
＄．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，  
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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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（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  
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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 
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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．  

23   



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   
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