，Checkwithyourhealthcareprovidcr  

beforecontinulngtOtakeRELISTOR．  

●IfyoutakemoreRELISTORthanprescribed，talktoyourhealthcareproviderrightaway．  

Seethedetai1edPatienthstructiotL＄fortJseattheendofthisPatient］bfbrmationleaflet  

foriz）brTnatioAabot［thowtopreprc＆TldinjectREIJISTOR．  

Wh如aretbepo＄Siblesidee蝕e触OrRELISTOR？  

Commonsideef‡もctsofRELISTORinclude：  

・abdomimal（如Oma血）p8in  

● gaS  

●  mauSea  

● dizziness  

● diarrhea   

●IfyougetdiarrheathatissevereordoesnotstopwhiletakingREuSTOR，StOPtaking  
RELISTORandcalJyourhealthcareprov王der．  
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・IfyougetabdominalpainthatwiJlnotgoaway，OrnatISeaOrVOmitingthatisnewor  
WOrSe，CallyourheaIthcareprovider．   

ThesearenOtd］ofthepossiblesidee飴ctsofRELISTOR，TellyourhealthG訂eprOViderifyou  
haveanysidee飴ctthatbothersyouorthatdoesnotgoaw8y．   

Callyourdoctorformedicaladviceaboutsidee飴cts．Youmayreportsidee脆ctstoFDAat  
l－800－FDA－1088．   

ⅠIows血ol11dIstoreREI．ISTOR？  

・StoreRELISTORvialsat68to770F（20to250C），  

● Donot丘eeヱeR王LISTOR．   

・KeepRELISTOR8Way録omlightuntilyouarereadytouseit．   

・IfRELISTORhasbecndrawnintoasymngC狐dyouaretln8bletou5ethemedicineright  
away，keepthesynngeatroomtemperatureforupto24hours．Thesyringedoesnotneed  
tobekeptaw町如mlightdtqingthe24－ho甲Period・  

KeepRBLISTORandallmcdidⅡeS，JleedJ傍andsynngesoutortherc＆ChofcbiIdren．   

G●nOmlin払m8donaboutRELISTOR  

Medicincsuesomctitnespre＄Cribedforconditionsthataqenotmentionedinpatientinformation  
leanets・DonotuseREuSTORforaconditionforwhichitwasnotprescribed．Donotgivc  
RELISTORtootherpeop］e，eVenifth甲havethesamesymptomsthatyouhave．Itmayharm  
them．   

TIⅢSLEAFLETStJMn4AuESTIIEMOST別PORTANTひげORM仏TIONABOtTr  
REuSTOR．IFYOtJWOVu‖uX腋MOREm下ORMON，TALKWITⅡYOUR  
DOCTOR．YOtJCANASKYOtJRrⅡÅRMACISTORDOCTORFORm肝ORMATION  

ABOt7TRELISTORTⅡATISⅥmTENFORⅡEALTHCAREPROVⅡ〉ERS．FOR  

MORE肺肝ORMATION，GOTOWⅥ叩軋RELISTOR．COMORCALLl一別川一，34－555‘．  

ⅥⅧ如8retbeingrediモmt＄】nRELISTOR？  

Activclngredient：methylnaJtrexonebromide  
Inactivelngredients：SOdiumchloride，edetatecalciumdisodiumUSP，glycinehydrochloride．  
Duringmanu血cture，thepHmayhavebema句ustedwithhydrochloricacidand／orsoditJm  
hydroxide．  

WyetⅣ  
M訂ketedby：  

Wy¢thI，hamaceuticalsI肛．  
Phjlade】phja，PA19101  

17   



Prog感 ●Tリ  
Underlicense舟om：  

mogenicsPhamaceudcals，Inc．  
TarけtOWn，NYlO591  
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P＆tictIth虞rt）CtionsbrUseofRELISTOR  

VIALA．NDSYRmGEⅦREmmLENREDLEINTRAY   

Introdue偵on：  

Thefb1lowlnginstructionsexplainhowtoprepareandgiveanirtjectionofRELISTORtheright  
Way，When偶1ngaRELISTORtraycont血ingasynngewitharetractd）1eneedle．Aretractable  
necdleisonethatispulledbacksodla（itiscovereda鮎ruse，tOPreVentneedlestickirtjury．   

ThePaticntInstructionsfbrUseincludesthefo1lowlngStepS：   

Stepl：一代p鵬ng仙¢i可∝ti棚  
StqI21一代p乱dれg仙¢野mge  
St印3；Cho鵬hg8ndpr叩肘mgami可ee伽皿S祉e  
飢ep4：Inj∝血書REuSTOR  
凱印5：p臨posi喝0l別叩p】i錦  

Beforestar（ing，readandmakesurethatyoutmdcrstandthePatientInstruCtionsforUse．  
F8mi1iarizeyourselfwiththeRELISTOR叫，Whichcontainsthesupplicsyouneedforan  
iTtjection．Ifyouhaveanyquestions，tdkloyourhealthcareprovider．Yourtrayshouldinc］udc  
血eぬIlowlng：  

1．RELISTORvi81   
2．1mLsydngewi也血tablenedle（Ⅴ肌ish恥血り  
3．281cohoIswabs   
4．PrescribingInformation－infohnationaboutRELISTORthatiswrittenforhealthcare  

pro危ssionals  

5．PatientInstruCtionsibrUseofRELISTOR・instruCtions8boutREL王STORthatare  

W血en飴rpatients   
Inaddition，yOuwi11needacottonbal】orgauze，andyoum町needanadhesivebandage．  

Import仙tNbtes：   

・DoJ10ttLSeaRELISTORvhImorethaJ10netime，eVeJliftbereismediciJ）eIe魚iJ）the  
Vhl．   

●IfRELISTOR血a＄beeJldrawJ）ibtO＆SynngeaJ）dyotI＆re皿＆t）letotLSethemediciJ）e  
rightaw8y，keepthesyringeatroomtemperattLrefbrupto24bour＄．The町血ge  
doe5nOtn由一obモkeptawayn■Omlig血tdu血g仙e24－hoⅦr匹riod．Formore   
i皿伽rma偵0Il丑山utbowtostoreRmSTOR，S恍仙esoeti仙ealld‘‘How＄bou】dI  
＄tOre闇TOR？，，intheFDA－ApproYedP＆tieAILabeJing．   

●S血糊y仙rowawayRELISTORYialsa舟erllSe．   

・DoⅡOt托ⅥSe町n喝eS姐d皿eedlモS．   

・ToavoidneedIestickinjtIries，doTldrecaptLSedneedIe＄．  
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Stcpl：Preparingtheinjectiotl  

l． Findaquietplace．Chooseanat，Clean，We）1－1itworkingsur魚ce，   

2． Washyourhandswithsoapandwarmwaterbeぬrepreparing免〉rtheirtiection．   

3． LookatthevialofRELISTOR（Figurel）．TheliquidintheviaJshouldbeclear肌d  
tolorlesstopaleye1low，andshouldnothavearLyParticlesinit．Ifnot，donotusethevial  
andca11yourhealthcareprovider．  

FigurcI   

St叩2：Preparimg仙esyn皿ge  

l． Removethecap舟omthevialcontainingRELISTOR（Figtm2）．  

Figure2   

2． WipetherubberstopperwithanalcohoIswab（Figure3）・  

Fi糾re3  
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Firmlyholdthebamlofthesyringeandremovetheneedlecapstraightofr（Figure4）．  
Donottouchthenecd）eorallowittotouchanySur魚ce．  

3．  

figw¢4   

CarefulIypullbadkontheplungertothelinethatmatchesthedoseprescribedbyyour  
healthcareprovider（Figure5）．Formostp戚ients，thiswi11betheO．4mLma止whichis  
弧gmgdoseor血モ0．‘mLma止wbi血isa12mgdo鍾．  

FiglI柁5   

hserttheneedlestraightdownintotherubbertopoftheRELISTORvial（Figure6）．Do  
notinsertitatanang）e．Thismaycausetheneedletobendorbreak．Youwil‖belsome  
resistanceastheneedlepassesthroughtherubbertop．  

Figure 6 

2l   



Gentlypushdowntheplungerumilyou氏e）resistance，andmostoftheairhasgoneout  
Ofthesyringeandintothevialげigure7）．DonotptlShp＆Sttheresistancepoint・Doing  
thiswiIIYmaketheneed）eretract（pullback）intothesyringebarrel．  

6．  

Figure7   

Withtheneedlestillinthevial，tumthevialandsyringeupsidedown．Holdthesyrlr）ge  
ateyelevel．Makesurethetipoftheneed）eisinthenuid・Slowlypullbackonthe  
plunger（Figure＄）tothemarkthatmatchesyourprescribeddose（usuallytheO・4JnL  
markwhichisan8mgdoseortheO．6mLmarkwhichisa12mgdose）．  

Figure＄   

Youmayseesome伽idorbubblesinsidethevialwhenthesynngeis創1ed・Tusis  
nomal．   

WiththeT）eedlesti11inthevial，gentlytapthe5yrlngetOmakeanyairbubblesrisetothe  
top（Figure9）・  
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Fi辞1柁9   

9・ S）owlypushtheplungcrupuntilal）airbubblesareoutofthesyringe（椚gure10），  

Figu柁10   

10・ Makesurethetipofther）eedleisinthenuid・SlowlypulJbacktheplungertodrawthc  
rightamoumtOfliquidbackintothesyringeO；igurell）．  

Figurell  

Ch恍ktobesu代地alyoⅦhave仙edgbtdoseorREuSTORimthe野nnge・  

Note：Asmallairbubblemaystayinthesyrlnge．Thisisdkayanditwi11nota飴ctthe  
doseofmedicineinthesyringc．  

11・ Slowlywithdrawtheneedle舟omthevial（donottouchtheneed）eorallowtheneedleto  
touchzmysu鳴ce）・Saftlythrowawqytheunusedmedicineinthevial．SeeStep5．  
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Step3：Ct100SiJlgaJIdpreparlnganinjectionsite  

l． Chooseanittiectionsite－abdomen，thighs，OrupperamS．SeeshadedareasinFigures  
12and13below．Dor）Ot叫ectattheexactsarnespoteachtime（rotate呵ecdonsites）．  

Donotirtjectintoareaswheretheskinistender，bmised，red，Orhard．Avoidareaswith  
SCarSOrStretChmarks．  

Figt［re12．AbdomctLOrtbigh－uSethesesiteswheniQiectingyourselforanother  

perSOn・  

FigtIre13．tJpperarm－uSethissjteonlywheniQjectinganotherperSOn・  

Figure12  Figure13   

CleantheiqjectionsitewithanalcohoIswabarldletitairdry．Donottouchthisarea  
againbeforegivingtheiQjection（Figure14）・  

Figure14   

Step4：Ⅰ画地伽gRELISTOR  

l． PinchtheskinaroundtheinjectionsiteasyouwereinstruCted（Figure15）・  

Figure 15 
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Insertthefu））lengthoftheneedJeintotheskinat45－degreeang）ewitha以quick  
dart－1ike”motion（Figure16）．  

2．  

Figure 16 

Letgooftheskinandslowlypushdownontheplungerpasttheresistancepoint・undlthe  
syringeisempb，andyouhear＆Click（Figure17）・   

Figu托17  

TheclicksoundmeanSthattheneedle（Figure18）hasbeenretracted（Pulledback）into  
thesyringebarrel（Figure19）・  

Figure18  Figu托19  

Holdacottonba1lorgauzeovertheiQjectionsite（Figure20）・Donotrubtheirtjection  
site．Applyanadhesivebandagetothe叫ectionsiteifneedcd・  

Figure 20 
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Step5：Disp05川gOrSupplie5   

・DoJ）Otre－uSeaSyrlngeOrneed）e．   

・Donotrecapausedn¢edle．   

・Placeusedneedks，SyrlngeSandvialsinaclosedble，ptmCture－reSistant¢OntainerrYoumay  
useasharpscontainer（SuChasaredbiohazardcontainer），ahardplasticcontainer（SuChas  
adetergentbottle），Orametal00ntainer（SuChasanemPtyCO飴ecan）・Askyourhcalthcwe  
providerfbrinstruCtionsontherightwaytothrowaway（disposeof）thecontainer・There  
maybestateandlocallawsabouthowyoushouJdthrowawayusedneedlesandsynnges・   

●Iryoul血Yeany叩¢S鵬onsクtaIk暮Oy州ー一組1th飴reprOViderorph8rma由t・  

WyetⅣ  
M加ketedby：  

Wy¢也phamaceuticalslnc・  
Pbiladelphia，PAけ101   

●T■ Prog慧望遠 

Underli¢e印紙鮎m：  

Prog飢icsPham18Ceutica】s，Inc．  
Tarrytown，NY10591   
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資料3－⑦ フエブキソスタット（febuxostat）  

ANNEXI  

SUMMARYOFPRODUCTCHARACTERISTICS   



1． MMEOFTHEMEDICINAL一食ODUCT   

ADENⅧC80mg丘Im－COatedtablets   

2． QUALITATIVEANDQUANTITATIVECOMPOSITION   

Eachtabletcontains80mgoffebuxostat．   

ExciplentS：Eachtabletcontains76．50mgoflactosemonohydrate   

Forafu111istofexcIPlentS，SeeSeCtion6．1．   

3． PHARMACEUTICALFO   

Film＿COatedtablet．   

Paleyellowtoyellow，創m－COated，CaPSuleshapedtablets，engraVedwith“80”ononeside．   

4． CLMCALPARTICULARS   

4．1Therapeu血imdita銀ons   

Treatmentofchronichyperuricaemiaincondidonswhereuratedeposi血onhasalready  
OCCurred（includingahistory，OrPreSenCeOttOphusand／orgoutyarduibs）．   

4．2 Pos010gyandme仙odoradminis什a鵬om   

TherecommendedoraldoseofADENURICis80mgoncedaiレwithoutregardtofood．If  

Senlmuricacidis＞6mg／dl（357トImOln）a鯖er2－4weeks，ADENURIC120mgoncedai1y  

maybeconsidered．   

ADENURJCworkssu疏cientlyquicklytoallowretestlngOftheserumuricacida鮎r2  
Weeks．Thetherapeutictargetistodecreaseandmaintainserumuricacidbelow6mg／dl  

（亨57卜mOl／1）．   

Goutflareprophylaxisofatleast6monthsisrecommended（seesection4．4）．   

Specialpop山如io皿S   

鮎船価明師血町  
Nodosagea嘩ustmentisnecessarylnpatientswithmi1dormoderaterenalimpalrment・The  
efncacyandsafbbThavenotbeen餌11yevaluatedinpatientswithsevererenalimpairment  
（creatinineclearanCe＜30mi／min，SeeSeCtion5．2）．   

月密αJわJ〝甲αf用Je〃J  

Therecommendeddosageinpatientswithmi1dhepaticimpalrmentis80mg．Limited  
informadonisavai）ableinpatientswithmoderatehepadcimpairment．Theefncacyandsafety  

Offbbuxostathasnotbeenstudiedinpatientswithseverehepaticimpairment（ChildPugh  

ClassC）．   

Jご／（んJ・什  
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Nodosea4iustmentisrequiredintheelderly（SeeSeCdon5．2）．   

〔溝iんかe〃α〃dα（わJe∫Ce〃J∫  

Astherehasbeennoexperienceinchildrenandadolescents，theuseofftbuxostatinsuch  

Patientsisnotrecommended 

り曙〟I＝JW岬血JJJ作ゆf川～．、・  

AstherehasbeennoexperienceinorgantranSPlantreclplentS，theuseoffbbuxostatinsuch  

Patientsisnotrecommended（seesection5．1）．   

4．3 Comtr扇mdicatioms   

呵PerSenSitivitytotheacdvesubstanceortoanyoftheexcipients（seesection4．8）．   

4．4 SpecialwarmlngSandprecau鵬onshrⅦSe   

Cαr（＃0－γαぎC〟Jαrd∫Or（おJ甘  

Treatmentwithfebuxostatinpatientswithischaemicheartdiseaseorcongestiveheartfailure  

isnotrecommended（seesection4．8）．   

dc〟Je卯〟少α〟αC由な0〟JJ伽rり  

FebuxostattreatmentshouldnotbestarteduntilanaCuteattaCkofgouthascompletely  
Subsided・Aswith0therurateloweringmedicinalproducts，gOutflaresmayoccurduring  

initiationoftreatmentduetochanglngSerumuricacidlevelsresultinglnmObili2＝ationof  

urate丘omtissuedeposits・AttreatmentinitiationwithfebuKOStatflareprophylaxisforatleast  
6monthswithanNSAIDorcoIchicineisrecornmended．  
IfagoutflareoccurSduringfebuKOStattreatment，itshouldnotbediscontinued・negOut  

nareshouldbemanagedconcurrentlyasappropnatefortheindividualpadent・Continuous  
treatmentwithfbbuxostatdecreasesfrequencyandintensityofgoutnares．   

。l加JJJ血叫，小〟山IJ  

Aswith0theruratelowenngmedicinalproducts，inpatientsinwhomtherateofurate  

formationisgreatlyincreased（e・glmalignantdise㌍eanditstreatment，Lesch－Nyhan  

Syndrome）theabsolutecoT？entrahonofxanthinelnurinecould，inrareCaSeS，se  

Sufncientlytoallowdeposlt10nintheunnarytract．Astherehasbeennoexpenencewith  

fbbuxostat，itsuseinthesepopulationsisnotrecommended．   

凡人一rぐ叩｝叫，…・血‘Jユ血叫椚肝  

Febuxostatuseisnotrecommendedinpatientsconcomitantlytreatedwith  
mercaptopurine／azathioprine（seesection4．5）．   

r乃e甲わ′招〝e  

Febuxostatshouldbeusedwithcautioninpadentsconcohitantlytreatedwiththeophylline  

andtheophyl】inelevelsshouldbemonitoredinpatientsstartingfbbuxostattherapy（see  
SeCtion4．5）．   

上ルer‘カ∫0れ尭r∫  

Duringthephase3clinicalstudies，mi1dliver餌IICdontestabnormalitieswereobservedin  

Patientstreatedwithfbbuxostat（3・5％）・Live沌nctiontestisrecommendedpriortothe  

lnitiationofther叩ywithfbbuxostatandperiodical1ythereafterbasedonclinicaljudgement  

（seesection5．1）．   



77伊和fd成gp托お柑  

IncreasedTSHvalues（＞5．5llIU／ml）wereobservedinpatientsonlong－termtreatmentwith  

fbb肌OStat（5・0％）inthelongtermOpenlabelextensionstudies・CautionチSrequiredwhen  

fbbuxostatisusedinpatientswithalteradonofthyroid免mction（seesectlOn5・1）・   

上αCわ∫e  

Febuxostattabletscontainlactose．Patientswithrarehereditaryproblemsofgalactose  
intolerance，theLapplactasedenciencyorglucose－galactasemalabsorptlOnShouldnottake  

也isme血cine．  

4．5 hteractionwithothermedicinaIproductsandotherfbrtnsofinteraction   

肋Ⅳ呼，坤〟わ乃血上山呼血e  

Althoughinteracdonstudieswithfebuxostathavenotbeenperformed，inhibitionofxanthine  
OXidase（XO）isknowntoresultinanincreaseinmercaptopurineorazathioprinelevels・On  

dlebasisofthemedhanismofactionoffebuxostatonXOinhibitionconcomitantuseisnot  
recommended．   

Druginterac五on－StudiesoffebuxostatwidlCytOtOXicchemotherapyhavenotbeenconducted．  

Nodataisavailableregardingthesafetyoffebuxostatduringcytotoxictherapy．   

rあg甲砂肪〃β  
r  r  

Althoughinteractionstudieshacvenotbeenperformedwithfebuxostdt，inhibitionofXOmay  
CauSeanincreaseinthetheophyllinelevel（inhibitionofthemetabolismoftheophyllinehas  
been 

． 

飴buxostat也er研．   

jⅥ甲れ刀好〃α〝do血r助力紡iわ和q／g血c〟和〝fゐよわ〝  

Febuxostatmetd）OlismdependsonUGTenzymeS．Medicinalproductsthatinhibit  

glucuronidadon，SuChasNSADsandprobenecid，COuldintheorya飴cttheeliminationof．  

fbbuxostat．InhealthysubjectsconcomitantuseOffbbuxostatandnaproxen250mgBIDwas  
associatedwithanincreaseinfebuxostatexposure（Cmax28％，AUC41％andtl／226％）．In  

ClinicalstudiestheuseofnaproxenorotherNSAIDs／Cox－2inhibitorswasnotrelatedtoany  
Clinicallyslgnificantincreaseinadverseevents．   

Febuxostatcanbeco－administeredwithnaproxenwithnodosea4iustmentOffebuxostator  
naproxenbeingnecessary．   

血血ce作q／g血c〟和〃f血如〝  

PotentinducersvofUGTenzymヲSmightpossiblyleadtoincreasedmetabolismanddecreased  
e餓cacyoffebuxostat．Monitonngofserumuricacidisthereforerecorrmendedl－2weeks  

aRerstartoftreatmentwithapotentinducerofglucuronidation．Conversely，CeSSadonof  

treatmentofaninducermightleadtoincreasedplasmalevelsoffebuxostat．   

C（）わ鋸c加α写〃（わ朋eねC血／勧加商血切払加齢相画面  

Febuxostatcanbeco－administeredwithcoIchicineorindomethacinwithnodosea4iustment  
Offbbuxostatortheco－administeredactivesubstanCebeingnecessary．   

Nodoseaヰiustmentisnecessaryforfebuxostatwhenadministeredwithhydrochlorothiazide・   



Nodoseaqjustmentisnecessaryforwarfarinwhenadministeredwithfbbuxostat．A氏er  

initiadonoffbbuxostattherapy，mOnitoringofanticoagulantaCbvityshouldbeconsideredin  
PatientsreceivlngWarfarinorsimilaragents．   

Jル叫肌JJ山肌・（’H｝JJ弼・…わ∫J′仙一・、・  

FebuxostatwasshoⅦltObeaweakinhibitorofCYP2D6invitTV．Inastudyinhealthy  

Su句ects，120mgADENURICQDresultedinamean22％increaseinAUCofdesipramine，a  

CYP2D6substrateindicatlngapOtentialweakinhibitoryeffbctoffbbtm）StatOntheCYP2D6  
enzymeinvivo．Thus，CO－administrationoffbbuxostatwith0therCYP2D6substratesisnot  

expectedtorequlreanydosea句ustmentforthosecompounds．   

d〃JαCブゐ  

ConcomitantlngeStionofanantaCidcontainlngmagneSiumhydroxideandalminium  
hydroxidehasbeenshowntodelayabsorptionoffbbuxostat（approximatelylhour）andto  
CauSea32％decreaseinCmzLX，butnoslgnincantchangeinAUCwasobserved．Therefore，  
fbbuxostatmaybetakenwithoutregardtoantaciduse．   

4．‘ Pregmancyandlactatiom   

ア相即α〃α  

DataonaverylimitednumberofexposedpregnanCieshavenotindicatedanyadverseef托cts  
OffbbuxostatonpregnanCyOrOnthehealthofthefoetushleWbomchild．Animalstudiesdo  
notindicatedirectorindirectharm餌1e蝕ctswithrespecttopregnanCy，enibryonal／foetal  
developmentorparturition（seesection5．3）．Thepotentialriskforhumanisunknown．  

FebuxostatshouldnotbeusedduringpregnanCy．   

β柁α∫J廓ed〃g  

Itisunknownwhetherfebuxostatisexcretedinhumanbreastmilk．Animalstudieshave  
ShownexcretionofthisactivesubstanCeinbreastmilkandanimpaireddevelopmentof  
SuCklingpups．ArisktoasucklinginfhntcannOtbeexcluded．Febuxostatshouldnotbeused  
Whilebreast－feeding．   

4．7 EfTbctsonat）iIitytodriveandusemachines   

Nostudiesontheeffbctsontheabilitytodriveandusemachineshavebeenperformed．As  
with0therxanthineoxidaseinhibitorsadversereacdonssuchassorrnolence，dizzinessand  
ParaeSthesiahavebeenreported．Patientsshouldexercisecautionbefbredriving，us1ng  

machineryorparticIPatlngindangerOuSaCtivitiesuntiltheyarereasonablycertainthat  
ADENURICdoesnotadverselyafftctperformance．   

4．＄ Umdesirablee恥cts   

Atotalof2531subjectsreceivedatleastonedoseofADENURIC（10mg－300mg）in  
clinicalstudies．  

タカα∫ejJⅥ〝（わ椚ねedc（）〃けOJねd∫助成e∫  

Inrandomisedcontrolledphase3clinicalstudies，＞，1000padentshavebeentreatedwiththe  
recommendeddosesof80mgor120mg（536subiectsenrolledina28weekstudyand507  
su句ectsenrolledina52weeksstudy）．Thetreatment－relatedevents（ADRs）weremostly  

mildormoderateinseverity．   



Themostcomm）nlyreportedADRs（investigatorassessment）areliverf血ICtionabnormalities  

（3．5％），diarrhoea（2．7％），headache（1．8％），nauSea（1．7％），raSh（1．5％）．   

Anumerical1ygreaterincidenceofinvestlgatOr－rePOrtedcardiovasculareventswasobserved  
inthefebuxostattotalgroupcomparedtotheallopurinolgroupinthepivotalPhaseIII（13vs  

O・3eventsperlOOPYs）andlong－termeXtenSionstudies（1．4vsO．7eventsperlOOPYs），  

althoughnostatisticalレsignificantdi蝕renceswerefoundandno 

． 

Ofatheroscleroticdiseaseandk）rmyOCardialin伽ction，OrOfcongesdveheartfailure．   

■  
Corrmon（≧1／100to＜1／10），unCOrrlmOn（≧1／1，000to＜1／100）andrare（≧1／10，000to  

＜1／1000）adversereacdonssuspected（investigatorassessment）tobedrugrelatedoccurring  

intheSOmg／120mgtreatmentgroupsandreportedmorethanonceinthetotalfebuxostat  
tre如mentgrouparelistedbelow．   

Withineach丘equencygro叩1ng，undesirablee蝕ctsarepreSentedinorderofdecreaslng  

SenOuSneSS．  

」   
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hvestlga五oms   

Uncommon  

Bloodamylaseincrease，Plateletcountdecrease，blood  

creatinineincrease，haemoglobindecrease，bloodurea  

increas早，LDHincrease，triglyceridesincrease   

Cardiacdisorders   ■ 一 一  

Palpitabons   

NeⅣOuS町Stem血sorders   Common  

Headache  

Uncommon  

Dizziness，paraeithesia，SOrrmOlence，alterddtaste   

Gastrointestinaldisorders   迦迎  

D血rhoea■，nauSea■  

Uncommon：  

Abdominalpaln，gaStrO－OeSOphagealrefluxdisease，  

vomiting＋，drymouth，dyspepsia，COnStipation，ffequent  
StOOIs，flatulence，gaStrOintestinaldiscomfort，   

Renalandunnarydisorders   Uncommon  

Nephrolithiasis，haematuria，pOllakiuria  

Rare  
Renal insufficiency 

Skinandsubcutaneoushssue  Q迎些堕   
血sorders －   Rash…  

Uncommon  

DermatitlS，urdcana，pruritus   

MusCuloskeletaland   Uncommon   

connectivedssuedisorders   Arthralgia，arthritis，myalgia，musClecramp，muSCuloskeletal  
pain   

Metabolism and nutrition Uncommon   

血sorders   Weightincrease，increasedappetite   

Vasculardisorders   Uncommon  

fb（pertenSion，nuShing，hotflush，   

General disorders and Uncommon   

administrationsiteconditions  Fatigue，Oedema，influenzalikesyrpptoms  

Rare  

Asthenia，thirst   

Hepato－biliarydisorders   Common  

LFTabnormalities   

Psychiatricdisorders   Uncommon  

Libido decreased 

Rare  

Nervousness，Insorrmia  



■Diarrhoea，nauSeaandvomltlngaremOre丘equentinpatientsconcomitantlytreated  
withcoIchicine  
＋＋ 
Noseri0usraShesorseverehypersensitivityreactionswerenotedintheclinical  

stu血es．   

エ0〃g一書ピノ刊甲e〃んめeJeズJ用∫わ〃封〟血∫  

Inthelong－termOpenlal）elextensionstudies，thenumberofpatientstreatedwithfbbuxostat  
80mg／120mguptolyearwas906，uP！02yearSWaS322，uptO3yearswas57，andup4  
yearswas53・Tbetreatment－relatedeventsreportedduringthelong－termeXtenSionstudies  
weresimi1artothosereportedinthePhase3studies（seeTablel）．Themostcommonly  
reportedtreatment－relatedevents（investigatorassessment）訂e：1iverfunctional）nOrmalides，  
diarrhoea，headache，raSh，hypertension．   

Thefo11owlngtreatment－relatedeventswerereportedmorethanonceinthetotalfbbuxostat  
treatmentgroupandwerereportedastmcommoninsubjectstakingfebuxostat80mg／120mg  
inlong－termeXtenSionstudies（upto4yearS，＞1，900PatientlearSOfe叩OSure）・These  
treatment－relatedeventswereeithernotreportedorreportedatalowerfrequencyforthese  
doses，inthepivotalPhase3studies：Diabetes，hyperlipidaemi島，insomia，hypoaesthesia，  
ECGal）nOrmal，COugh，dyspnoea，Skindiscolouration，Skinlesion，bursitis，prOteinuria，renal  
insufficienqY，ereCtiledys鮎IICdon，bloodpotassiumincrease，bloodTSHincrease，  

1ymphoq′teCOuntdecreased，WBCdecrease．   

4．少 0verdose   

Nocaseofoverdosehasbeenreported，Patientswithanoverdoseshouldbemanagedby  
SymptOmaticandsupportivecare．  

ヽ  
5． PHARMACOLOGICALPROPERTIES   

5．1Pharmacodynamicprope鵬ie5   

Phamacotherapeudcgroup：Preparadonsinhibidnguricacidproduction，ATCcode‥  
MO4AAO3  

Mecba皿ismo†adion  

UricacidistheendproductofpurinemetabolisminhumanSandisgeneratedinthecascade  
Ofhypoxanthine→Xanthine→uricacid．BothstepsintheabovetranSformationsare  
Catalyzedbyxanthineoxidase（XO）・Febuxostatisa2－arylthiazolederivativethatachiev？Sits  

therapeutice蝕ctofdecヮasingserumuricacidbyselectivelyinhibitingXO・FebuxostatlSa  

potent，nOn－PurineselectlVeinhibitorofXO（NP－SⅨ0）withaninvitTVinhibitionKiValue  

lessthanonenanomolar．Febuxostathasbeen血owntOPOtentlyinhibitboththeoxidizedand  
reducedformsofXO．AttherapeuticconcentrationsfbbuxostatdoesnotinhibitotherenzymeS  
invoIvedinpurineorpyrimidinemetabolism，namely，guaninedeaminase，hypoxanthine  
guaninephosphoribosyltranSferase，OrOtatephosphoribo野1tranSfbrase，OrOtidine  

monophosphatedecatboxylaseorpurinenucleosidephosphorylase・   

Clinicalstudiesresults  

TheefncacyofADENUMCwasdemonstratedintwoPhase3pivotalstudies（APEXstudy  
andFACTstudydescribedbelow）thatwereconductedin1832patientswithhyperuricemia  
andgout．Ineachphase3pivotalstudy，ADENUNCdemonstratedsuperiorabilitytolower  

8   



andmaintainserumuricacidlevelscomparedtoallopurinol．Thepnmarye餓cacyendpolnt  

ineachstudywastheproportionofpadentswhoselast3month1yseruワuricacidlevelswere  
＜6．Omg／dl（357pmol／1）．NopatientswithorgantranSplanthavebeenlnCludedinthese  

Studies（seesection4．2）．   

APEYSlu‘かTheAllopurinolandPlacebo－Contro11edEfGcacyStudyofFebuxostat（APEX）  
WaSaPhase3，randomized，double－blind，multicenter，28－Weekstudy．Onethousandand  

SeVenty－tWO（1072）patientswererandomized：Placebo（n＝134），ADENURIC80mgQD  

（n＝267），ADENURIC120mgQD（n＝269），ADENURIC240mgQD（n＝134）orallopurinol  

（3OOmgQD［n＝258］forpatientswithabaselin竺SerumCreatinine≦1・5mg／dlorlOOmgQD  
【n＝10］forpa飯entswithabaselineserumCreadnlne＞1．5mg／dland≦2．Omg／dl）．Two  

hundredandfortymgfbbuxostat（2血mestherecommendedhighestdose）wasusedasa  
Safttyevaluationdose．   

nLeAPEXstudyshowedstatistical1ysigniBcantSuperi0rityofboththeADENURIC80mg  

QDandtheADENURIC120mgQDtreatmentarmSVeYTuSthe？OnVentiormal1yuseddoses  
Ofallopurino1300mg（n＝258）／100mg（n＝10）treatmentarmlnreducingthesUAbelow6  
mg／dl（357pmoln）（seeTable2andFigurel）．   

FACTSiu4y：TheFebuxostatAllopdrinoIControlledTrial（FACT）StudywasaPhase3，  

randomized，double－blind，multicenter，52－Weekstudy．Sevenhundredsixty（760）patients  

Wererandomized：ADENURIC80mgQD（n＝256），ADENURIC120mgQD（n＝251），Or  

allopurino1300mgQD（n＝253）．   

TheFACTstudyshowedthestatistical1ysignificantSuperi0rityofbothADENURIC80mg  
andADENURIC120mgQDtreatmentarmSVerSuSthec？ワVentionallyuseddoseof  
allopurino1300mgtreatmentarminreducingandmaintalnlngSUAbelow6mg／dl（357  
ドmOl月）．   

Table2summarisesthepnmaryefncacyen4pointresults：  

Table2  

ProportionofPatientswithSerumUricAcidLevels＜6．Omg／dI（357IlmOln）  

LastThreeMomthlyVisits  

Allopurinol  

S血dy   ADENtTRIC   ADENtmC  300／  

80 mg QD 120mg（〕D   100mg（〕Dl   

APEX   48％－   65％幕，＃   22％   

（28weeks）   （n＝262）   （n＝269）   （n＝268）   

FACT   53％零   62％■   21％   

（52weeks）   （n＝255）   （n＝250）   （n＝251）   

Combined   51％事   63％事，＃   22％   

n＝517 （n＝519）   （n＝519）   

1results魚・OmSub）eCtSreCeivingeitherlOOmgQD（n＝10：patientswithserum   
Creatinine＞1・5and≦2・Omg疋1）or300mgQD（n＝509）werepooledforanalyses 

Res山ts  （）  

TheabilityofADENURICtolowerserumuricacidlevelswaspromptandpersistent．  
Reductioninserumuricacidlevelto＜6．Omg／dl（357トImOM）wasnotedbytheWeek2visit   



andwasmaintainedthroughouttreatment．ThemeanSen∬nuricacidlevelsovertimeforeach  
treatmentgroup丘omthePhase3pivotalstudiesareshowninFigurel．  

Figt）relMeanSerllmUricAcidLevel＄CombiJ）edPhase3Studies  
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Note：509pa也entsrebeivedallopurino1300mgQD；10patientswithserumCreatinine＞1．5and＜2．Om卵1  
Weredosedwith100mgQD・（10patientsoutof268inAPEXstudy）．  
240mgfebuxostatwasusedtoevaluatethesafebTOffebuxostatattwicethereconⅡnendedhighestdose．   

ル血叩Ⅷ両面由加血Ⅷか評判叩浄血抑机血行撒狛叫血珊珊  

TheAPEXStudyevaluatede腿cacyin40patientswithrenalimpairment（i．eリbaselineserum  

Cre如inine 

． 

endpointin44％（80mgQD），45％（120mgQD），and60％（240mgQD）ofpatlentSCOmPared  

toO％intheallopurinollOOmgQDandplacebogroups．   

Therewerenoclinical1yslgni丘cantdiffbrencesinthepercentdecreaseinserumuricacid  

COnCentrationinhealthysubjectsirrespecdveoftheirrenalfunction（58％inthenormalrenal  

functiongroupand55％inthesevererenaldys伽nctiongroup）．  

タカ刑αγgゆ0血書加血∫〟占g′℃呼q秒α〟∽J∫W油∫M≧ノβ椚g儲  

Approxユmately40％ofpatients（combinedAPEXandFACT）hadabaselinesUAof≧10  
mg／dl・InthissubgroupADENUⅢCachievedtheprirTaryefncacyendpointin41％（80mg  
QD），48％（120mgQD），and66％（240mgQD）ofpatlentSCOmparedto9％inthe  

allopurino1300mg／100mgQDandO％intheplacebogroups．   

CJ血cαJO〟加椚e∫ノダ′Ⅵ，Or如〝q／セα血〃蕗柁曾〟fわ〝gJ作α加e〃J♪r（JgO〟J．伽柁α〃d叫加∫たe  

C力α〃き㌍  

Theprpportionofsubjectsrequiringtreatmentforagoutflare（APEXandFACTStudy）was  
numenCalIylowerinthegroupsthatachievedanaVeragepOSt－baselineserumuratelevel＜6．O  

mg／dl，＜5・Omg／dl，Or＜4・Omg／dlcomparedtothegroupthatachievedanaveragepost－  

10  

ヽ、   



baselineserumuratelevel≧6．Omg／dlduringthelast32weeksofthetreatmentperiod（Week  

20－Week24toWeek48－52intervals）．   

Twoyearsofdata丘omthePhase3PpenLabelExtensionstudyshowedthatthemaintenanCe  
Ofserumuratelevels＜6mg／dl（＜357pmol／1）resultedinadecreaseintheincidenceofgout  
nareswith1essthan3％ofsu切ectsrequiringtreatmentforanare（i．e．morethan97％of  

Patientsdidnotrequiretreatmentforaflare）atMonth16－24・Thiswasassociatedwitha  
reducdonoftophussIZeleadingtocompleteresolutionin54％ofsubiectsatMonth24．   

Duringthephase3clinicalstudies，mildliver餌IIChontestabnormaliheswereobservedin  

patientstreatedwithfebuxostat（3．5％）．Theseratesweresimilartotheratesreportedon  

allopurinol（3・6％）（seesection4．4）．IncreasedTSHvalues（＞5．5いIU／mi）wereobservedin  

patientsonlong－termtreatmentwithfbbuxostat（5．0％）andpatientswithallopurinol（5．8％）  

inthelongtermOpenlabelextensionstudies（seesection4．4）．   

ThetotalexposuretoADENURICinphase3pivotalstudiesandlong－termeXtenSionstudies  
isgreaterthan2700patientサearS．   

5．ヱ Pharmacokmedcpropel欄es   

hhealthysubjects，maXimumplasmaconcentradons（C．nax）andareaundertheplasma  

COnCentradon血mecurve（AUC）offebuxostatincreasedinadoseproportionalmanner  
fo1loⅥ几ngSlngleandmuldpledosesoflOmgto120mg．Fordosesbetween120mgand  

300mg，agreaterthandoseproportionalincreaseinAUCisobservedforfebuxostat．Thereis  

noappreciableaccumulationwhendosesoflOmgto240mgareadministeredevery  

24hou†S・FebuxostathasanaPParentmeanteminaleliminationhalf－1ife（tl／2）of  

approxlmate］y5to8hours．   

Populationpharmacokinetic／pharmacodynamicanalyseswereconductedin211patientswith  
hyperuricemiaandgout，treatedwithADENURIC40－240mgQD．Ingeneral，fbbuxostat  

Pharmacokineticparametersestimatedbytheseanalysesareconsistentwiththoseobtained  
fromhealthysubjects，indicatlngthathealthysubiectsarerepresentativefor  
pharmacokinetic／pharmaCddynamicassessmentinthepatientpopuladonwithgout．   

．丑…7〟わII  

Febuxostatisrapidly（tnaxofl．0－1．5h）andwellal）SOrbed（atleast84％）．Aftersingleor  

multipleoral80and120mgoncedailydoses，C．naxisapproximately2．8－3．2トIg／mi，and5，0－  

5．3トIghnl，reSPeCdvely．Absolutebioavai1abilityofthefebuxostattal）letformulationhasnot  

beenstudied．   

Followingmultipleoral80mgoncedai1ydosesorasingle120mgdosewithahighfatmeal，  

therewasa49％and38％decreaseinCmaxanda18％and16％decreaseinAUC，  

respecbvely．However，nOClinicallyslgnificantChangeinthepercentdecreaseinserumuric  

acidconcentrationwasobservedwheretested（80mgmuldpledose）．Thus，ADENURICmay  

betakenwithoutregardtofood．   

か血血如血州  

Theapparentsteadystatevolumeofdistribudon（Vssn）offbbuxostatraTgeS舟om29to751  
afteroraldosesoflO－300mg．TheplasmaproteinbindingoffbbuxostatlSaPprOXimately  

99・2％，（primarilytoalbumin），andisconstantOVertheconcentradonrangeachievedwith80  

and120mgdoses．Plasmaproteinbindingoftheac仕vemetabolitesrangeSfromabout82％to  

91％．  
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故山め0〟∫朋  

Febuxostatisextensiveレmetal）01izedbycortiugationviauridinediphosphate  

glucuronosyltranSfbrase（UDPGT）en町meSyStemandoxidationviathecytochromeP450  
（CYP）gstem，FourpharmaCOlogicalけacdvehydroxylmetaboliteshavebeenidenti丘ed，Of  

WhichdlreeOCCurinplasmaofhumanS．1nvitTVStudieswithhmanlivermicrosomesshowed  
thatthoseoxidativemetaboliteswereformedprimaribbyCYPIAl，CYPIA2，  

CmC80rCYP2C9andfebuxostatglucumnidewasformedmainlybyUGTIAl，1A8，and  

lA9  

上溝椚加α〟0〝  

Febuxostatiseliminatedbybothhepaticandrenalpathways．Followingan80mgoraldoseof  
14 c－labeledfebuxostatapproximate吋49％ofthedosewa5reCOVeredintheurineas  
unChangedfebuxostat（3％），theacylglucuronideoftheactlVeSubstance（30％），itsknown  

OXidadvemetabolitesandtheircoI如gates（13％），andotherunknownmetabolites（3％）．h  

addidontotheurinaryexcredon，aPprOmieレ45％ofthedose竺SreCOVeredinthefaeces  

asth？unChangedfbbux8Stat（12％），theaqlglucuromideoftheactlVeSdbstance（1％），its  

knownoxidadvemetabolitesandtheirco再ugate＄（25％），andotherunkn0wnmetal）01ites  

（7％）．   

Spedalpopuladons  
蝕胤摘明紳ぬ呵  
Followingmidpledosesof80mgofADENUⅢCinpatientswithmild，mOderateorsevere  

renalinsu餓ciency，theC．naxoffebuxostatdidnotchange，relativetosu切ectswithno  

renalfunction．The’meantotalAUCof鈷buxostatincreasedbyapproxim独和1．S－fold丘om  

7．5pg・hhnlinthenormalrenal軋mctiongroupto13．2pB．h／miinthesevererenal4ysfLmCtion  
group・TheCnAXandAUCofactivemetabolitesやCreaSedupto2－and4－fold，reSpeCdveレ・  

Howrer，nOdosea嗜ustmentisnecessaryinpatlentSwithmi1dormoderaterenal  

1mpauTnent   

物Jわf甲J乃〝e〟  
Followingmultipledosesof80mgofADENtmICinpadentswithmild（Child－PughClass  
A）ormoderate（Child－PughClassB）hepaticimpairment，theCnaxandAUCoffebuxostat  

anditsmetabolitesdidnotchangeSignifican叫comparedtosubjectswithnormalhepatic  
軋mction．Nostudieshavebeenconductedinpatientswithseverehepaticimpairment（Chld－  

PughCla5SC）．   

4野  

Therewerenosigni鮎antChangeSObservedinAVCoffebuxostatoritsmetabolitesfollowing  
multipleoraldosesofADENURICinelderlyascomparedtoyoungerhealthysubiects．   

Ge〃（おr  

FollowingmuldpleoraldosesofADENURIC，theCnaxandAUCwere24％and12％higher  

infemalesthaninmales，reSpeCtiveけ．However，Weight－COrreCtedCmz．xandAUCwere  

Similarbetweenthegenders．Nodosea句ustmentisneededbasedongender．   

5．3II托Cli扇c山sa粘けdata   

Effbctsinnon－Clinicalstudiesweregeneralレobservedatexposuresinexcessofthe  

maximumhLmaneXPOSure．   

（力Ⅳ加oge〃e姉別〝ねge〃e∫ね，叫叩血閻相棒血物  
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Inmalerats，aStadstical1ysigniAcantincreチSeinuTinrybladdertumOurS（transitionalcell  

PaPillomaandcarCinoma）wasfoundonlylnaSSOClatlOnwithxanthinecalculiinthehigh  

dosegro山P，atapPrOXimatelylltimeshumaneXpOSure．TherewasnoslgniLcantincreasein  

anyOthertumOurtypeineithermaleorfbmalemiceorrats．TTleSe丘ndingsareconsidereda  

COnSequenCeOfspeciesspeci且cpurinemetabolismandurinecomposidonandofnorelevanCe  
toclinicaluse．   

Astandardbatteryoftestforgenotoxicitydidnotrevealanybiological1yrelevantgenOtOXic  

effbctsforfebuxostat．   

Febuxostatatoraldosesupto48mg此g／daywasfoundtohavenoeffbctonftrtilityand  
reproductiveperformanCeOfmaleandfbmalerats．   

Therewasnoevidenceofimpairedfertility，teratOgeniceffbcts，OrharmtOthefoetusdueto  

febuxostat・Therewashighdosematernaltoxicityaccompaniedbyareductioninweaning  
indexandreduceddevelopmentofof粘pringinratsatapproximately4．3timeshuman  

exposure・Teratologystudies，performedinpregnantratsatapproximately4．3timesand  

pregnantrabbitsatapproximately13dmeshumanexposuredidnotrevealanyteratOgenic  
effbcts．  

6． PHARMACEUTICALPARTICULARS   

6．1 Listorexcipiemts   

7七島わJcore  

Lactosemonohy血融e  
MicrocIystalline cellulose 
Magnesium stearate 
fbTdroxypropylce11ulose  
Croscarmellose sodium 
Silica，COlloidalhydrated   

7セムわJcoα血g  

OpadryII，Yellow，85F42129containing：  

PoレⅥnyldcohoI  
Titaniumdioxide（E171）  
Macrogols 3350 
Talc  

Iropoxideyellow（E172）   

6．ヱ 血compa鵬bili鵬es   

Notapplicable．   

后．3 Shelrli鮎   

2years   

6．4 Specialprecautioms紬rstorage   

ThismedicinalproductdoesnotrequlreanySpeCialstoragecondition．  
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6．5 Nahlreamdcomtentsorcomtaimer   

Clear（AclarnVC仏ユuminium）blisterof14tablets．   

ADENURIC80mglSaVai1ableinpacksizesof28and84別m－COatedtal）1ets．   

Notallpacksizesmaybemarketed．   

后．6 Spetialpretau血ms伽rdisposal   

NospecialrequlrementS．   

7． MARlaTINGAtJTHORISATIONHOLDER   

IpsenManufacturingIrelandLtdPMIL）  
BlanChardstownIndustrialPark  
Snu岳boroRoad  
Dublin 15 

heland   

8・ MAMTINGAUTHORISATIONNUMBER（S）   

9． DATEOFFmSTAUTHORISATION／RENEWALOFTHEAtJTHORISATION   

lO．DATEOFREVISIONOFTHETEXT  

Detai1edinformationonthisproductisavailableonthewebsiteoftheEumpeanMedicines  
AgencyPMEA）httD：／／www．emea．euroDa．eu／  
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l． NAMEOFTIIEMEDICINALPRODUCT   

ADENURIC120mg別m－COatedtablets   

2． QUALITATIVEANDQUANTrrATIVECOMPOSITION   

Eachtabletcontains120mgoffbbuxostat．   

ExcIPlentS：Eachtabletcontainsl14．75mgoflactosemonohydrate   

Forafu111istofexclplentS，SeeSeCtion6．1．   

3． PHARMACEUTICALFORM  

Film－COatedtablet．   

Paleyellowtoye1low，film－COated，CaPSuleshapedtablets，engraVedwith“120”ononeside   

4． CLIN）CALPARTICULARS   

4．1Therapeuticindications   

Treatmentofchronichyperuricaemiaincondidonswhereuratedeposidonhasalready  
OCCurred（includingahistory，OrPreSenCeOttOphusand／orgoutyarthrids）・   

4．2 Posologyandmethodoradmimistra鵬0爪   

TherecommendedoraldoseofADENURICis80mgoncedai1ywithoutregardtofood・If  
serumuricacidis＞6mg／dl（357pmol／l）aAer2－4weeks，ADENURIC120mgoncedaily  

maybeconsjdered．   

ADENURICworkssu伍cientlyquicklytoa1lowretestlngOftheserumuricacidafter2  
weeks．Thetherapeudctargetistodecreaseandmaintainserumuricacidbelow6mg／dl  
（357叶mOl／1）．   

GoutflareprOPhylaxisofatleast6monthsisrecommended（seesection4・4）・   

SpeciaJpopulatioJ）S   

几川（J／血一！飾、止〃り、  
Nodosagea4iustmentisnecessarylnpatientswithmi1dormoderaterenalimpairment・The  
efBcacyandsafbtyhavenotbeenfu11yevaluatedinpatientswithsevererenalimpalrment  
（creatinineclearanCe＜30mi／min，SeeSeCtion5．2）．   

〃甲αJわJ〝甲αわⅦe〃J  

Therecommendeddosageinpatientswithmi1dhepaticimpalrmentis80mg・Limited  
informationisavailableinpatientswithmoderatehepadcimpairment・Theefncacyandsafbty  
offbbuxostathasnotbeenstudiedinpadentswithseverehepaticimpairment（ChildPugh  
ClassC）．   

且んおrか  
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Nodosea4justmentisrequiredintheelder吋（seesection5．2）．  

C加納乃α〝dα（わJe∫Ce〃J∫  

Astherehasbeennoexperienceinchildrenandadolescents，theuseoffebuxostatinsuch  
patientsisnotrecommended．   

（），苫αJ7JmI叩血机m坤血舶  

AstherehasbeennoexperienceinorgantranSPlantrecIPlentS，theuseoffebuxostatinsuch  

Patientsisnotrecommended（SeeSeCdon5．1）．   

4．3 Contraimdica鵬0れS   

呵persensitivitytotheactivesubstanCeOrtOanyOftheexcipients（seesection4．8）．   

4．4 Speci且1wamlmgSamdprecaⅥ鰯011S紬ru5e   

Cの切払一Vα－のJねrゐor（おJ甘  

Treatmentwithfebuxostatinpatientswithischaemicheartdiseaseorcongesdveheartfhilure  
isnotrecorrmended（seesection4．8）．   

Am鹿go〟少α肋C血伽〟JJ伽，り  

Febuxostattreatmentshouldnotbestarteduntilanacuteattackofgouthascompletely  
Subsided・Aswith0theruratelowenngmedicinalproducts，gOutflaresmayoccurduring  

ihitiationoftreatmentduetochanglngSerumuricacidlevelsresultinglnmObilizadonof  
urate丘omdssued印OSits・Attreatmentinidationwithfbb皿OStatflareprophylaxisforatleast  

6monthsw血anNSAIDorcoIchicineisrecommended．  

Ifagoutflareoccursduringfbbuxostattreatm甲t，it血ouldnotbediscontinued・Thegout  

flareshouldbemanagedconcurrentlyasappropnatefortheindividualpatient．Continuous  
treatmentwithfebuxostatdecreases丘equencyandintensityofgoutnares．   

励血加減卿血加  

Aswith0theruratelowerlngmedicinalproducts，inpatientsinwhomtherateofurate  
formadonisgreatlyincreased（e・glmalignantdise㌍eanditstreatment，Lesch－Nyhan  

Syndrome）theabsoluteco？？entrat10nOfxanthinelnurinecould，inrareCaSeS，Se  

SufncientlytoallowdeposltlOnintheunnarytraCt・Astherehasbeennoexpenencewith  
febuxostat，itsuseinthesepopulationsisnotrecommended．   

Aね叩坤〟血‡e血zαJ加呼）カ〃e  

Febuxostatuseisnotrecommendedinpatientsconcomitantlytreatedwith  

mercaptopurine／azathioprine（seesec血on4．5）．   

川ビ叩吋JJf肝  

Febuxostatshouldbeusedwithcautioninpadentsconcomitantlytreatedwiththeophylline  
andtheophy11inelevelsshouldbemonitoredinpatientsstartingfebuxostattherapy（See  
SeCtion4．5）．   

上ルer（＃∫OJておJ7  

Duringthephase3clinicalstudies，mildliver軋mctiontestabnormalideswereobservedin  

Patientstreatedwithfbbuxostat（3・5％）・Liverfunchontestisrecommendedphortothe  

lnidationoftherapywithfbbuxostatandperiodicalレthereafterbasedonclinicaljudgement  

（seesec也on5．1）．  
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叩l・J・りんJ（かりJlJh二ヾ  

IncreasedTSHvalues（＞5．5pIU／mi）wereobservedinpatientsQnlong－termtreatmentwith  

fbbuxostat（5・0％）inthelongtermopenhbelextensionstudies・CautionチSrequiredwhen  

fbbuxostatisusedinpatientswithalterationof仇yroidfunction（seesectlOn5．1）．   

エαCわ∫e  

Febuxostattal）1etscontainlactose．Patientswithrarehereditaryproblemsofgalactose  

intoleranCe，theLapplactasedeficiencyorglucose－galactasemalabsorptlOnShouldnottake  
thismedicine．  
4．5Interactionwithothermedicinalproductsandotherfbrmsofinteraction   

肋rc呼，J甲〟わ〃e／加娩ブ呼〃〃e  

Althoughinteractionstudieswithfbbuxostathavenotbeenperformed，inhibitionofxanthine  
OXidase（XO）isknowntoresultinanincreaseinmercaptopurineorazathioprinelevels・On  
thebasisofthemechanismofactionoffbbuxostatonXOinl1ibitionconcormtantuSeisnot  

recommended，   

DruglnteraCtionstudiesoffbbuxostatwithcytotoxicchemotherapyhavenotbeenconducted．  
Nodataisavai1ableregardingthesafbtyoffbbuxostatduringcytotoxictherapy．   

乃e咋）砂招〝e  

Althoughinteractionstudieshavenotbeenperformedwithfebuxostat，inhibihonofXOmay  
CauSeanincreaseinthetheophy11inelevel（inhibitionofthemetabolismoftheophyllinehas  
been 

． 

fbbuxostattherapy．   

凡甲和∫e〃α〃do娩er加加地or∫q／gJ〟C〟和〃iゐ血〃  

FebuxostatmetabolismdependsonUGTenzymeS．Medicinalproductsthatinhibit  
glucuronidation，SuChasNSAIDsandprobenecid，COuldintheorya蝕cttheeliminationof  
fbbuxostat．lmhealthysubjectsconcomitantuSeOffebuxostatandnaproxen250mgBIDwas  
associatedudthanincreaseinfbbuxostatexposure（Cmax28％，AUC41％andt17226％）．In  
ClinicalstudiestheuseofnaproxenorotherNSADs／Cox－2inhibitorswasnotrelatedtoany  
Clinical1ysigni丘cantincreaseinadverseevents．   

Febuxostatcanbeco－administeredwithnq）rOXenwithnodoseaヰiustmentoffebuxostator  
naproxenbeingnecessary．   

加血cer∫q／gJ〟C〟和〃ブゐ如〃  

PotentinducersofUGTenzym？Smightpossiblyleadtoincreasedmetabolismanddecreased  

efncacyofftbuxostat．Monitonngofserumuricacidisthereforerecommendedl－2weeks  

a氏erstartoftreatmentwithapotentinducerofglucuronidation．Conversely，CeSSationof  

treatmentofaninducermightleadtoincreasedplasmalevelsoffbbuxostat．   

Coわ加c加ゼ烏〃（わ椚eJ郎才物加c力わ和J加α力（ねルαゆr加  

Febuxostatcanbeco－administeredwithcoIchicineorindomethacinwithnodoseaqjustment  
Offbbuxostatortheco－administeredactivesubstancebeingnecessary，   

Nodosea鴎ustmentisnecessaryforftbuxostatwhenadministeredwithhydrochlorothiazide．  
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Nodoseaヰiustmentisnecessaryforwarfhrinwhenadministeredwithfbbuxostat．After  

inidadonoffbbuxostattherapy，mOnitorlngOfandcoagulantaCdvityshouldbeconsideredin  
patientsrecelⅥngWarfhrinorsimi1aragents．   

加痺m椚加〆C】？2D古∫〟ム∫〟Ⅵお∫．  
FebuxostatwasshowntObeaweakinhibitorofCYP2D6invitTV，hastudyinhealthy  
S両ects，120mgADENURICQDresultedinamean22％increaseinAUCofdesipran1ine，a  

CYP2D6substrateindicatingapotendalweakinhibitoryeffbctoffbbuxostatontheCYP2D6  
enzymeinvivo．Thus，CO－admimistrationoffbbuxostatwith0therCYP2D6substratesisnot  

expectedtorequlreanydosea4iustmentforthosecompounds．   

」〃Jαビゴゐ  

ConcomitantlngeStionofanantaCidcontainingmagnesiumhydroxideandaluminium  
hydroxidehasbeenshowntodelayabsorptionoffbbuxostat（approximateレ1hour）andto  
CauSea32％decreaseinCm．，X，butnoslgni鮎antchangeinAUCwasobserved．Therefore，  

febuxostatmaybetakenwithoutregardtoantaCiduse．   

4．6 P代g皿anCyandlactation   

タ作g〝α乃印  

Dat？OnaVerylimitednumberofexposedpregnanCieshavenotindicatedanyadverseeぽbcts  
OffbbuxostatonpregnanCyOrOnthehealthofthefoetushleWbomchild．Animalstudiesdo  
notindicatedirectorindirectharnmeぽbctswithrespecttopregnanqY，enibryonal他etal  

developmentorparturition（SeeSeC厄on5．3）．Thepotentialriskforhumanisunknown．  

FebuxostatshouldnotbeusedduringpregnanCy．   

か細直弘加g  

Itisunkn0ⅥmWhetherfebuxostatisexcretedinhumanbreastmi1k．Animalstudieshave  

ShoⅥmeXCretionofthisacdvesubstanCeinbreastmi1kandanimpaireddevelopmentof  
SuCklingpups．Arisktoasucklinginfhtcannotbeexcluded．Febuxostatshouldnotbeused  

Whlebrea成一飴eding．   

4．7 E蝕ctsomabiliけtodriYea山Iusemachhes   

Nostudiesonthee銑ctsontheabilitytodriveandusemaChineshavebeenperformed．As  

with0therxanthineoxidaseinhibitorsadversereactionssuchassomnolence，dizzinessand  
ParaeSthesiahavebeenrqported．Patientsshouldexercisecautionbeforedriving，uslng  

machineryorparticlpatingindangerOuSaCtivitiesuntiltheyarereasonablycertainthat  
ADENURICdoesnotadverselya飴ctperformanCe．   

4．＄ Undesirablee蝕ct5   

Atotalof2531subiectsreceivedatleastonedoseofADENtJRIC（10mg－300mg）in  
clinicalstudies．   

朗α∫ejm〝（わ椚ねgdco〃J7りJわd∫J〟（＃e∫  

Inrandomisedcontrolledphase3clinicalstudies，＞，1000patientshavebeentreatedwiththe  

recommendeddosesof80mgor120mg（536subjectsenrolledina28weekstudyauld507  
Subiectsenrolledina52weeksstudy）．Thetreatment－relatedevents（ADRs）weremostly  

mi1dormoderateinseverity．  
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Themostcomm0nlyreportedADRs（investigatorassessment）areliverfunctionabnormalities  

（3．5％），diarrhoea（2．7％），headache（1．8％），nauSea（1．7％），raSh（l．5％）．   

AnumericallygreaterincidenceofinvestlgatOr－rePOrtedcardiovasculareventswasobserved  
inthefbbuxostattotalgroupcomparedtotheallopurinolgroupinthepivotalPhaseIII（1．3vs  

O．3eventsperlOOPYs）andlong－termeXtenSionstudies（1．4vsO．7eventsperlOOPYs），  

althoughnostadstical1ysigni鮎antdi鮎renceswerefoundandno 
． 

Ofatheroscleroticdiseasean〟ormyocardialinfarction，OrOfcongestiveheartfailure．   

Co汀ImOn（≧1／100to＜1／10），unCOmmOn（≧1／1，000to＜1／100）andrare（≧1／10，000to  
＜1／1000）adversereactionssuspected（investigatorassessment）tobedrugrelatedoccurring  

inthe80mg／120mgtreatmentgroupsandreportedmorethanOnCeinthetotalfbbuxostat  
treatmentgrouparelistedbelow．   

Withineachffequencygrouplng，undesirableeffbctsarepresentedinorderofdecreaslng  
SenOu5neSS．  
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… ′    ′′  ′  ′ ′ ′′ ′′ ′ ′ ′′  一    ′ ′ ′  ′ ′′  ′′ ′  一 ′′  ′ ′   

Ime血g血ons   Uncommon  

Bloodanwlaseincrease，Plateletcountdecrease，blood  
creatinineincrease，haernoglobindecrease，bloodurea  
increase，LDHincrease，triglyceridesincrease   

Cardiacdisorders   Rare  

Pdpita五ons   

Nervous system disorders Common  

Headache  

Unco汀mn  
Dizziness，paraeSthesia，SOmnOlence，alteredtaste   

btrointestinaldisorders   Common  

D血血oea●，nauSea■  

Uncommon：  

Abdominalpaln，gaStrO－OeSOPhagealrefluxdisease，  
vomiting’，drymouth，dyspepsia，COnStipation，frequent  
stooIs，且細山飢Ce，gaS什0血tes血al血scom鈷鴫   

Renaiandurinarydisorders   UncoⅡlmOn  

Nephrolithiasis，haematuria，POllakiuria  

Rare  
Renalinsu餓ciency   

SkinandsubcutaneOuSdssue  Common   
血sorders   R赴血■■  

Uncommon  

DermatltlS，urdcaria，pruritus   

Musculoskeletal and Uncomon   

connective也ssuedisorders   Arthralgia，arthritis，叩algia，muSClecramp，muSCuloskeletal  
p由n   

Metabolismandnutridon   Uncommon   

血sorders   Weightincrease，increasedappetite   

Vasculardisorders   Uncommon  

Ⅰ野pertension，nuShing，hotflush，   

General disorders and Uncomon   

administradonsitecondidons  Fatigue，Oedema，influenzalikesymptoms  

Rare  
Asthenia，thirst   

Hepato－biliarydisorders   Common  

LFT abnormalities 

Psychiatricdisorders   Uncommon  

Libido decreased 

Rare  

Nervousness，Insomnia  

一
瞥
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Diarrhoea，nauSeaandvomitlngaremOre丘equentinpatientsconcomitantlytreated  
with colchicine 
Noseri0usraShesorseverehypersensitivityreactionswerenotedintheclinical  

stu血es．   

⊥β〃g一書e珊呼e〃ねムピノe芳細雨b〃裏〟dg∫  

hthelong－termOpenlabelextensionstudies，thenumberofpatientstreatedwithfbbuxostat  

80mg／120mguptolyearwas906，uPtO2yearswas322，uPtO3yearSWaS57，andup4  
yearswas53．Thetreatmenトrelatedeventsreportedduring血elongrtermextensionstudies  

WereSimi1artOthosereportedinthePhase3studies（seeTal）1el）．Themostcommonly  
reportedtreatment－relatedevents（invesdgatorassessment）are：1iver餌1Ctionabnormalities，  

diarrhoea，headache，raSh，hypertension．   

TYLefo1loⅦngtreatment－relatedeventswerereportedmorethanOnCeinthetotalfbbuxostat  

treatmentgroupandwerereportedasunCOmmOninsubjectstakingfもbuxostat80mg／120mg  
inlong－termeXtenSionstudies（upto4years，＞1，900Patient－yearSOfexposure）．These  

treatment－relatedeventswereeithernotreport占dorreportedatalower丘equencyforthese  

doses，inthepivotalPhase3studies：Diabetes，hyperlipidaemia，insomnia，hypoaesthesia，  

ECGabnormal，COugh，dyspnoea，Skindiscolouration，Skinlesion，bursitis，prOteinuria，renal  

insufncienq，ereCtiledysfunction，bloodpotassiumincrease，bloodTSHincrease，  

レmphocytecountdecreased，WBCdecrease．   

4．9 0verdose   

Nocaseofoverdosehasbeenreported．Patientswithanoverdoseshouldbemanagedby  
SymPtOmadcandsupportivecare．   

5． PHARMACOLOGICALPROPERTIES   

5．1 PharmaCOdynamicproperties   

Phamacotherapeuticgroup：Preparadonsinhibitinguricacidproduction，ATCcode：  

MO4AAO3  

Mechanism of action 

UricacidistheendproductofpurinemetabolisminhumanSandisgeneratedinthecascade  

Ofhypoxanthine→Xanthine→uricacid．Bothstepsintheal）OVetranSformationsare  

catalyzedbyxanthineoxidase（XO）．Febuxostatisa2－arylthiazolederivativethatachievesits  

therapeuticeffbctofdecreaslngSerumuricacidbyselectivelyinhibitingXO．Febuxostatisa  
potent，nOn－Purineselectiveinl1ibitorofXO（NP－SIXO）withaninvitninhibitionKIValue  

lessthanonenanomolar．Febuxostathasbeenshowntopotentlyinhibitboththeoxidizedand  
reducedformsofXO．AttherapeuticconcentrationsfヒbuxostatdoesnotinhibitotherenzymeS  

invoIvedinpurineorpynmidinemetabolism，namely，guaninedeaminase，hypoxanthine  

guaninephosphoribosyltransferase，OrOtatephosphoribosyltranSftrase，OrOtidine  

monophosphatedecarboxylaseorpurinenucleosidephosphorylase．   

Clinicalstudiesresults  

TheefncacyofADENURICwasdemonstratedintwoPhase3pivotalstudies（APEXstudy  
andFACTstudydescribedbelow）thatwereconductedin1832patientswithhyperuricemia  
andgout．Ineachphase3pivotalstudy，ADENUNCdemonstratedsuperiorabilitytolower  
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andmaintainserumuricacidlevelscomparedtoallopurinol．nepnmarye伍cacyendpoint  

ineachstudywastheproportionofpatientswhoselast3monthlyseruTluricacidlevelswere  
＜6．Omg／dl（357pmoIA）．NopatientswithorgantranSPlanthavebeenlnCludedinthese  

S山血es（SeeSeCtion4．2）．   

APEXStu4y：TheAllopurinolandPlacebo－ControlledE伍cacyStudyofFebuxostat（APEX）  
wasa馳ase3，randomized，double－blind，multicenter，28－Weekstudy．Onethousandand  
SeVenty－tWO（1072）patientswererandomized：Placebo（n＝134），ADENtJRIC80mgQD  

（n＝267），ADENUMC120mgQD（n＝269），ADENURIC240mg．QD（n＝134）orallopurinol  

（300mgQD［n＝258］forpatientswithabaselinSerumCreatinine≦1・5mg／dlorlOOmgQD  

【n＝10］forpatientswithabaselineserumCreatinlne＞1．5mg畑and≦2・Omg／dl）．Two  

hundredandfortymgfbbuxostat（2dmestherecommendedhighestdose）wasusedas  
Sa鎚tyevaluationdose．   

TheAPEXstudyshowedstadsdcalレsigni丘cantSuPeri0rityofboththeADENUⅢC80mg  
QDandtheADENURIC120mgQDtreatmentamsveTWthe？nVentionnal1yuseddoses  
Ofallopurino1300mg（n＝258）／100mg（n＝10）treatmentarmlnreducingthesUAbelow6  
mg／dl（357pmoIA）（SeeTable2andFigurel）．   

PACTSiu4y：TheFdbuxostatAllopurinoIControlledTrial（FACT）StudywasaPhase3，  

randomi2X：d，double－blmd，multicenter，52－Weekstudy．Sevenhundredsixty（760）patients  
Wererandomized：ADENUⅢC80mgQD（n＝256），ADENURIC120mgQD（n＝251），Or  
allopurino1300mgQD（n＝253）．  

TheFACT去tudyshowedthestatisぬ1吋signi鮎antSuPeri0rityofbothADENURIC80mg  
andADENURIC120mgQDtreatmentarmsveTTuSthecpヮven五onal1yuseddoseof  
allopurino1300mgtreatmentaminreducingandmaintalnlngSUAbelow6mg／dl（357  
ドmOl町  

Table2summarisesthepnmaryefncacyendpointresults：  

Table2  

Propo鵬iomorPaポe雨5dthSerumUdcAddLeYels＜石．Omg／dl（357IlmOl叫  

La5tTh托eMomthlyⅥsits  

Allopu血01  

草加卸   ADENTmC   ADEmC  300／  

80 mg QD 120 mg QD 100mgqDl   
A柁Ⅹ   4＄％■   65％’，＃   22％   

（28weeks）   （n＝262）   （n＝269）   （n＝268）   

FACT   53％事   62％事   21％   

（52 （n＝255）   （n＝250）   （n＝251）   

Combined   51％’   63％事・＃   22％   

Res山ts   （n＝517）   （n＝519）   （n＝519）   

1resultsfromsubjectsreceivingeitherlOOmgQD（n＝10‥Patientswithsen皿   
Creatinine＞1．5and≦2．Omg／dl）or300mgQD（n＝509）werepooledfbranalyses．   

＊f）＜0．001vsallopurinol，＃p＜0．001vs80mg   

1i2。sit  
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andwasmaintainedthroughouttreatment．Themeanserumuricacidlevelsovertimeforeach  
treatmentgroup丘omthePhase3pivotalstudiesareshowninFigurel．  

FigurelMeaJISerumUricAcidLevelsCombinedPhase3Studies  
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Weck   

BL＝三ba5elme SEM三Sbn血de汀OrOf也emean  

Note二509patlentSreCeivedallopunno1300mgQD；10patientswithserumCreatimne＞1・5and＜2・OmgAI  
Weredosedwith100mgQD．（10patientsoutof268inAPEXstudy）．  
240mglbbuxostatwasusedtoevaluatethesafetyoffebuxostatattwicetherecorrmendedhlghestdose．  

伽椚αりeゆ0血加血∫〟ゐ一gr叩q伽血痛 
． 

Creahnine 
． 

endpointin44％（80mgQD），45％（120mgQD），and60％（240mgQD）ofpahentscompared  

toO％intheallopurinollOOmgQDandplacebogroups．   

Therewerenoclinical1yslgni丘cantdi蝕rencesinthepercentdecreaseinserumuricacid  

COnCentraboninhealthysubiectsirrespectiveoftheirrenalfunction（58％inthenormalrenal  
functiongroupand55％inthesevererenaldys餌IICtiongroup）．  

付加旧γeゆ0加Jメ〝班e∫〟占gれ叩q伽血書川油∫M≧ノβ椚g誹  

Approxlmately40％ofpatients（COmbinedAPEXandFACT）hadabaselinesUAof≧10  
mg／dl，InthissubgroupADENUmCachievedtheprimaryefncacyendpointin41％（80mg  

QD），48％（120mgQD），and66％（240mgQD）ofpatientscomparedto9％inthe  

allopurino1300mg／100mgQDandO％intheplacebogroups．   

C肋加J仇J加椚e∫．■〝叩仰血削妖印加触川叩ぬ血gJ柁α加e〃Jメ）rαgO〟Jノ払reα〃dJ（p加∫ねe  

C毎〃ge  

Theproportionofsu旬ectsrequiringtreatmentforagoutnare（APEXandFACTStudy）was  
numerical1ylowerinthegroupsthatachievedanaVeragepOSt－baselineserumuratelevel＜6．O  
mg／dl，＜5．Omg／dl，Or＜4．Omg／dlcomparedtothegroupthatachievedanaveragepost－  
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baselineserumuratelevel≧6．Omg／dlduringthelast32weeksofthetreatmentperiod（Week  
20－Week24toWeek48－52intervals）．   

TwoyearSOfdatafromthePhase30penLabelExtensionstudyshowedthatthemaintenanCe  
Ofserumuratelevels＜6mgAl（＜357llmOIA）resultedinadecreaseintheincidenceofgout  
flareswith1essthan3％ofsubjectsrequiringtreahentforaflare（i．e．morethan97％of  

Patientsdidnotrequifetreatmentforaflare）atMonth16－24・Thiswasassociatedwitha  
reducdonoftophussIZeleadingtocompleteresolutionin54％ofsubjectsatMonth24．   

Duringthephase3clinicalstudies，mi1dliver鮎ICdontestabnormalideswereobservedin  
PatientstreatedwithfebuKO戸tat（3・5％）・Theseratesweresimilartotheratesreportedon  

allopurinol（3．6％）（seesectlOn4．4）．hcreasedTSHvalues（＞5．5pIUhnl）wereobservedin  

patientsonlong－termtreatmentwithfebuxostat（5．0％）andpadentswithallopurinol（5．8％）  

inthelongtermOpenlal）elextensionstudies（seesechon4．4）．   

ThetotalexposuretoADEN皿Cinphase3pivotalstudiesandlong－termeXtenSionstudies  
ISgreaterthan2700patient■yearS．   

5．ユ ーharmacoはne鵬cprope鵬ies  

I Inhealthysdjects，maXimumPlasmaconcent牢OnS（Cmax）andareaundertheplasma  
COnCeTtrati？ndmecurve（AUC）offebuxostatlnCreaSedinadoseproportionalmanner  
fo1lowlngSlngleandmuldpledosesoflOmgto120mg．Fordosesbetween120mgand  
300mg，agreaterthandoseproportionalincreaseinAUCisobservedforfebuxostat，Thereis  
noappreciableaccumuladonwhendosesoflOmgto240mgareadministeredevery  
24hou†S・FebuxostathaslanaPParentmeanteminaleliminationhalf・life（tl佗）of  

approxlmately5to8hours．   

PopuladonpharmaCOkinetic舟harmacodynamicanalyseswereconductedin211patientswith  
hyperuricemiaandgout，treatedwithADENURIC40－240mgQD．hgeneral，febuxostat  

PharmaCOkineticparameterSeStimatedbytheseanalysesareconsistentwiththoseobtained  
舟omhealthysubiects，indicatlngthathealthysubiectsarer印reSentadvefor  

PharmaCOkinetic／pharmaCOdynamicassessmentinthepatientpopulationwithgout．   

．」h…p血〃  

Febuxostatisrapidly（tm．KOfl．0－1．5h）andwellabsorbed（atleast84％）．A魚ersingleor  

multipleoral80and120mgoncedailydoses，Cmaxisapproximateレ2．8－3．2トIg／叫，and5．0－  

5．3pghnl，reSPeCtively．Absolutebioavai1abilityofthefbbuxostattabletformulationhasnot  

beenstudied．   

Followingmuldpleoral80mgoncedailydosesorasingle120mgdosewithahighfatmeal，  
therewasa49％and38％decreaseinCmAXanda18％and16％decreaseinAUC，  
respecdvely．However，nOClinicallyslgni且cantChangeinthepercentdecreaseinserumuric  

acidconcentrationwasobservedwheretested（80mgmuldpledose）．Thus，ADEMJRICmay  

betakenwithoutregardtofood．   

βf∫gわ∂〟Jわ〃  

TheapparentsteadystatevolumeOfdistribution（Vss肝）of．febuxostatrangeSfrom29to75l  

aReroraldosesof10－300mg．Theplasmaproteinbindingoffebuxostatisapproximately  

99・2％，brimarilytoalbmin），andisconstantOVertheconcentrationrangeaChievedwith80  

and120mgdoses．PlasmaproteinbindingoftheacdvemetabolitesrangeS丘omabout82％to  

91％．  
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肋Jαゐoノブ∬〝  

FebuxostatisextensivelymetabolizedbycoI如gationviauridinediphosphate  
glucuronosyltranSfbrase（UDPGT）en野meSyStemandoxidationviathecytochromeP450  
（CYP）system．Fourpharmacologicallyacdvehydroxylmetaboliteshavebeeniden憾ed，Of  

V＾ichthreeoccurinplasmaofhumanS．1nvitrostudieswithhuman1ivermicrosomesshowed  

thatthoseoxidativemetaboliteswereformedprimari1ybyCYPIAl，CYPIA2，  

CYP2C80rCYP2C9andfbbuxostatglucuronidewasformedmainlybyUGTIAl，1A8，and  

lA9  

βJメ椚加α〟0〃  

Febuxostatiseliminatedbybothhepaticandrenalpathways．Followingan80mgoraldoseof 14 
c－1abeledfbbuxostat，aPprOXimately49％ofthedosewasrecoveredintheurineas  

umChangedfebuxostat（3％），theaqYlglucuronideoftheactivesubstanCe（30％），itskn0Ⅵm  

OXidadvemetabolitesandtheircortjugates（13％），andotherunknownmetabolites（3％）．In  

additiontotheurinaryexcretion，aPPrOmiely45％ofthedoseTaSreCOVeredinthefaeces  

astheunChangedfbbuxostat（12％），theacylglucuronideoftheactlVeSubstanCe（1％），its  

kn0wnOXidadvemetabolitesandtheirco両ugates（25％），andotherunknownmetabolites  

（700）．   

St）eCialTX）Dulabons  

月g〃αJ加明解cfe〃α  

Followingmuldpledosesof80mgofADEⅣ皿Cinpatientswithmi1d，mOderateorsevere  

renalinsufnciency，theCmaxoffbbuxostatdidnotchange，rela仕vetosubjectswithnormal  

renalfunction．ThemeantOtalAUCoffbbuxostatincreasedbyapproximate吋1．8－fold丘om  

7．5pB・h／miinthenormalrenalfunctiongroupto13．2pg．h／miinthesevererenaldysfunction  

group・TheCmⅨandAUCofactivemetabohtesやCreaSedupto2－and4－fo1d，reSPeCtively・  

However，nOdosea句ustmentisnecessarylnpatlentSwithmildormoderaterenal  
1mpalrment．   

榊cf明Pα加乃e〝J  

Fo1lowingmultipledosesof80mgofADENURICinpatientswithmi1d（Child－PughClass  
A）ormoderate（Child－PughClassB）hepaticimpairment，theCnaxandAUCoffbbuxostat  
anditsmetabolitesdidnotchangeSignincantレcomparedtosubiectswithnormalhepatic  
function．Nostudieshavebeenconductedinpatientswithseverehepaticimpairment（Child－  

PughCla5SC）．   

dge  
TherewerenoslgnificantChangeSObservedinAUCoffebuxostatoritsmetabolitesfo1loⅦng  
multipleoraldosesofADENUNCinelderlyascomparedtoyoungerhealthysubjects．   

Ge〃（おr  

Fo1lowingmultipleoraldosesofADENURIC，theCmaxandAUCwere24％and12％higher  

infemalesthaninmales，reSpeCtively．However，Weight－COrreCtedCmaxandAUCwere  

Simi1arbetweenthegenders．Nodosea句ustmentisneededbasedongender．   

5．3 Preclinicalsa簸けdata   

Ef粘ctsinnon－Clinicalstudiesweregeneral1yobservedatexposuresinexcessofthe  

mimumhumexposure．   

〔bⅣブ〃Oge〝e∫ね，椚〟ぬge〃e∫れf〝甲αfme乃J琳血／砂  
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hmalerats，aStatistical1ysigni鮎antincreaseinTinrybladdertumOurS（tranSitionalcell  

papillomaandcarcindma）wasfoundonlyinassoclatlOnwithxanthinecalculiinthehigh  
dosegroup，ataPprOXimatelylldmeshumaneXpOSure．TherewasnoslgnificBLntincreasein  
anyothertumourtypeineithermaleorfbmaiemiceorrats．Thesefindingsareconsidereda  
COnSequenCeOfspecie？SpeCificpurinemetabolismandurinecompositionandofnorelevanCe  

toclinicaluse．   

AstandardbatteryoftestforgenotoxicitydidnotrevealanybiologicallyrelevantgenOtOXic  
effbctsforfebuxostat，   

Febuxostatatoraldosesupto48mgn（g／daywasfoundtohavenoef艶ctonferdlityand  
reproductiveperformanCeOfmaleandfemalerats．   

Therewasnoevidenceofimpairedfertility，teratOgenice蝕cts，OrharmtOthefoetusdueto  

fehⅨOStat・TherewashighdosematernalやCityaccompaniedbyareductioninweaning  
indexandreduceddwelopmentofo蝕pringlnratSataPPrOXima士eレ4．3timeshuman  

exposure．Teratologystudies，PerformedinpregnantratSatapprOXimateレ4．3timesand  

pregnantrdbbitsatapproximately13dmeshumanexposuredidnotrevealanyteratogenic  
e蝕cts．  

6． PHARMACEtJTICALPARTICtJLARS 

6．1Listo†敗亡ipients   

拗ねJcore  

Lactose monohydrate 
Microcrystalline cellulose 
Magnesium stearate 
IbTdroxypropylcellulose  
Croscamelloseso血um  

Silica，COlloidalhydrated   

乃鋸狛m血喝  

OpadryII，Yellow，85F42129containing：  

PolyⅥnyldcohoI  
Titaniumdioxide（E171）  

Macrogols 3350 
Talc  
Ironoxideyellow（E172）   

6．2Imcompatibilities   

Not叩plicめ1e．   

6．3 Shelrlifb   

2years   

6．4 Specialprecautionsbrstorage   

ThismedicinalproductdoesnotrequlreanySpeCialstoragecondition．  
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6．5 Natureamdco山一entsorcontaimer   

Clear（Aclar〃VC／Aluminium）blisterof14tablets．   

ADENUⅢC120mglSaVai1ableinpacksizesof28amd84別m－COatedtablets．   

Notal1packsizesmaybemarketed．   

6．6 Specialprecau伽nsIbrdi叩OSal   

Nospecialrequrements．   

7． h4ARKETINGAUTHORISATIONHOLDER   

IpsenManufacturingIrelandLtd（m瓜L）  
BlanChardstownIndustrialPark  
Snugboro Road 
Dublin 15 
Ireland   

8． MARKETINGAUTHORISATIONNUMBER（S）   

9． DATEOFFmSTAUTHORISATION／RENEWALOFTHEAUTHORISATION   

lO． DATEOFREVISIONOFTHETEXT  

Detai1edinformationonthisproductisavai1al）leonthewebsiteoftheEuropeanMedicines  

Agency（EMEA）http：〟www．emea．europa．eu／  
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ANNEXII  

A．AtJTHORISATIONHOLDERRESPONSIBLEFOR  

BATCHRELEASE   

B．  CONDITIONSOFTHEMARKETING  

AUTIIORISATION  
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A． MANUFACTURINGAtJTHORISATIONHOLI）ERRESPONSIBLEFOR  

BATCHRELEASE   

Nameandaddressofthemanufacturer（slresDOnSibleforbatchrelease  

Patheon France 

40BoulevarddeChamparet  
FR－38300BourgoinKdlieu  
FranCe  

B． CONDITIONSOFTHEMARKETmGAUTHORISATION  

● CONDITIONSORRESTRICTIONSREGARDINGSUPPLYANDUSEIMPOSED  
ONTHEMARKETINGAUTHOR［SATIONHOLDER   

MedicinalproductsubjecttomedicalprescnptlOn・   

● CONDITIONSORRESTRICrIONSWITHREGARDTOTHESAFEAND  
EFFECrIVEUSEOFTHEMEDICINAl．PRODUCT   

Notapplicable   

● OTHERCONDITIONS   

タカα珊αCOVfg〟α〃Ceサ∫Je椚  

TheMAHmustensurethatthesystemofpharmaCOVigilanCe，aSdescribedinversion2・O  
presentedinModulel．8．1．oftheMarkedngAuthorisationApplication，isinplaceand  
且mctionlngbeforeandwhilsttheproductisonthemarket・  

月ね烏丸血〃αgg椚e〃Jタね刀  

TheMAHcomitstoperforrmngthestudiesandaddidonalphamacovigilanCeaCtivities  
detai1edinthePharmaCOvigilanCePlan，aSagreedinversion2．0（19February2008）ofthe  

RiskManagementPlan（RMP）presentedinModulel・8・2・OftheMarke血gAuth0risation  

ApplicationandanysubsequentupdatesoftheRMPagreedbytheCHMP・   

AspertheCHMPGuidelineonRiskManagementSystemsformedicinalproductsforhuman  
use，theupdatedRMPshouldbesubmittedatthesametimeasthenextPeriodicSaftty  
UpdateReport（PSUR）．   

Inaddidon，anuPdatedRMPshouldbesubmitted   
・WhennewinformationisreceivedthatmayimpactonthecurrentSafetySpecincadon，  

PharmaCOⅥgilanCePlanOrriskminimisationactivities   

・Within60daysofanimportant（pharmaCOVigilanCeOrriskminimisation）mi1estone  

beingreached   
・AttherequestoftheEMEA  
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ANNEXIII  

uBELLINGANDPACXAGELEAFLET  
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PARTICULARSTOAPPEARONTHEOUTERPACKAGmG  
OUTER CARTON 

1． NAMEOFTHEMEDICINALPRODtJCT  

ADENUⅢC80mg丘1m－COatedtablets  
Febuxostat  

2． STATEMENTOFACTIVESUBSTANCE  

Eachtd）1etcontains80m  fbbuxost如．  

3． LISTOFEXCIPIENTS  

Alsocontainslactosemonohydrate．  
Seethepackageleafletforfurtherinform如ion．  

4． PHARMACEUTICALFORMANDCONTENTS  

28負1m－COatedtablets  

5． METHOI）ANDROmE  OF ADMINISTRATION 

Fororaluse．  
Readthepackageleanetbeforeuse．  

6． SPECIALWARNmGTHATTHEMEDICINALPRODtJCTMtJSTBE  
STOREDOtJTOFTHEREACHANDSIGHTOFCHILDREN  

Keepoutofthereachandsightofchildren．  

7． OTHERSPECIALWARMNG  ，IFNECESSARY  

乱  EXpIRYDATE  

EXP  

9． SPECIALSTORAGECONDITIONS  

10．SPECIALPRECAUTIONSFORDISPOSALOFUNUSEDMEDICINAL  
PRODUCTSORWASTEMATERIALSDERIVEDFROMSUCHMEDICINAL  
PRODUCTS，IFAPPROPRIATE  
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1l．NAMEANDADDRESSOFTHEMARKETINGAUTHORISATIONHOLDE  

MarketingAuthorisa‡ionHolder：  

IpsenManufacturingIrelandLtd（IMIL）  
BlanchardstownIndustrialPark  

Snugboro Road 
Dublin 15 
Ireland  

12．MARKETINGAUTHORISATIONNUMBER  

13．BATCHNUMBER  

Lot：  

14．GENERALCLASSIFICATIONFORSUPPLY  

Medicinalproductsu句ecttomedicalprescnptlOn・  

15．mSTRtJCTIONSONUSE  

16．INFORMATIONINBRAILLE  

ADENURIC80mg  
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PARTICtJLARSTOAPPEARONTHEOUTERPACⅨAGmG  
OUTER CARTON 

1． NAMEOFTHEMEDICINALPRODUCT  

ADENURIC80mgfilm－COatedtablets  
Febuxostat  

2． STATEMENTOFACrIVESUBSTANCE  

Eachtabletcontains80m  鈷buxost戚．  

3． LISTOFEXCIPIENTS  

刃soconゆnslactosemonohy血ぬ  

Seethepackageleafletfor加herinformation．  

4． PHAMACEtJTICALFORMANDCONTENTS  

84丘1m－COatedtablets  

5． METHODANDROUTE  OF ADMINISTRATION 

Fororduse．  
Readthepackageleafletbeforeuse．  

6． SPECIALWARNINGTHATTHEMEDICINALPRODtJCTMUSTBE  
STOREDOtJTOFT什EREACIIANDSIGHTOFCHILDREN  

Keepoutofthereachandsightofchildren．  

7． OTHERSPECIALWARNING  ，IFNECESSARY  

き． EXPIRYDATE  

EXP  

9． SPECIALSTORAGECONDITIONS  

10．SPECIALPRECAUTIONSFORDISPOSALOFUNUSEDMEDICINAL  
PRODtJCTSORWASTEMATERIAl．SDERIVEDFROMSUCHMEDICINAL  
PRODUCTS，IFAPPROPRIATE  
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11．NAMEANDAJ）DRESSOFTHEMARKETINGAUTHORISATIONHOLDER  

MarkedngAuth0risationHolder：  
IpsenManufhcturingIrelandLtd（IMIL）  
BlanChardstownIndus仕ialPark  

Snl喝boroRoad  
Dublin 15 
Ireland  

12． MARKETINGAUTIIORISATIONNUMBER  

13． BATCHNtJMBER  

Lot：  

14．GENERALCLASSIFICATIONFORSUPPLY  

Medicinalproductsubjecttomedicalprescnpt10n・  

15． mSTRUCTIONSONUSE  

16．INFORMATIONINBRAILLE  

ADENURTC 80 mg 
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MINMtJMPARTICUI．ARSTOAPPEARONBLISTERSORSTRIPS  

l． NAMEOFTHEMEDICINALPRODUCT  

ADENUⅢC80mgtablets  
FeblⅨOStat  

2． NAMEOFTHEMARKETmGAtJTHORISATIONHOLDER  

3． EXpIRYDATE  

EXP  

4． おATCIIm8ER  

Lot  

5． OTHER  

S
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PARTICULARSTOAPPEARONTHEOUTERPACKAGmG  

OUTER CARTON 

l． NAMEOFTHEMEDICINALPRODUCT  

ADENURIC120mg丘1m－COatedtablets  
Febuxostat  

2． STATEMENTOFACTIVESUBSTANCE  

Eachtabletcontains120mgfebuxostat．  

3． LISTOFEXCIPIENTS  

AIsocontainslactosemonohydrate．  
Seethepackageleafletforfurtherinformadon．  

4． PHARMACEUTICALFORMANDCONTENTS  

28鎖1m－COatedtablets  

OF ADMINISTRATION 5． METHODANDROUTE   

Fororaluse．  

Readthepackageleafletbeforeuse．  

6． SPECIALWARNpJGTHATTHEMEDICINALPRODtJCTMUSTBE  
STOREDOtJTOFTHEREACHANDSIGHTOFCHILDREN  

Keepoutofthereachandsightofchildren．  

，IFNECESSARY  7． OTHERSPECIALWARNING   

＄． EXPIRYDATE  

EXP  

9． SPECIALSTORAGECONDITIONS  
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10．SPECIALPRECAUTIONSFORDISPOSALOFtJNUSEDMEDICINAL  
PRODtJCTSORWASTEMATERIALSDERIVEDFROMStJCHMEDICINAL  
PRODUCTS，IFAPPROPRIATE  

1l．NAMEANDADDRESSOFTHEMARKETINGAtJTHORISATIONHOLDER  

MarketingAuth0risadonHolder：  
IpsenManufacturingIrelandLtd（IMIL）  
BlanchardstownIndus廿ialPark  
Snl鳩boroRoad  
Dublin 15 
Ireland  

12．M仏RXETmGAlrrHORISATIONNUMBER  

13． BATCHNUMBER  
Lot：  

14．GENERALCLASSIFICATIONFORSUPPLY  

Medicinalproductsubiecttomedicalprescnpt10n．  

15． mSTRIJCTIONSONUSE  

16．INFORMATIONINBRAILLE  

ADENURIC120mg  
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PARTICUI．ARSTOAPPEARONTHEOUTERPACKAGmG  
OUTER CARTON 

1． NAMEOFTHEMEDICINALPRODUCT  

ADENUMC120mg別m－COatedtal，1ets  
Febuxostat  

2． STATEMENTOFACrrvESUBSTANCE  

Eachtabletcontains120mgfebuxostat．  

3． LISTOFEXCIPTENTS  

Alsocontainslactosemonohydrate．  
Seethepackageleanetforfurtherinformation・  

4． PHARMACEUTICALFORMANDCONTENTS  

84fi1m＿COatedtablets  

OF ADMINISTRATION 5． METHODANDROUTE   

Fororaluse．  
Readthepackageleanetbeforeuse・  

6． SPECIALWARNmGTHATTHEMEDICINALPRODUCTMtJSTBE  
STOREDOUTOFTHEREACHANDSIGHTOFCHILDREN  

Keepoutofthereachandsightofchildren・  

，IFNECESSARY  7． OTHERSPECIALWARNING   

臥  EXPIRYDATE  

EXP  

9． SPECIALSTORAGECONDITIONS  
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10．SPECIALPRECAUT10NSFORDISPOSALOFtJNUSEDMEDICI  
PRODUCTSORWASTEMATERIALSDERIVEDFROMSUCHMEDICI  

PRODUCTS，IFAPPROPRIATE  

11．NAMEANDADDRESSOFTHEMARKETINGAtJTHOR［SATIONHOLDER  

Marke血gAuth0risationHolder：  

IpsenMan血turingIrelandLtd（IMIL）  
BlanchardstownIndustrialPark  
SnⅥgboroRoad  
mblin15  
Ir81and  

12． MARKETINGAUTHORISATIONNtJMBER  

13． おATCHNUM丑ER  

Lot：  

14． GENERALCLASSIFICATIONFORStJPPLY  

Medicinalproductsubjecttomedicalprescript10n．  

15． mSTRUCTIONSONUSE  

16． mFORMATIONINBRAILLE  

ADENURIC120mg  
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MINMUMPARTICULARSTOAPPEARONBLISTERSORSTRIPS  

l． NAMEOFTHEMEDICINALPRODUCT  

ADENUNC120mgtablets  
Febuxostat  

2． NAMEOFTHEMARKETINGAUTHORISATIONI10LDER  

3． EXpIRYDATE  

EXP  

4． BATCHNIJMBER  

Lot  

5． OTHER  

S
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B．PACKAGELEAFLET  
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PACKAGELEAFLET：INFORMATIONFORTHEUSER   

ADENtJRIC80mg航1m－COatedtabIets  

Feb肥05tat   

ADEⅣURIClヱOmgmm－COatedtable鵬  
FebⅦⅩOStat   

Readallofthisleafktcarefullybefbreyoustarttakingthismedicine．  
K∝p血走1ea幻et．Youm町nedto指扇it喝a札  
lfyouhaveanyfdherque＄tions，aSkyourdoctororphamacist．  
Thismedicinehasbeenprescribedforyou．Donotpassitontoothers．Itmayhamthem，eVen  
げ血恵symptoms訂e血es皿1eaSyOWS．  
ffanyofthesidee飴ctsgetserious，OrifyounoticeanysideefRx：tSnOtlistedinthisleanet，  
pleasete11yourdoctororphamaLCist．   

1nthisle旦†kt：  

l． WhatADENURJCisandwhatitisusedfbr  

2． BeforeyoutakeADEⅣUMC  
3． HowtotakeADENURIC  
4． PossiblesideefEbcts  
5   HowtosbreADEmC  
6． Furtherinformation   

l． WⅡATADEmCISANDVVtLATITIStJSEDFOR   

ADENURICtd）1etsareusedtotreatgout，Whichisassociatedwithanexcessofachemicalcalleduric  
acid（urate）inthebody．hsomepeople，theamountofuricacidbuildsupinthebloodandmay  
beco皿etOOh励toremainsoluble．Whenthishappens，tmteCryStalsmayforminandamundthe  
JOintsandkidn町S．ThesecrystalscanCauSeSudden，SeVerePain，redness，Wamthandswellingina  
joint¢nownasagoutattack）．Leftuntre慮ed，1argerdepositscalledtophi（TOE－FI）mayforminand  
aroundjoints．Thesetophimaycausejolntandbonedamage．   

ADmCworksbyreducingmicacidlevels．KeepinguricacidlevelslowbytaldngADE  
onceeverydaystopscrystalsbuildingup，andovertimeitreducessymPtOmS．Keepinguricacidlevels  
SuLricientlylowforalongenoughperiodcanalsoshrinktophi．   

2． BEFOREYOtJTAKEADENtⅧuC   

DonottakeADENtJR［Cifyouare：   

・げyou訂eal1ergic匝ypersensitive）tofebuxostat，theactiveingredientofADENURIC，Orany  
Oftheotheringredientsinthesetablets．   

TakespecialcarewithADENtⅧuC  
Tellyourdoctorbefbreyoustarttotakethismedicine：   

・lfyouhaveorhavehadheartfailureorheartproblems   

● lfyouarebeingtreatedfbrhighuricacidlevelsasa 
． 

・Ifvouhavethymidproblems   

げyouareh飢ingagoutattackatthemoment（asuddenonsetofseverepain，tenderneSS，redness，  
wamthandswellinginajoint），Waitfbrthegoutattacktosubsidebeforenrststartingtreatmentwith  

ADENURIC．   

Forsomepeople，gOutattaCksmaynareuPWhenstartlngCertainmedicinesthatcontroluricacid  
levels．Noteveryonegets鮎res，butyoucouldgetanare－uPeVenifyouaKetakingADENURIC，飢d  
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especialレduringthe鮎stweeksormonthsoftreatment．ItisimportanttOkeeptakingADENURIC  
evenifyouhaveaflare，aSADENUMCissti11workingtoIoweruricacid・Overtime，gOutflareswill  
OCCurlesso氏enandbelesspainfulifyoukeeptakingADENURJCeveryday．   

Yourdoctorwi1loRenprescribeothermedicines，iftheya托needed，tOhelppreventortreatthe  
SymPtOmSOfn訂eS（suchaspainandswe11inginajoint）．   

Yourdoctormayaskyoutohavebloodteststocheckthatyourliveriswo血gnormal1y，   

Takingothermedicine＄  
Pleasetdlymrdoctororphamacistifyoua陀tal血g，Orhaverecentlytaken，anyOthermedicines，  
includingmedicinesobtainedwithoutaprescription．   

Itisespecia叫′iznportanttotellyourdoctororphamacistifyoua陀taking皿edicinescontainingany  
Ofthefo11owingsubstanCeSaStheymayinteractwithADENUMCandyourdoctormaywishto  
CO皿Siderneces5∬ym¢aSu代S：  

● M引℃叩tOp血e匝Sedto加水CanCα）   

・Azathioprine匝sedtoreduceimmtneresponse）   
・Thcophylline（usedtotreatasdlma）   

・Warfhrin（usedtothinyourbloodifyouhaveaheartCOndition）   

TakingADENtJⅢCwithhodaJlddrink  
Thetd）1etsshouldbetakenbymopth皿dcanbetakenwithorwithoutfbod．   

Pregnan町姐dbrea5t一鮎eding  
ItisnotknownifADENURIC皿ayhamyotuunbornchild．Tellyourdoctorifyou血inkyouare  
pregnantOrifyouareplannlngtObecomepregnantasADEmCshouldnotbeusedduring  
PrqgnanqY．ItisnotknownifADENURICmaypassintolmanbreastmilk．Youshouldnotuse  
ADENURICifyouarebreast危eding，Orifyou訂ePlannlngtObreastfted．   

Ddving＆れdusingmathines  
Nostudiesonthe曲ctsofADENURIContheal）ilitytodriv？andusemachineshavebeen  
Perfomed．However，yOuShouldbeawarethatyoumayexpenencedizziness，Sleepinessand  
血mbnessortinglmgsensation duringtreatmentandshouldnotdriveoroperatemachinesifa飴cted．   

ImportiLntinfbrmatioJ）且bout＄OmeOftheingredient50fADENtJRIC  
ADENURICtabletscontainlactose（atypeofsugar）．IfyouhavcbeentoldthatyouhaNean  
intoleranCetOSOmeSugarSCOntaCtyOurdoctorbeforetakingthismedicine．   

3． ⅡOWTOTAXEADENtⅧuC   

AlwaystakeADENURICexactlyasyourdoctorhastoldyou．Youshollldcheckwithyourdoctoror  
phamacistifyouaJ？nOtSure．   

ADENURICisavailableaseitheran80mgtabletora120mgtal）1et．Yourdoctorwillhaveprescribed  
thestrengthmostsuitablefbryou．  

● TheusualdoseisonetabletdaibT．ThebackoftheblisterpackisIna止edwiththedaysofthe  
Weektohelpyoucheckthatyouhavetakenadoseeachday．   

・Thetd）1etsshouldbetakenbymouthandcanbetakenwithorwithoutfood．   

ItisimportantthatyoudonotstoptakingADENURICunlessyourdoctortellsyouto．   

ContinuetotakeADENURICeverydayevenwhenyouarenotexperienclnggOutflareorattack．   

IfyoutakemoreADENUNCthaJlyOuShouId  

＼  
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Intheeventofamaccidentaloverdoseaskyourdoctorwhattodo，OrCOntaCtyOurneareStaCCidentand  
emergencydepartment．   

IfyouforgettotakeAl）ENURIC  
IfyoumissadoseofADENURICtakeitassoonasyouremembertmiessitisalmosttimeforyour  
nextdose，inwhichcasemissoutthefbrgottendoseandtakeyournextdoseatthenormaltime．Do  
nottakeadoubledosetomakeupforaforgottendose．   

Ifyoustopta最ngADENtⅧuC  
DonotstoptakingADENURICwithouttheadviceofyourdoctorevenifyoufeelbetter．lfyoustop  
takingADENURICyoururicacidlevelsmaybegintoriseandyoursymptomsmayworsenduetothe  
formationofnewcrystalsofurateinandaroundyourJOlntSandkidneys．   

Ifyouhaveanyfurtherquestionsontheuseofthisproduct，aSkyourdoctororphamacist．   

4． POSSIBLESIDEEFFECTS   

Likeal1medicines，ADENURICcanCauSeSidee鮎cts，althoughnoteverybodygetsthem．  

Commonsidee恥ct5（moreth皿1inlOOpatientsbutlessthanlin1．Opatients）are：  
● abnormallivertestresults  

● di血oea  

● headache  

● raShes   

・氏elingsick   

Uncommonsidee馳cts（morethan1in1，000patientsbutlessthan1in100patients）are：  
● Weightgain，increasedappetite，Changeinbloodsugarlevels（diabetes）ofwhichasymptom  

maybeexcessivethirst，increasedbloodfatlevels  
●  ereCtiledi瓜cultiesand／orlossofsexdrive   

・ difficultyinsleeping  

● dizziness，numbnessortlnglingsensation，Sleepmess，impairedsenseoftaste，reductionin  
SenS戚ionoftouch  

● 曲nomalECGhe∬tb・狐mg  

● hotf）ushesorblushing（e．g．rednessofthefaceorneck），increasedbloodpressure  
● COugh，Shortnessofbreath，nu－1ikesymptoms  
● drymouth，abdominalpainAiscomfortorwind，heartburn／indigestion，COnStipation，mOre  

frequent passing of stools 
● VOmitmg  
● itching，hives，Skininflammationordiscolouration，0thertypeofskinconditions   
・ muSClecramp，pain／acheinmuscles力oints，bursitisorarthritis（infl揖nmationofjointsusual1y  

accompaniedbypain，SWellingand／orsti蝕ess）  
● bloodintheurine，abnormalfrequenturination，kidneystones，abnormalurinetests  

（increasedlevelofproteinsinurine），areductionintheal）ilityofthekidneystofunction  
PrOPerly  

● fatigue，localisedswellingduetotheretentionoffluidsinthetissues（oedema）   
・ ChangeSinbloodchemistryoram0untOfbloodcells（abnormalbloodtestresults）   

RareSideefftcts（morethan1inlO，000patientsbutlessthan1inl，000patients）are：  
● We血ess  

●  nerVOuSneSS   

● fbelingthirsty   
・鎚elingyourhe訂tbeat  
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IfanyofthesideefEbctsgetserious，Orifyounoticeanysideeffbctsnotlistedinthisleaflet，please  

tellyotlrdoctororphamacist．   

5． E［（yⅣTOSTOREADENtJRIC  

● Keepoutofthereachandsightofchildren．  

● DonotuseaftertheexpirydatewhichisstatedonthecartOnandthetabletblisterfbila氏er  
‘EXP．’Theexpirydater曲rstothela＄tdayofthatmonth   

・Thismedicinalproductdoesnotrequl托anySPeCialstorageconditions．   

Medicinesshouldnotbedisposedofviawastewaterorhouseholdwaste．Askyourphamacisthowto  
disposeofmedicinesnolongerrequired．Thesemeasureswillhelptoprotecttheenvironment．   

‘． FURTⅡERINFOR則【ATION   

Wh＆tADENtJTuCcotItains  

Theactivesubstanceisfbbuxostat．  
Eachtabletcontmis80mgor120mgoffebuxostat．   

Thcotheringrcdicntsare：  
TbbおtcoTIe：lactosemonohydrate，microcrystal1inece11ulose，magneSitmstearate，  
hydroxypropylcellulose，CrOSCamelloscsodium，COlloidalhydratedsilica．  
nbn－COating：OpadryIIyellow，85F42129containing：POlyvinylalcohol，titamiumdioxide  

（E171），maCrOgOIs3350，talc，ironoxideyellow（E172）   

WhtADENtJRIClookslikeandcotLtentSOfthepack   

ADENURICfilm－COatedtabletsarepaleyellowtoye1lowincolourandcapsuleshaped．  
The80mgⅢm－COatedtabletsa陀maZkedononesidewith’80’．The120mg鎖lm－COatedtdbletsare  
m∬kedononesidewi也‘120’．   

ADENURICissq）pliedin2blistersof14tablets（28tabletpack），Or6blistersof14tablets（84tablet  
PaCk）．Notal1p拡ksizesmaybemarketed．   

MarketingAuthori＄atiotLHoIderandMantIfhcturer   

MarketingAnth0risationHolder  
IpsenMan血turingIrelandLtd（IMIL）  
BlanChardstownIndustrialPark  
Sn喝boroRoad  
Dublin 15 
Ireland  

Manu董bctul℃r  

Patheon France 
40boulevarddeChamParet  
38300Bou喝OinJallieu  
France  
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Foranyinfbrmationaboutthismedicinalproduct，pleasecontactthelocalrepresentative6f  
theMarketingAuth0risahonHolder．  

Latv軸  

Be飢鈷∬IpsenPhanna  

Bauskas5§  
鮎gaLVlOO4  
Tel：＋3717622233  

Belg近価elgique価elgien，  

Luxembour釘Luxemburg  

IpsenNVS．A．  
Guldensporenpark 87 
B－9820Merelbeke  
Belgie侶elgique侶elgien  

T占1／rel二＋32・9－2439600   

EMrapⅡ兄  
IpsenManufac血rlnglrelandLtd  
BlanchardstownIndustrialPark  
Snugboro Road 
Dublin 15 
ⅠⅠ℃1and  

Te丑：＋353－1－8203899   

Cesk畠republika  
Beaufour Ipsen Pharma 
EⅥOpSkA810ハ36  
CZ－16212Pr血a6  

Tel：＋420220（i12125   

DBLAmark，Norge，SuomiIFiAlaJld，Sverige，  
Island  
InstitutProduitsSynthese（IPSEN）AB  
KistaScienceTower  
F畠r（うgatan33  

SE－16451Kista  
Svedge収uotsiノSvibj（沌  

Tel／Tl釘P山〟Simi：＋46858S37070   

Deutschla皿d，Osterreich  
IpsenPhmaGmbH  
Einsteins仕．30  

D－76275Ettlingen  
Deutschland  
Tel：＋49－72431S4－80  

Ee5ti  
ESTOBHNOO  
Udeseりa4－4  

11913 Tallinn 
Tel二＋3725155810   

E山鳥∂α，Kl）叩0⊆，Malt且  

Ipsen EnE 
Aγ．△¶l叫TPiol）63  

A旬10ぢ  

GR－17456AO殆V仇／Athens  
EAAAAA／GREECE  
TTlmel：＋30－210－9S43324  

Liet11Va  
Beau血びIpsenPhmaLietuvos創idas  

Be吋galosg．2，  

LT－471＄3Kau皿aS  

Tel．＋37037337S54  

Magyarorsz且g  
Europh灯mTradeK乱  

一肌「血1atⅥ．37／B  

H－1163Budapest  
Tel∴＋36－1－4024204  

Nederl且nd  

IpsenFamaceuticaB．V．  
Taurusavenue 33b 
NL－ユ132LSHoo用dorp  
Tel：＋31235541600  

PoIska  

IpsenPolandSpzo・0．  

Al．JanaPawlaⅡ29  

PL－00＿g67Wz汀SZaWa  
Tel∴＋48（0）226536SOO  

PoれⅥgal  

IpsenPortugal－ProdutosFarmaceuticosS・A・  
AlanedaFern孟oLopes，n立16－119，Miranores  
P－1495t190Alg己s  
Tel：＋351－21－4123550  

Roumania  
Be餌払∬IpsenPhma  
AleeaAlexandru，nrlO，Ap，2－4，Sctl  
Bucuresti，011823－RO  
Tel：十4021（0）2312720  
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SlovenlJa  
Phamaswissd．0．O  
Dole再skacesta242c  
Sト1000抽明知a  
Tel：＋38612364700  

Espa丘a  

IpsenPhmaS．A．  

CtraLaureaMiro395  
SantFel山deLlobregat  
E＿08980Bamelona  
Tel：＋34－936－858100  

France  

BeaufourIpsenPhamaS．A．S．  
24nleErlanger  
F＿757glParisCedex16  
T占1：＋33－1－44961313  

Sloven＄k姦reptlbJika  

Li8ks．ー．0  

19Hviedoslavova  
SK－90301Senec  
T61：＋42125341201S  

UnitedKhgdom  
IpsenLtd．  
190B血Rod  
Slough，Be止s血涙  

SL13ⅩE  

Tel：＋44－（0）1753－627700  

Irel孔nd  

IpsenPhamaceuticalsLtd．  
7UpperLeesonS仕eet  
IR⊥＿mblin4  

Tel：＋353－1－66S1377  

It山ia  

Ipsen SpA 
ViaA．Fi由no，16  
Ⅰ＿20156Milano  

Tel：＋39－02－392241  

Thisleafletwaslastapprovedin   

Detailedinformationonthismedicineisavai1al）1eontheEuropeanMedicinesAgency（EMEA）  
Website http：〝ⅣWW．emea．eurOpa．eu／  
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アルピモパン（aIvimopan）  資料3－⑧   

treatedwidlah，1mOPanO・5mgtwicedailycomparedwithplaceboina  
12－mOnthstudyirLPatientstreatedwi血opioidsforchronlCPalA，  
al血oughacausalrelationshphasnotb亡母me8bblishcd・（5・1）  
Patientsr∝entlyexposedtoopioidsareexpectedtobemoresensitiveto  
theefrectsofENTEREGandthereforemaycxperimceabdominalpam，  
nauseaandvomitmg，amddh汀hea．（5．3）  

HIGHL10HTSOFPRESCRIBIN61NFORMATION  
Thesehigh1ightsdonotincLudea］Itheinform＆tionmeededtouse  
ENTEREGs＆fbIy＆ndeTfbctively・SeetuLLprescrit｝ingirLfbrmationfbr  
ENTEREG．   

ENTEREG●（aJYimopan）Capsutes  
InitialU．S．ApproY山：2008  ・ NotrecommendedinpatlentSwithsev訂ehepaticimpairmenL（5・4）  

・ Notre∽m∈md¢dinpa也蝕也Wi血mdst喝e一肌aldiscぉe・（5・5）  

＿－－・・・・叩・一・・・・・・脚－・叫ADVERSER∈ACT10NS－・・・－－・…T”－・  

Mostco㌣mOnadv耶er？aCtions（血idmc∈≧3％狐d≧1％placebo）h匹血血  
Ⅶnd訂gOmgbowelres∝bonw訂8anmlh，dysp甲Sia，h沖Obl血a，backp血，  
andl汀haげrete血om・（6・1）  

ToreportSUSPECTEDADVERSEREACTIONS，COnt＆CtAdolor  
Corporationatl－86“ADOLOR（lJ66－423－6567）orFDAatl－削0－  
FDA－1鵬orwww．佃h．goY／mdw乱tCh・  

…＿．＿．＿H．＿‖．＿US∈lNSPECIFICPOPULAT10NSn…・－－－・【・－  

● H甲山clmpame此Pa也和也wi血mdd－b－mOd訂ateh甲aticimpalm∈nt  
donotrequiredosage叫ItJStment，buttheyshouldbemonitoredfor  
adv耶ee飴c也．ENTEREGisnotrecomm亡ndd航汀patien也Wi皿‖柑Ⅴ耶  
h甲atic血paimemL（g・5）  

Renal血pament＝Alvimopmhasnotbcen血diedinpatientswithendstage  
r6nald18eaSe．ENTEREGi＄nOtr6COmmmdd鮫汀Weh血e8らpatimb・  
Do占age叫ustm孤tisnotrcquiredinpatiGnt＄Wi仏mildtoscv訂erenal   
impaim亡ntbuttheyshouldbemonitoredforadversee蝕cts・（8－6）   

See17fbrPATIENTCOUNSELINGINFORMATION．  
ReYised：Mly2008  

WARNING：FORSHORT・TERNHOSPITALUSEONLY   
ENTEREGisavailableonlyforshort・teTm（15doscs）u包Cinhospitalized  

p血闇血・0れ1yhospit山s血thave托g由bredinmdmetamof也c托qⅥ甘emen也  
fortheENTEREGAcces8Suppo－tandEduc＆tion（E・A・S・E・）progTammay  

u＄8ENTEREG．  

＿－＿＿．．．膚．．＿．．＿．＿＿＿．．1NDICA¶Ol嶋AluDUSAQE岬・・・－・・…－・・・岬・  

ENTEREGisapcripherallyactmgpdPioidreceptorantagoni5tindicatedto  
accel¢和也血edmetoupp訂皿dlow訂g鮎吐0血闇血alrecov餌γ払1lowmg  
叩七allargeo＝mallbowelleS8Ctionsu∫gすyW血pr血aⅣ独aSbmosis・（1）  

＿岬＿．．．．＿【．．．．．＿DOSAQEANDADMINISTRATlON・－・・・・・叫－－・－  

12mgadministered30mhutesto5hourspnortosurgeryfo11owedby12mg  
帥ic6dailyforupto7血y丘hramaximumof15d08eS・（2■1）  

…鵬．＿．＿岬－…DOSAQEFORMSANDSTR∈NGTHS・山…・……・・  
Cap8山ぢ8＝12mg（3）  

…－－・・・・・－・－・…・…・－CONTRAINDICAT10NS・岬仙・－－一一－・・－  

n訂ap6血c血8¢SOfopioid8払rmore仏神7consec血iv¢daysprlOrb  
ENTEREG（4）  

－－－－tm・－・■－…－… WARlⅥNGSANDPRECÅ∪¶ONS・・…－－・・－  
・ Ahighcrnunb∈rOfmyocardial血－CBonswasreportedinpatl孤tS  

FULLPRESCRIBINOfNFORMAllON：CONT∈NTS．  
lNDlCATlONS AND USAOEOE 
2  DOSA（；EANDAD仙NISTRAT10N  

2．1 UsualDosa00inAdL川s  
2．2  SpocialPopu舶ons  

ユ  DOSA（；EFORHSANDSTR∈NGTHS  
4  CON■nlAIN【‖CAT10NS  
5  WARNtN（i＄▲NDPRECAUT10NS  

5．1 Myocardia‖nfarctionina12MonthStudyinPatientstreatedwithOpioidsforChronicPain  
5．2  DistributionProgranlforENTEREG  
5．3  OpioidToIeranceandGastrointostinal－RelatedAdverseEqects  
5．4  SovoroHopaticlmpalrrIⅦnt  
5．5  End一斑agoRonatDiseas0  
5．6  Bowe轟Obstrudion  

6  ADVERSEREÅCTtONS  
6．1 CIini曙ITria暮sExporience  

7  DRU（：‖NTERACT10NS  
7．1 PotontialforDrugstoAfFectAMmopanPharrnacokinetic＄  
7．2  PotontialforNvimopantoA鮎ctthePharmacokineticsofOtherDrugs  

8  USEINSP∈CIFICPOPULAT10NS  
8．1 Prognancy  
8．2  Nursi咽Motho帽  
8．3   PodiatricUse  

8．4   Goria加cUse  

8．5  日opaticlmpalrment  
8．6  Ronal血Pa‖TnO¶t  

9  DRU¢A8USEANDD∈PENDENCE  
lO OVERDOSAGE  
ll DESCRIPT10N  
12  CLINJCALPHARMACOLOGY  

12．1 Mochani引¶OfAction  
12．2 Pharmacodynamics  
12．3  Pharmacokinetjcs  

13  NONCuNJCALTOXICOLOGY   
13．1 Cardnogenesis．Mutag帥eSis．lmp如rmentofF引相和  

14  CJINICALSTUDIES  
14．1 Posbpera廿velleus  

16  HOWSUPPuED／STORAGEANDHANDLING  
17  PATIENTCOUNSELINGINFORMAT10N  

17．1 Rec8ntUseofOpioids  
17．2 Ho5PitalUseOnly  
17．3  MostCommonSide Effects  

・Sectionsorsubsec也onsomitted丘omthefu11prescribinginformationarenotlisted・  
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FULLPRESCRIBJNGINFORMATJON  

WARNmG：FORSIIORT－TERMHOSPITALUSEONLY  
ENTEREGisavai1ableonlyfbrshorトterm（15doses）useinhospitalizedpatients．0nly  
hospitalsthathaver喝isteredinandmetalloftherequirementsfbrthemEGAccess  
S叩POrtandEducation（E．A．S．E．）programmayuseENTEREG．hee勒rningsand  

タre〟〟Jわ旧作．ノα批7j．初  

lNDICAT10NSANDUSAGE  

ETVTEREGisindicatedtoacceleratethetimetoupperandlowergastrointestinal  

recoveryfbllowingpartiallargeorsmallbowelresectionsurgerywithprimaryanaStOmOSis．   

2  DOSAGEANDADMINISTRAT10N  

2．1 U＄ualDosagoinAdu托＄  

Forhospitaluseonly．TherecommendedadultdosageofENTEKGis12mg  
administered30mimrtesto5hourspriortosurgeryfo1lowedby12mgtwicedai1ybeginningthe  
dayaftersurgeryfbramaxirrrumof7daysorunti1discharge．Patientsshouldnotreceivemore  

than15dosesofENTEREG．  

2．2 Sp胱i細Popul鵬OnS  

Gehatr抽e：Nodosagea句ustmentisnecessaryinelderlypatientsheethein勒βCiPc  

鱒印加肋町掛初．  

lPa厄lTIPaiTmen 
． 

useinpatienbwithseverehepaticimpairment（Child－PughClassC）hee【hein旗CiPc  
P甲以加0那移刃α乃dC勧icαJア血糊c（）J脚〃2．み7．  

Rena（Impajrment：Nodosagea嘩ustmentisnecessaryinpatientswithmild－tOづeVere  

renalimpalrment，butthqyshouldbemomitoredforadversee飴cts．ENTmGisnot  
recommendedfbruseinpatientswithend－St喝erenaldisease．heeUsein均）紆tPcPQPulaHons  
移〃〝畑α血Cαノア血糊coJ咽′〝2．動7．   

3  DOSAGE FORMS AND STRENGTHS 

12mgblue，hardgelatinc叩Suleswith”ADL2698”printedonboththebodyandthecap  

Of血ec叩Sule．   

4  CONTRAINDICATtONS  

E7mEREGiscontraindicatedinpatientswhohavetakentherapeuticdosesofopioidsfor  
morethan7consecutivedaysimmediatelypriortotakingENTEWG．   

5  WARNINGSANDPRECAU¶ONS  

S．1 MyocardiaIlnfarctionina12MonthStudyinPatient＄treatedwithOpioids  

forChroni¢Pain  

Thereweremorereportsofmyocardialinhrctionsinpatientstreatedwithalvimopan  
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0．5mgtwicedailycomparedwithplacebo－treatedpatientsina12－mOnthstudyofpatients  

treatedwithopioidsfbrdlrOnicpain．1nthisstudy，them由Oriwofmyocardidinfhrctions  
OCCurredbetweenland4monthsa氏erinitiationoftreatment．Thisi血balancehasnotbeen  

Observedinotherstudiesofalvimopan，includingstudiesinpatientsundergolngbowelresection  

SurgeryWhoreceivedalvimopan12mgtwicedailyforupto7days．Acausalrelationshipwith  
alvimopanhasnotbeenestablished．  
5．2 DistrjbutionProgramfbrENTEREG  

ENTEREGisavai1ableonlytohospitalsthatenrollintheE．A．S．E．program．Toeruollin  

theE．A．S．E．program，thehospitalmustacknowledgethat：  
－hospitalstaffwhoprescribe，dispense，OradministerENTEREGhavebeenprovidedthe  
educationalmaterialsontheneedtolimituseofENTEREGtoshort－terrn，1npatientuse；  

－patientswi11notreceivemorethan15dosesofalvimopan；and  
－ENTEREGwi11notbedispensedtopatientsa銃ertheyhavebeendischargedfromthe  
hospi血．  

ContacttheE．A．S．E．programatl－866－4ADOLOR（1－866－423－6567）．  

5．3 0pjojdT01eranceandGa＄trOjnte＄tinaJ－RelatedAdver＄eEfFects  

Patientsrecentlyexposedtoopioidsareexpectedtobemoresensitivetothee飴ctsofp－  

Opioidreceptorantagomists．SinceENTEREGactsperipheral1y，Clinicalsignsandsymptomsof  

increasedsensitivitywouldlikelybelimitedtothegastrointestinaltract（e．g．，abdominalpain，  

nauseaandvomiting，diarrhea）．Patientsreceivingmorethan3dosesofanOpioidwithinthe  

Weekpriortosurgerywerenotstudiedinthepostoperativeileusclinicaltrials；therefore，  

mEREG12mgcapsulesshouldbeadministeredwithcautiontothesepatients．  

5．4 SevereHepaticlmpairment  
Inpatientswithseverehepaticimpairment，thereisapotentialfbr10－fo1dhigherplasma  

levelsofdrugheeClinicalPharmacol喝′〃2・3）］．TYlerearenOStudiesofENTEREGin  

patientswithseverehepadcimpalrmentundergoingbowelresection．Becauseofthelimiteddata  
avai1able，ENTEREGisnotrecommendedforuseinpatientswithseverehepaticimpalrment．  

5．5 End－ShgeRonalDi＄Oa＄e  

Nostudieshavebeenconductedwithend－Stagerenaldisease．ENTEREGisnot  

recorrmendedfbruseinthesepatients．  

5．6  BoweIOb＄truCtion  

UseofENTEREGinpatientsundergolngSurgeryfbrcorrectionofcompletebowel  

obstruCtionisnotrecommended．   

6  ADVERSE REACTlONS 

6．1 C］inicalTrialsExperience  

BecauseclinicaltrialsareconductedunderwidelyvarylngCOnditions，adversereaction  

ratesobservedintheclinicaltrialsofadrugCamOtbedirectlycomparedtoratesintheclimical  
trialsofanotherdrugandmaynotrenecttheratesobservedinclimicalpractice．Theadverse  

eventinfbrmationfromclinicaltrialsdoes，however，PrOVideabasisforidentifyingtheadverse  

eventsthatappeartoberelatedtodruguSeandfbrapproximatlngrateS．  
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Thedatadescribedbelowre鮎ctexposuretoENTEREGinl，650patientsin9placebo－  

COntrOlledstudiesworldwide．Thepopulationwas19to97yearSOld，68％werefbmale，and  

83％wereCaucasian；61％wereundergolngbowelresectionsurgery．The丘rstdoseof  

mEREGwasadmimistered30minutesto5hoursbefbrethescheduledstartofsurgeryand  

thentwicedailyuntilhospitaldischarge（orforamimumof7daysofpostoperative  

廿e如ment）．  

Tablelpresentstreatment－emergentadversereactionsreportedin≧3％patientstreated  

withENTEREGandforwhichtherateforENTEREGwas≧1％thanPlacebo・Treatment－  
emergentadversereactionsarethoseeventsoccumngaRerthefirstdoseofstudymedication  

treatmentandwithin7daysofthelastdoseofstudymedicationorthoseeventspresentat  

baselinethatincreasedinseveritya氏erthestartofstudymedicationtreatment．   

Tablel・T一℃atment－EmergentAdverseReactiotLSThatWereReportedin≧3％ofEither  
BoweIResectionPati助tSTreatedWithENTEREGorAl1SurgicaIPatientsTreatedWith  
ENTEREG如山‖brⅥ職icbtheRateIbrENTEREGWas≧1％TbamPlacebo  

BowelRese  donP如ients  AllSu曙1  cdP如ients  

Placebo  ENTEREG  Placebo  ENTEREG  

（n＝986）  （n＝999）  （n＝l，365）  （n＝1，650）  

SystemOrganClass  ％   ％   ％   ％   

Bloodandlymphaticsystemdisorders   
Anemia   4．2   5．2   5．4   5．4   

Gastrointestinaldisorders   

Con軸p如10n   3．9   4．0   7．6   9．7   

Dyspepsia   4．6・   7．0   4．8   5．9   

Flatulence   4．5   3．1   7．7   8．7   

Metabolismandnutritiondisorders   

Hypokdemia   8．5   9．5   7．5   6．9   

Musculoskeletalandcormectivetissue  

血50rders   

Backp血n   1．7   3．3   2．6   3．4   

Renalandurinarydisorders   

Urinaryretention   2．1   3．2   2．3   3．5   

7  DRUG lNTERACTlONS 

7・1 Potentia（forDrugstoAfFBctAIvimopanPharmacokinetic＄  
Basedoninvitrodata，alvimopanisnotasubstrateofCYPen野meS．merefore，  

COnCOmitantadministrationofENTEREGwithinducersorinhibitorsofCYPen町meSis  
un1ikelytoalterthemetabolismofalvimopan，Noclimicalstudieshavebeenperfbrmedtoassess  

thee蝕ctofconcomitantadministrationofinducersorinhibitorsofcytochromeP450enzymes  
Onalvimopanphamacokinetics．   



Inv〟rostudiessuggestthatalvimopanandits‘metabolite’aresubstratesfbrp－  

glycoprotein．ApopulationPKanalysisdidnotrevealanyevidencethatalvimopanOr  
‘metabolite，pharm肛Okineticswereinfluencedbyconcomitantmedicationsthataremild－tO－  

moderatep－glycoproteininhibitors・Noclinicalstudiesofconcomitantadministrationof  

alvimopanandstronginhibitorsofp－glycoprotein（e・g・，VeraPamil，CyClosporine，amiodorone，  

itraconazole，quinine，SPirinolactone，quinidine，dildazeln，bepridil）havebeenconducted・  

ApopulationPKanalysissuggeststhatthephamacokineticsofalvimopanWerenOt  

a蝕ctedbyconcomitantadministrationofacidblockersorantibiotics・However，plasma  

concentrationsofthe’metabolite’werelowerinpatientsreceivlngaCidblockersorpreoperative  
oralantibiotics（49％and81％，reSPeCtively）．Becausethe‘metabolite’isnotrequiredfbr  

efncacy，nOdosagea句ustmentsarenecessaryinthesepatients・  

7．2 PotentialforAIvjmopantoAfFectthePharrnacokinetic＄OfOtherDrug＄  

Alvimopanandits’metabolite，arenotinhibitorsofCYPIA2，2C9，2C19，3A4，2D6，  

and2ElinvitroalconcentrationsfarinexcessofthoseobservedclinicaibT．Alvimopanandits  
‘metabolite，arenotinducersofCYPIA2，2B6，2C9，2C19and3A4．Invitrostudiesalso  
suggestthatalvimopanandits’metabolite，arenOtinhibitorsofp－glycoprotein・Theseinvitro  

丘ndingssuggestthatENTEREGisunlikelytoalterthephamacokineticsofcoadministered  
drugsthroughinhibitionorinductionofCYPenqmesorinhibitionofp－glycoprotein・  

CoadministradonofalvimopandoesnotappeartoalterthepharmaCOkineticsof  
morphine肌ditsmetabolite，mOrPhine－6－glucuronide，tOaClinical1ysigni丘cantdegreewhen  

morphineisadministeredintravenously・Dosagea4iustmentfbrintravenouslyadministered  

morphineisnotnecessarywhenitiscoadmimisteredwithalvimopan・   

8   USEJNSPECIFICPOPULATJONS  
8．1 Pregnancy  

TeratogenicE馳cts：Pregna皿CyCategoryB  

Reproductionstudieshavebeenperformedinpregnantratsatabout68to136timesthe  

recommendedhtmanoraldosebasedonthebodysurfaceareaandintravenousdosesofabout  
3．4to6．8timestherecommendedhumanOraldosebasedonthebodysurfaceareaandin  
pregnantrabbitsatintravenousdosesatabout5to10timestherecommendedhumanOraldose  
basedonthebodysurfaceareaandhaverevealednoevidenceofimpairedfbrtilityorhamtothe  

fbtusduetoalvimopan・Thereare，however，nOadequateandwell－COntrO11edstudiesinpregnant  

women．BecauseanimalreproductionstudiesarenOtalwayspredictiveofhumanreSPOnse，this  

drugShouldbeusedduringpregnancyonlyifclear1yneeded・  

8．2 NursLngMothers  
Alvimopanandits’metabolite，aredetectedinthemilkoflactahngrats・Itisnotkn0wn  

whetheralvimopanisexcretedinhumanmi1k・BecausemanydrugsareeXCretedinhumanmi1k，  

cautionshouldbeexercisedwhenENTEREGisadministeredtoanurslngWOman．  

8．3  PediatricU＄e  

Safbtyandeffbctivenessinpediatricpatientshavenotbeenestablished・  
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8，4  GeriatricU＄e  

Ofthetotalnumi）erOfpatientsin5clinlcale伍cacystudiestreatedwithmREGor  
Placebo，45％were65yearsofageandover，While18％were75yearsofageandover，No  

OVeral1di蝕rencesinsafbtyorefrbctivenesswereobservedbetweenthesepatientsandyounger  

Patients，andotherreportedclimical駄periencehasnotidemiBeddi飴rencesinresponses  

betweentheelderlyandyoungerPatients，butgreatersensi也vityofsomeolderindividualscannOt  

beruledout．Nodos喝ea4iustmentbasedonincreasedageisrequiredheeC肋ical  

タカα〃乃αCOJq汐〃2．明．  

8．5 Hopaticlmpalmnt  
Althoughthereisapotentialforhigherplasmalevelsofdruginpatientswithmild－tO－  

moderatehepaticimpairmentheeClinicalmarmacolqgy〃2・3N，dosagea句ustmentinthese  

Patientsisnotrequired．Padentswithmi1d－tO－mOderatehepaticimpairmentshouldbeclosely  

momitoredforpossibleadverseeffbcts（e．g．，diamhea，gaStmirrtes血alpain，CramPing）thatcould  

indicatehighdrugOr‘m劇al）01ite’levels，andENTEREGshouldbediscominuedifadverse  
eventsoccur．ENTEREGisnotrecomm訊dedforuseinpatientswithseverehepatic  
impairment．／馳eDosageandAdhinistrationP・2），肋rningsandPrecau（ionsP・4），and  

CJ油〟タグ如r〝∽COJ咽′〝2．斗7  

8t6 R引Ⅶ‖加岬油mⅦnt  

′Alvimopanhasnotbeenstudiedinpatientswithend－Stager飢aldiseaseandENTEREG  
isnotrecorrmendedforuseinthesepadents．P幻ientswithmi1d－tO－SeVererenalimpalrmentdo  
notrequiredosag？a4iustment，butdl町Shouldbemonitoredforadversee蝕cts，heeDosage  

andAdhinistrationP．2）andClinicalPharmacol喝′〃23H．Padentswithsevereimpairment  

Shouldbecloselymomitoredforpossibleadverseeffbcts（e．g．，diarrhea，gaStrOintestinalpain，  
CramPing）thatcouldindicatehighdrugOr’metabolite’1evels，andENTEREGshouldbe  

discominuedifadverseeventsoccur．   

9  DRUGABU＄EANDDEPENDENCE  

mEREGhasnoknownpotentialforabuseOrdependence．   

10  0VERDOSAGE  

Thereisnospecificantidoteforoverdos喝eWithmREG．Patientsshouldbe  
mana8edwithappropnatesuppordvetherapy．Singledosesupto120nwandmultipledosesup  

to48mgfor7dayshavebeenadmimisteredtonormal，healthysubjectsinclimicalstudiesand  

werewelltolerated．   

11 DE＄CRIPT10N  

ENTEREGCapsulescontainalvimopan，aPeripheral1y－aCtingp－Opioidreceptor（PAM－  

OR）antagomist．Chemical1y，alvimopanisthesinglestereoisomer［［2（S）－［［4（尺）－（3－  

hydroxyphenyl）－3（月），4－dimethyl－1－Piperidinyl］methyl】－l－OXO－3－Phenylpropyl】amino］aceticacid  

dihydrate．Ithasthefo1lowlngStruCturalfbrmula：  

▼ ，【   ▼▼「ミ   



Alvimopanisawhitetolightbeigepowderwithamolecularweightof460・6，andthe  

empiricalfbmiaisC25H32N204・2H20．Ithasasolubilityof＜0・1mg／mLinwaterorbufftred  

solutionsbetweenpH3・0and9・0，1to5mg／mLinbufferedsolutionsatpHl・2，andlOto  

25mg／mLinaqueousO．1Nsodiumhydroxide・AtphysiologicalpH，alvimopaniszwitterionic，a  

PrOpertythatcontributestoitslowsold）ility・  

ENTEREGCapsulesfororaladministrationcontain12mgofalvimopanOnan  

狐hydrousbasissuspendedintheinactivelngredientpolyethyleneglycol・   

12  CuNICALPHARMACOLOGY  

12．1 MochanismofAction  

Alvimopanisaselectiveantagonistoftheclonedhuma叫レOpioidreceptorwithaKiof  

O．4nM（0．2ng／mL）andnomeasurableopioid－agOniste鮎ctsinstandardpharmacologicassays・  

Thedissociationof［3H］－alvimopan丘omthehmanp－Opioidreceptorisslowerthanthatof  
otheropioidligands，COnSistentwithitshigherafRnityfbrthereceptor・Atconcentrationsoflto  

lOpM，alvimopandemonstratednoactiYityatanyofover70non－Opioidreceptors，en町meS，  

andionchannels．  

Postoperativeileusistheimpairmentofgastrointestinalmotilityafterintra，abdominal  

SurgeryOrOthernon－abdominalsurgeries・Postoperativeileusafftctsal1segmentsofthe  

gastrointestinaltractandmaylast丘・Om5to6days，OreVenlonger・Thismaypotential1ydelay  

gastrointestinalrecoveryzmdhospitaldischargeuntilitsresolution・Itischaracterizedby  

abdominaldistentionandbloatlng，nauSea，VOrrutlng，Paln，aCCumulationofgasandfluidsinthe  

bowel，anddelayedpassageofflatusanddefbcation・Postoperativeileusistheresultofa  

multifactorialprocessthatincludesinhibitozysympatheticlnput，releaseofhormOneS，  

neurotransmitters，andothermediators（e．g．，endogenousopioids）．Acomponentof  

postoperativeileusalsoresults丘omaninflanmatoryreactionandthee蝕ctsofopioid  

analgesics・Morphineandotherp－OPioidreceptoragonistsareuniversal1vusedforthetreatment  

ofacutepostsurgicalpaln；however，theyareknowntOhaveaninhibitoryefrbcton  

gastrointestinalmotilityandmayprolongthedurationofpostoperativeileus・  

FollowlngOraladministration，alvimopanantagomizestheperipheralefrbctsofopioidson  
gastrointestinalmotilityandsecretionbycompetitivelybindingtogastrointestinaltractLl－OPioid  

receptors・rIbeantagonismproducedbyalvimopanatopioidreceptorsisevidentinisolated  

gulneaPlgileumpreparationswherealvimopanCOmpetitivelyantagonizestheefEbctsof  
morphineoncontractility．AlvimopanaChievesthisselecdvegastrointestinalopioidantagOnism  

withoutreversmgthecentralanalgesicefftctsofい一－OPioidagonists・  

12．2 Pharmacodynamic＄  
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InexploratorystudiesinhealthyvolunteerS，alvimopan3mgthreetimesdaib，aPPe  

toreducethedelayingastroirrtestinaltransitproducedtymorphine30mgtwicedailyas  

measuredbyradio増Paquemarkers．  

Inastudydesignedtoevaluatepotentialeffbctsoncardiacconduction，alvimopandidnot  

CauSeChnical1ysi伊通cantQTcprolongationatdosesupto24mgtwicedailyfbr7days．The  

potentialforQTce蝕cIsalhigherdoseshasnolbeensludied、  

12．3 Pharmcoki川畑¢S  

Followingoraladrninistrationofalvimopan，anamidehydr叫sisconTPOundispresentin  

thesystemiccirculadon，Whichisconsideredaproductexclusivelyofinbtinalflora  

metabolism・Thiscom匹undisreferredtoasthe‘metabolite，・ItisalsoalトOPioidreceptor  

antagonistwithaKiofO．8nM（0．3nghnL）．  

Absorption＝FollowingoraladmimistradonofEnteregcapsulesinhealthyvolunteers，  

PlasmaalvimopanCOnCentrationpeakedatapproximately2hourspostdose・NosipiAcant  
accumiationinalvimopanCOnC飢trationwasobservedfbllowingtwicedaily＠ID）dosing．The  

meanpeakplasmaconcentrationwaslO．98（±6，43）ng／mLahdmeanAUCo＿12hWaS40．2  

（j22・5）ng・h／mi・aLterdosingofalvimopanat12mgBIDfbr5days．Tbeabsolute  

bioavailabilitywaseStindedtobe6％（range，l％to19％）．Plasmaconcentrationsofalvimopan  

increasedapproximatelyproportionallywithincreasingdosesbetween6and18mg，butlessthan  

匹OpO血on叫舟om18to24喝  
Therewasadelayintheappea柁m00Ofthe’metabolite’，WhichhadamedianThaxof  

36hotqsfo1lowingadministrationofasingledoseofalvimopan．ConcenFationsofthe  

‘metabolite’werehighlyvariablebetweensu句ectsandwithinasubject．The’metabolite，  

accumiateda氏ermultipledosesofENTEREG．The’meanCnaxforthe’metabolite，8戯er  

alvimopan12mgtwicedailyfor5dayswas35・73±35・29ng／mi・・  

Concentraticnsofalvimopananditsmetabolitearehigher（～1．9－fo1dand～1．4一飴1d，  

respedveけ）血pOIp血m毎払狐血he正也yvolunt紀摺．  

一FoodE触旭：Ahigh一触mealdecreaseddleeXtentandrateofalvimopanabsorption．  

TheCmaxandAUCweredecreasedbyapproximately38％and21％，reSpeCtively，andtheTmaK  

WaSPrOlongedby・aPPrOXimatelylhour・TheclimicalsigniBcanCeOfthisdecreased  
bioavailal）ilityisunknowmInPOIclinicaltrials，thepreoperativedoseofENTEREGwas  

administeredinafhstingstate．Subsequentdosesweregivenwithoutregardtomeals．  

D輔bL柏（叩ThesteadystatevolumeOfdistributi皿OfalvimopanWaSeSdmatedtobe  

30±10L・Plasmaproteinbindingofalvimopanandits‘metabolite，wasindependentof  

COnCentradonoverrangesobservedclinicalbTandaveraged80％and94％，reSPeCtiveb，．Both  

alvimopanandthe’metabohte’wereboundtoalbuminandnottoalpha－1acidglycoprotein．  

Metabolism訓1dElimina柏n‥neaver喝ePlasmaclearanCeforalvimopanwas402  
（±89）miJmirLRenalexcretionaccountedforapproximat鴎35％oftotalclearance．Therewas  

noevidencethathepaticmetabolismwasasigmificantrOuteforalvimopanelimination・Biliary  
SeCretionwasconsideredtheprimarypathwayforalvimopanelimination・Unabsorbeddrugand  
unChangedalvimopanresultingfrombiliaryexcretionwerethenhydrolyzedtoits’metabolite，   



bygutmicroflora．The’metabolite’waseliminatedinthefecesandintheurineasunChanged  

’metabolite’，theglucuronideconiugateofthe’metabolite’，andotherminormetabolites．The  
meanterminalphasehalflhfbofalvimopanaftermultipleoraldosesofENTEREGranged蝕）m  
lOto17hours．Tbeterminalhalf・1ifbofthe’metabolite’rangedlOto18hours．  

SDeCia蔓PoDulations：  

Age：Thephamokineticsofalvimopan，butnotits‘metabolite’，Wererelatedtoage，  

butthisefrbctwasnotclinical1ysigmificantanddoesnotwanⅥntdosagea句ustmentbasedon  
血cre鮎d喝e．  

Race：TYlepharmacokineticcharacteristicsofalvimopanwerenot鵡ctedbyrace，  

Plasma’metabolite’concentrationswerelowerinblackandinHispanicpadents（吋43％and  
82％，reSPeCtively）thaninCaucasianpatientsfollo血galvimopanadministradon．These  

Changesarenotconsideredtobeclinicallysigni負cantinsurgicalpatients；therefbre，dosage  
a句びtm飢tb鮎donr肛eisnotreq血ぬ  

Gender：Therewasnoe飴ctofgenderonthepharmaCOkineticsofalvimopanOrthe  
‘mehbolite’．  

HepabIrqpailment：Exposu柁tOalvimopanfbllowingaslngle12－mgdosetendedto  
behigher（1．5to2fbld，OnaVerage）inpatientswithmi1dormoderatehepaticimpairment（as  

de爵nedtyChildTPughClassAandB，n＝8each）comparedwithhealthycontroIs（n＝4）．  

TherewerenoconsistenteffbctsontheCmaxorhalfllifeofalvimopaninpatientswithhepatic  
lmpamt．However，tWOOf16patientswithmildtomoderatelmPalmmthadlonger  
expectedhalfllivesofalvimopanindic血ngthatsomeaccumuladonmayocctwuponmultiple  
dosing．TheC．naxofthe’metabolite’tendedtobemorevamibleinpatientswithmildor  

moderatehepaticimpairmentthaninmatchednomisubjects．Astudyof3p如ientswithsevere  

hepaticimpairment（Child－PughClassC），indicatedsimi1aralvimopanexposurein2patientsand  

anapproximatelylO－fbldincreaseinCmaxandexposureinlpatientwithseverehepatic  

i叩PairmentWhencomparedwithhealthycontroIvolunteersheenbrningsandJケeMutionsP・4）  
α乃dLなビゴ乃勒ecぴcタ甲〟ね血糊伸・j〃．  

RenaIlmpairment：Therewasnorelationshipbetweenrenalfunction（i．e．，Creatinine  

ClearanCe［CrCl］）andplasmaalvimopanPharrrnCOkinetics（Cmax，AUC，Orhalト1ifb）inpatients  

withmi1d（CrC151－80mL／min），mOderate（CrC131－50miJmin），OrSeVere（CrCl＜30mL／min）  

renalimpairment（n＝6each）．Renalclemceofalvimopanwasre）atedtorenal加ction；  

however，becauserenalclearancewasonlyasmal1舟action（35％）ofthetotalclearance，renal  
impaJrmenthadasm山Iefftctontheapparentoralclearanceofalvimopan．Thehalfllivesof  

alvimopanWereCOmParableinthemi1d，mOderateandcontrolrenalimpairmentgroupsbut  

longerinthesevererenalimpalrmentgrOup．Exposuretothe‘metabolite’tendedtobe2－tO5－  
fbldhigherinpatientswithmoderateorsevererenalimpairmentcomparedtopatientswithmi1d  

renalimpalrmentOrCOntrOIsut力ects．Thus，theremaybeaccumulationofalvimopanand  
‘metabolite’inpatientswithsevererenalimpalrmentreCeivingmultipledosesofENTEREG．  

Patientswithend－Stagerenaldiseasewerenotstudied／豆eeWおrningsandメナecaut10nSP・5）and  

【如才乃勒ec所CP岬〟ぬ如那揮．㊥ノ．  
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CmhnbDisease：1乱erewasnorelationshipbetweendiseaseactivityinpatientswith  

Crolm’sdisease（measuredasCrohn’sDiseaseActivityIndexorbowelmovementfrequency）  
andalvimopanPhamacokinetics（AUCorCmax）．PatientswithactiveorquiescentCrohn，s  

diseasehadincreasedvariabilityinalvimopanpharmaCOkineticsandexposuretendedtobe2－  

fbldhigherinpatientswithquiescentdiseasethaninthosewithactivediseaseornormal  

Su切ects・Concentrati0nsOfthe’metabolite’werelowerinpatientswithCrolm’sdisease．   

13  NONCLINICALTOXICOLOGY  

1311Carcinogene＄i＄，Mutagenesis，lmpairmentofFertility  

TwoyearcarcinogemicibTStudieshavebeenconductedwithalvimopaninCD－1miceat  

Oraldosesupto4000mgn’g／dayandinSpragueDawlqyratsaIoraldosesupto500mgn’g／day・  
Oraladministrationofalvimopanfbr104weeksproducedsi卯i魚cantincreasesintheincidences  
Of丘broma，丘brosarcomaandsarcomaintheskin／subcutis，andosteoma／osteosarcomainbones  

Offemalemicea（4000mgn［g／day（about674dmestherecommendedhumandosebasedon  

bo4，Surfacearea）・Inrats，OraladmimistradonofalvimopanforlO4weeksdidnotproduceany  

tumOruPtO500mgn’g／day（about166timestherecorrmendedhtmmdosebasedonbody  
SuI血cearea）．  

AlvimopanWaSnOtgenOtOXicintheAmestest，themouselymphomacell（L5178YrrK＋／．）  

forwardmutahontest，theChineseHamsterOvary（CHO）cellchromosomeal）errationtestorthe  

mousemicronucleustest・Thepharmacologica11yactive’metabolite’ADLO8－0011wasneg血ve  
intheAmestest，ChromosomeaberrationtestinCHOcellsandmousemicronucleustest．  

Alvimopana‡intravenousdosesuptolOmg此g／day（about3．4to6．8timesthe  

recommendedhmanoraldosebasedonthebodysurfaceareわwasfoundtohavenoadverse  
e飴ctonfertilib，andreproductiveperfbrmanCeOfmaleandfemalerats．  

13・2Anjma］Toxic0logyand／OrPharmaco［ogy  
Asingledraldoseof500ndkgofalvimopanWaSnOtlethaltomiceandrats．  

Reproductionstudieshavebeenperformedinpregnantratsatoraldosesupto200  

mg此釘day（about68to136timestherecomm飢dedhumanOraldosebasedonthebodysurface  
area）andintravenousdosesuptolOmg／kg／day（about3．4to6．8timestherecommendedhuman  

Oraldosebasedonthebodysu血ceare4）andinpregnantrabbitsatintravenousdosesupto15  
mg／kg／day（about5tolO也mestherecorrmendedhumanOraldosebasedonthebodysurface  
area）andhaverevealednoevidenceofimpairedfbrti1ityorharmtothefetusduetoalvimopan．  

14  CLINICALSTUDJES  

14．1PostoperativeHeu＄  

TheefBcaqyofENTEREGinthemanagementOfpostoperativeileuswasevaluatedin5  

multicenter，randomized，double－blind，Paral1el－grOuP，Placebo－COntrO11edstudies：4USstudies  

（Studiesl－4）andlnon－USstudy（Study5）・Patients18yearsofageorolderundergoingpartial  

largeorsmallbowelresectionsu曙erywithprimaryanaStOmOSisortotalabdominai  
hysterectomyundergeneralaneSthesiawererandomlyasslgnedtoreceiveoraldosesof  

ENTEREG12mgormatchingplacebo．Theinitialdosewasadministeredatleast30minutes  
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andupto5hourSPriortothescheduledstartofsurgeryformostpatients，andsubsequentdoses  

wereadministeredtwicedailybeginningonthe丘rstpostoperativedayandcon血uedumi1  

hospitaldischargeoramaximumof7days・Therewerenolimitationsonthetypeofgeneral  
anesthesiaused，butintrathecalorepiduralopioidsoraneStheticswereprohibited，  

Al1patientsintheUSstudieswerescheduledtoreceiveintravenouspatient－COntrOlled  

opioidanalgesiaInthenon－USstudy，patierrtswerescheduledtoreceiveopioidseitherby  

intravenousPatient－COntrOlledopioidanalgesiaorbolusparenteraladministration（intravenousOr  

intramuscular）．Inallstudies，therewasnorestrictiononthetypeofopioidusedortheduration  

Ofintrav飢OuSPatient－COntrO11edopioidanalgesia・Astandardizedacceleratedpostoperativecare  

pathwaywasimplemented：earlynasogastrictuberemoval（endofsurgery）；earlyambulation  

（dayfbllowingsurgery）；earlydietadvanCementOiquidsofftredthedayfo1lowingsurgery）and  

solidsbytheseconddayfo1lowingsurgery，aStOlerated・  

Patientswhoreceivedmoretham3dosesofanopioid（regardlessofroute）duringthe  

7dayspnortosurgeryandpatlentSwithcompletebowelobstruCtionorwhowerescheduledfor  

atotalcolectonw，COlostomy，OrileostorrDTWereeXCluded・  

Theprimaryendpointfbral1studieswasdmetoachieveresolutionofpostoperativeileus，  

aclinical1yde丘nedcomposltemeaSureOfbothupperandlowergastrointestinalrecovery・  

Althoughboth2－COmPOnent（a2：tOlerationofsolidfoodandfirstbowelmovement）and3－  

com匹nent（GI3：tOlerationofsolidfoodandeitherfirstflatusorbowelmoverrmt）endpoids  

wereusedinal1studies，GI2ispresentedasitrepresentsthemosto句ec也veandclimical1y  

relevantmeaSureOftreatmentresponseinthebowelresectionpopulation．Thetimefromtheend  
ofsurgerytowhenthedischargeOrderwaswrittenrepresentedthelengthofhospitalstay・Inthe  

5studies，1，081pade山SreCeivedplacebo（157fortotalal）dominalhysterectonw）andl，096  

PatientsreceivedmREG（143fortotalabdominalhysterectoI町）・  

Thee餓caqYOfEⅣrEREGfo1lowingtotalabdominalhysterectonwhasnotbe  
established．Therefore，thefblloⅦngdataarepreSentedfbrthebowelresectionpopulationonly・  

BoweJResection：Atotalofl，877patientsunderwentbowelresection・Theaverageage  

was61yearswithequalproportionsofmalesandfemales，and88％wereCaucasian・Themost  

commonindicationsfbrsurgerywerecolonorrectalcanCeranddiverticulardisease・Inthe  

non－USstudy（Study5），aVeragedai1ypostoperativeopioidconsumptionwasapproximately  

50％lowerandtheuseofnon－OPioidanalgesicssubstantial1yhigher，aSCOmParedwiththeUS  

studies（Studjesト4）fbrbothtreatmentgroups．Duringthefirst48hourSpOStOPeratively，the  

useofnon－OPioidanalgesicswas69％comparedwith4％fbrthenon－USandUSstudies，  

respectively・Ineachofthe5studies，ENTEREGacceleratedthetimetorecoveryof  

gastrointes血alfunctlOn，aSmeaSuredbythecompositeendpointGI2，andtimetodischarge  

orderwrittenascomparedwithplacebo．Hazardratiosgreaterthanlindicateahigher  

probabilityofachievingtheeventduringthestudyperiodwithtreatmentwithmREGthlLn  

withplacebo・Table2providestheHazardRatios，KaplanMeiermeanSandthemeantreatment  

difrtrences匝OurS）ingastrointeshalrecoverybetweenmREGandplacebo・  
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Tabte2．GI2Recove（Hours）in丑owdRe5eC伽mIIa鮎mts   

Study  ENTEREG   Treatment   

No．   12mg  Placebo  Diffbrence  HazardR如io  

Mean   Mean   Mean   （95％CI）   

1．533  
92．0   111．8   19．8  

（l．293，1．816）   

1．625  
2   105．9   132．0   26．1  

（1．256，2．102）   

1．365  
3   116．4   130．3   14．0  

（1．057，1．764）   

1．400  
4   106．7   119．9   13．2  

（l．035，1．＄94）   

1．299  
5   98．S   109．5   10．7  

（l．070，1．575）  

Gastrointestinalrecoverybeganafterapproxim如ely48hourspostsurgery・The  

proportionofpadentsreceivingENTEREGwhoachievedGI2washigheratal1血1eSthroughout  

thestudyobsetvahonperiodcomparedwiththose◆receivingplacebo（Figurel），   

FigurelTimetoGT2hsedondleCombinedData什omFiveStudies  
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Acrossstudiesl－4，PatientsreceivingENTEREGhadtheirdischargeorder  

Writtenapproximately13to21hourssoonercomparedtopatientsreceivlngPlacebo・  

ENTEREGdidnotreverseopioidanalgesiaasmeasuredbyvisualanalogscalepaln  
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intensityscoresand／oramountOfpostoperativeopioidsadministeredacrossal15studies．  

Tberewerenogender－，age－，OrraCe－relateddifftrencesintreatmenteffbct．  

Theincidenceofanastomoticleakwaslowandcomparableinpatientsreceivlngeither  
ENTEREGorplacebo（0．8％andl．1％，reSPeCtively）．   

16  日OWSUPPLIEDISTORAGEANDHANDLJNG  
ENTEREGCapsules，12mg，areblue，hard－gelatincapsulespnntedwith“ADL2698”  

Onboththebodyandthec叩Ofthecapsule．mREGCapsulesareavai1al）1einunit－dose  

packsof30capsules（30doses）（NDCl1227－010－30）forhospitaluseonly．  

Storeat25OC（770F）；eXCurSionspemittedto15－30OC（59－86OF）［seeUSPControlled  

RoomTemperature．】   

17  PAT］ENTCOUNSEuNGINFORMAT10N  

17．1RocentU＄eOfOpioid＄  

Patientsshouldbeinformedthattheymustdiscloselong－termOrintemittentopioidpain  
therapy，lnCludinganyuseOfopioidsintheweekpnortoreceivlngENTEREG．Thqyshould  

understandthatrecentuseofopioidsmaymakethemmoresusCeptibletoadversereactionsto  

mREG，Primari1ythoselimitedtothegastrointestinaltract（e．g．，abdominalpain，nauSeaand  

VOmiting，diarhea）．  

17．2 HospitalUseOnly  

PatientsshouldbeinformedthatENTEREGisforhospitaluseonlyfornomorethan  
7daysaftertheirbowelresectionsurgery．  
17．3 MostCommonSideEffbct＄  

Patientsshouldbeinformedthatthemostcommonsidee飴ctswithENTEREGin  
Patientsundergoingbowelresectionareconstipation，dyspepsia，andnatulence．  

′ad芯萱。r  
Jこ■■○●■IlO■l   

ManufacturedfbrAdolorCorporation  
Exton，PA19341－1127  

申  GlaxoSmithKline  
DistributedbyGlaxoSmithKline  

ResearchTrianglePark，NC27709   

USPatentNos．5，250，542；5，434，171；6，469，030  

◎2007，AdolorCorporation．Al1rightsreserved．  

13   




