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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．  
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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   
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5  Ⅵ脚GSANDmCAUTIONS  
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7   Ⅰ）RUG仙CTIONS  
7．1Ⅰ）一昭SM由如1汝dbyq咤∝hro山eP450血0野山傍  
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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）］．  
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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．  

10   



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  
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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コ52） （膵叫7） （肝55）  

S山dyl  

●pく0．0001v8．Plac8bo  

（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・  
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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．  
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・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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