
Additionalinfornlationonthepotentialrisksofmethadonemaybederived丘omanimaldata．Methadonedoesnot  
appeartObeterat（｝genicintheratorrabbitmodels・However，fo1lowlnglargedoses，methadoneproduced  
teratogenicefftctsinthegulneapig，hamsterandmouse．Onepublishedstudyinpregnanthamstersindicatedthata  
SinglesubcutaneOuSdoseofmethadonerangingfrom31to185m釘kg（the31mgn（gdoseisapproximately2times  
ahumandai1yoraldoseof120mg／dayonamg／m2basis）onday80fgestationresultedinadecreaseinthenumber  
Offitusesper）itterandanincreaseintheperCentageOf危tusesexhibitingcongenitalmalformationsdescribedas  
exencephaly，Cranioschisis，弧d‘Lvariousotherlesions．”Themqiorityofthedosestestedalsoresultedinmatemal  
death．Inanotherstudy，aSinglesubcutaneousdoseof22to24mgA（gmethadone（estimatedexposurewas  
approxirnatelyequivalenttoahumandai1yoraldoseof120mg／dayonamghn2basis）administeredonday90f  
gestationinmicealsoproducedexencepha）yinll％oftheembryos．However，nOefrbctswerereportedinratsand  
rabbitsatoraldosesupto40mgn（g（estimatedexposurewasapproximately3and6times，reSpeCtively，ahuman  
dai1yoraldoseof120mg／dayonamg／m2basis）administeredduringdays6to15and6to18，reSpeCtively．   

NonteratogeneticEffbcts－Babiesbomtomotherswhohavebeentakingopioidsregular1ypnortodeliverymaybe  
Physical1ydependmt・Onsetofwithdrawal野mptOmSinin血1tSisusuallyinthenrstdaysafterbiTth・Withdrawal  
Signsinthenewbomincludeirritabilityandexcessivecrying，tremOrS，hyperaCtiverenexes，increasedrespiratory  
rate，increa5edstooJs，SneeZing，yawning，VOmiting，andftver．Theintensityofthesyndromedoesnotalwqys  
COrrelatewiththematemaldoseorthedurationofmatemalexFX）Sure．Thedurationofthewithdrawalsignsmay  
Varyfroma托wdaystoweeksorevenmonths．ThereisnoconsensusontheappropriatemanagementOfin知It  
wi血drawal．   

ThereareconflictingreportsonwhetherSIDSoccurswithanincreasedincidenceinin伽tsborntowomentreated  
withmethadoneduringpregnancy．   

Abnormalfetalnonstresstests（NSTs）havebeenreportedtooccurmore倉equentlywhenthetestisperformedlto2  
hoursa氏eramaintenancedoseofmethadoneinlatepregnancycomparedtocontroIs．   

Publishedanimaldatahavereportedincreasedneonatalmortalityintheo蝕pringofmalerodentsthatweretreated  
Withmethadonepriortomating．lnthesestudies，the飴malerodentswerenottreatedwithmethadone，indicating  
Patemal1y－mediateddevelopmentaltoxicity・SpeCiRcally，methadoneadministeredtothemaleratpriortomating  
withmethadone－nabefemaIesresultedindecreasedweightgaininprogenyaLterweaning．Themaleprogeny  
demonstratedreducedthymusweights，Where貼thefemaleprogmydemonstratedincreasedadrenalweights・  
Further，behavioraltestillgOfthesemaleandfemaleprogenyrevealedsignincantdifftrencesinbehavioraltests  
COmParedtocontmlanimals，SuggeStingthatpatemalmethadoneexposurecanproducephysiologlCaland  
behavioralchangeSinprogenyinthismodel．Otheranimalstudieshavereportedthatperinatalexposuretoopioids  
includingmethadonealtersneuronaldevelopmentandbehaviorintheo飽pring・Perinatalmethadoneexposurein  
ratshasbeenlinkedtoalterationsinleamingability，mOtOraCtivity，thennalregulation，nOCiceptiveresponseSand  
sensitivitytodrugS．Additionalanimaldatademonstratesevidenceforneurochemicalchangesinthebrainsof  
methadone－treatedo飴pring，lnCludingchangeStOthecholinergic，dopaminerglC，nOradrenerglCandserotonerglC  
SyStemS．Additionalstudiesdemonstratedthatmethadoneb・eatmentOfmaleratsfor21to32dayspriortomating  
withmethadone－naTveftmalesdidnotproduceanyadversee飴cts，SuggeStingthatprolongedmethadonetreatment  
ofthemaleratresultedintolerancetothedevelopmentaltoxicitiesnotedintheprogeny・Mechanisticstudiesinthis  
ratmodelsuggestthatthedevelopmentalefrtctsof’t）atemal”methadoneontheprogenyappeartObedueto  
decreasedtestosteroneproduction．Theseanimaldatamirrorthereportedclinical瓜ndingsofdecreasedtestosterDne  
levelsinhumanmalesonmethadonemaintenancetherapyforopioidaddictionandinmalesrecelVlngChronic  
intraspinalopioids・   

ClinicalPharmaco）ogyforPregnzLnCy－PregnantwomenappeaTtOhavesignificantlylowertroughplasma  
methadoneconcentrations，increasedplasmamethadoneclearance，andshortermethadonehalf二1ifethana允er  
delivery．Dosagea4justmentusinghigherdosesoradministeringthedai1ydoseindivideddosesmaybenecessary  
inpregnantwomentreatedwithmethadone・［SeeCLINICALPHARMACOLOGYandDOSAGEAND  
ADMINISTRATION］．   

Methdoneshouldbeusedduringprepancyoh］yifthepoteJltiaIbeIlefitjtlStifiestbepotentialrisktothe  
fbtⅦS．  

ー11－   



LaborandDelivery  
Aswithallopioids，administrationofthisproducttothemothershortlybeforedeliverymayresultinsomedegteeof  
respiratorydepressioninthenewborn，eSpeCial1yifhigherdoses訂euSed・MehadoneチSnOtreCOmmendedbr  

ObstetricanalgesiabecauseitslongdurationofactionincreasestheprobabilityofresplratOrydepressioninthe  
newbom．Narcoticswithmixedagonist－antagOnistproperdesshouldnotbeusedforpaincontrolduringlaborin  
patientschronically旭tedwithmethad6neasth町maypreCipitateacutewithdrawal．   

NursingMothe円  

Methadoneissecretedintohumanmi1k・Thesafttyofbreastftedingwhiletakingoralmethadoneiscontroversial・At  
matemaloraJdosesoflOto＄Omg／day，methadonecoz）Centr如ions丘om50to570mcg几inmi1khavebccn  
reported，Which，inthem痴orityofsamples，Werelowerdlanmatemalserumdrugconcentrationsatsteadystate・  
PcakmethadoneIevelsinmilkocctlraPPrOXimately4to5hotusa允eranoraIdose，Basedonanaveragemi1k  
COnSumptionof150mLノkg／day，anin蝕1tWOuldconsumeapproximately17．4mcgn（g／daywhichisapproximately2  
to3％oftheoralmatema）dose．Methadonehasbeendctectedinverylowplasmaconcentrationsinsomein血ItS  
Whosemothersweretakingmethadone．WomcnonhighdosemethadohcmaintenanCe，Whoarealreadybr  
fteding，Shouldbccounselcdtoweanbreast－ftedinggraduallyinordertoprevcntneonatalabstincncesyndrome．   

Methadone－treatedmothersconsideringnurslnganOPioidrnaSvein血ItShou）dbecounseledregardingtheprescnce  
ofmethadoneinbreastmilk．   

B∝皿SeOfthepotentialforseriousadversereactionsinnurSingin血ts舟ommethadone，adecisionshouldbemade  
WhethertodiscontinuenursLngOrtOdiscontinuethedrug，takingintoaccounttheimportznceofthedrugtOthe  
mother．lnpatientsbeingtreatedforopioiddependence，thisshouldincludeweighingtheriskofJTlethadoneagainst  
也ed永ormatm81illicitdmguse．   

Pe亜a扇cUse  

Safbtyandeffbctivenessinpedi如icpatientsbelowtheageof18yearshavenotbeenes坤1ished・  

Accidentalordeliberateingestionbyachildmay瓜u5ereSPiratorydq）reSSionth如CanreSuItindeath．Patientsand  
CareglVerSShouldbcinstruCtedtokeepmethadoneinasecureplaccoutofthereachofchildren皿dtodiscard  
unusedmethadoneinsuchawaythatindividualsotherthanthepadentforwhomitwasoriginallyprescribedwi11  
notcomeincontactwiththedrug．   

GedaけicUse  

Clinicalstudiesofmethadonedidnotincludesufricientnumbersofsu切ectsaged65andovertodeterminewhether  
theyrcsponddi蝕rentIycompaTedtoyoungersubiects．0血errqportedclinicalexperiencehasnotidentほed  
difrtrencesinrcsponsesbctweenelderlyandyoungerpatients．Ingcneral，doseselectionforelderlypgientsshould  
becautious，uSua11ystarting釦thelowendofthedosingrmge，reflectingthegreater丘equencyofdecreasedhepatic，  
renal，OrCardiacfunctionandofconcomitBLntdiseaseorotherdrugtherapy．   

RenalImpalment 
Theuseofmethadonehasnotbeenextensivelyevaluatedinpatientswithrenalinsu餌ciency．   

HepaticImpalment  
Theuseofmethadonehasnotbcencxtensivelyevaluatedinpatientswithhepaticinsu伍ciency．Methadoneis  
metabolizedintheliverandpatientswith1iverimpalrmentmaybeatriskofaccumulatingmethadoneaRermultiple  
dosing．   

Gender  

TbehseofmethadonehasnotbeenevaluatedforgenderspeCi瓜city．   

ADVERSE REACTIONS 

Heroin Withdrawal 

DuringtheinductionphaseofmethadonemaintenanCetrea血Ient，Patientsarebeingwithdrm舟omheroinandmay  
thereforeshowtypicalwithdrawalsymptoms，Whichshouldbedif托rmtiated舟ommethadone－inducedsideefrtcts．  
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Theymayexhibitsomeorallofthefo1lowlngSlgnSandsymptomsassociatedwithacutewithdrawal舟omheroinor  
Otheropiates：1acrimation，dlinorrhea，SneeZlng，ymlng，eXCeSSiveperspiration，gOOSe－neSh，ftver，Chilliness  
alternatingwithnushing，reStlessness，irritability，Weakness，anXiety，depression，dilatedpupils，tremOrS，  
tachycardia，abdominalcr孔mPS，bodyaches，involuntarytwitchingandkickingrnovements，anOreXia，nauSea，  
VOmidng，diarrhea，intestinalspasms，andweightloss．   

1nitialAdministration  

Tbeinitialmethadonedoseshouldbecarefullytitratedtotheindividual・Toorapidtitrationforthepatient，s  
SenSitivityismoreIikelytoproduceadversee飴cts．   

TheJnajorh劫rdsofmetbdonearerespir＆tOrydepressionatId，tOalesserdegrec，SyStemichypotensioJ）．  
Respiratory＆rreSt，Shock，C且rdiacarrcst，anddeathhYeOCCurred．   

Themost＆equentkobservedadversereacPnsincludelightheadedness，dizziness，Se血ion，nauSea，VOmiting，and  
SWeating・Thesee飴ctssecmtobemoreprominentinambulatorypatientsandinthosewhoaTenOtSuf托ringsevere  
pain．Insuchindividuals，lowerdosesareadvisable．   

0theradversereactionsincludethefo1Jowlng：  
BodyasaWhole－aSthenia（Weakness），edema，heada鴎e   

Cardiovascular－arrhythmias，bigeminalrhythms，bradycardia，Cardiomyopathy，ECGabnormalities，e血ystoles，  
flushing，heartfailure，hypotension，palpitations，phlebitis，QTintervalprolongation，SynCOPe，T－WaVeinversion，  
tachycardia，tOrSadedepomtes，Ventricularfibri11ation，Ven扇culartachycardia   

Digesdve－abdominalpain，anOreXia，biliarytractspasm，COnStipation，drymouth，glossitis   

HematologicandLymphatic－reVerSiblethrombocytopeniahasbcendescribedinopioidaddictswithchronic  
hepa山is   

MetabolicandN血itional－hypokalemia，hypomagnesemia，Weightgain   

NeTVOuS－agitation，COnfusion，disorientation，dysphoria，euPhoria，insomnia，Seiz∬eS   

Respiratory－pulmonaryedema，reSpiratorydepression   

SkinandAppendages－Pnuitis，urticaria，0therskinrashes，andrarely，hemorrhagicurticaria   

SpeCialSenses－hal1ucinations，visualdisturbanCeS   

Urogenitaトamenorrhea，antidiureticefrbct，reducedlibidoand／orpotency，unnaryretentionorhesitancy  

MaintenanceonaStabilizedDose－Duringprt）longedadministrationofmethadone，aSinamethadonemaintenance  
treahentprogram，thereisusual1yagradual，yetprOgreSSive，disappeaTanCeOfsideeffbctsoveraperiodofseveral  
Weeks．However，COnStlpationandsweatingoRenpersist．   

DRUGABUSEANDDEPENDENCE  

MethadonecontaiJISmethdoDe）amu－＆gOmistopioidwith且nabuseIiabilitysimihrtootberopioidagonists  
且ndis－Sd血血血ⅠIcontr01ledsubstance・Metbadone8ndotheropioid川Sedi皿孔nalgesiaha▼etbepotential  
伽rbeing8bu5ed8ndaresu叫ectto亡dm血11dhersion．   

Abuse  

Drugaddictionischaracterizedbycompulsiveuse，uSefornon－medicalpurposes，andcontinuedusedespiteharmor  
riskofham・Drugaddictionisatreatabledisease，utilizingamulti－disciplinaryapproach，butrelapseiscommon・  
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“Drug－Seeking門behaviorisverycommoninaddictsanddrugabusers・Drug－Seeking也Cticsincludeemergency  
callsorvisitsneutheendofo餌cehours，refusaltoundergoappropri虞eexamination，tCStingorreftrral，repeated  
cJaimsoflostprescriptions，tamPeringwithprescriptionsandreluctancetoprovidepriormedicalrecordsorcontact  
informationforothertreatingphysician（S）．“Doctorshopping，’（visitingmultipleprescribcrs）toobtainadditional  
prescriptionsiscommonamongdrugabusersandpeOPlesu蝕ring倉omumtreatedaddiction・However，itshouldbe  
importanttonotethatpreocctlPationwithachievingadcqLuAepalnreliefcanbeappropdatebehaviorinapatient  
with poor pain control. 

PhysicalDependenceandTolerance  
AbuseandaddictioIlareSeParateanddistinct舟omphysicaldependenceandtolerance．PhysicianSShouldbeawaTe  
thataddictionmaynotbeaccompaniedbyconcurrenttoleranCeandsymptomsofphysicaldependenceinalladdicts・  
Inaddition，abuseofopioidscanOCCurinthed）SenCeOftrueaddictionandischaracterizedbymisusefornon－  
medicalpurposes，0ftenincombinationwith0therpsychoactivesubstances・Methadone，likeotherbpioids，hasbeen  
divertedfornon－medicaluse・Carefulrecord－keepingofprescdbinginformation，includingquantity，frequency，and  
rcnewalrequestsisstronglyadvised・   

ProperaSSeSSmCntOfthepatient，PrOperPreSCribingpractices，Periodicre－eValuationoftherapy，andproper  
dispcnslngandstorageareapprDPnatemeaSureS也athelptolimitabuseofopioiddrugS・   

In蝕ItSbomtomothersphysical1ydepend飢tOnPPioidsmayalsobephysical1ydepcndentandmayexhibit  
respiratorydi餓cultiesandwithdrawalsymptozTu（SeePRECAUTIONS；Pregnancy，LaborandDelivery）・   

0VERDOSAGE  

Signs end Symptoms 
SeriousoverdosageofmethadoneischaTaCterizedbyrespiratorydepression（adecreaseinrespiratoryrateandk）r  
tidalvolume，Cheyne－Stokesrespiration，CyanOSis），eXtremeSOrmOlenceprogressingtostupororcoma，maXimal1y  
constdctedpupils，Skeletal－muSClenaccidity，COldandclammyskin，andsometimes，bradycardiaandhypotension・  
Insevereovcrdosage，particularlybytheintravenousroute，aPnea，Circulatoryco11apse，CardiacむTeSt，anddeath  
mayOCCur・   

Tr一員tm¢血t  

PrimaryattentionshouldbcgiventothereestablishmentofadequaterespiratoryexchangethTOughprovisionofa  
Patentairwayandinstitutionofassistcdorcontrolledventilation・1fanon－tOlerantperSOn，takesalargedoseof  
mcthadone，e飴ctiveopioidantagonistsareavailabletocounteraCtthepotentiallylethalrespiratorydq）reSSion．The  
Pbysi血．）mtL＄treJneJnber，howwer，thtJnethdoIlei＄AIoJ）g－aCtingdepress＆］）t（36to48hours），Wherea＄  
opiojdant8gOnjstsactbr血tlChshor（erperiod＄（OnetOthreehour＄）・Thepatientmust，th訂efore，bemomitored  
continuouslyforrecLJJTenCeOfrespiratory d甲reSSion andmayneedto bebTeatedrepcatedlywiththenaLrCOtic  
antagonist・Ifthediagnosisiscorrectandrespiratorydepressionisdueonlytooverdosageofmethadone，theuseof  
Otherrespiratorystimulantsisnotindicated・   

Opioidantagonistsshouldnotbeadministeredintheabsenceofclinical1ysigni丘cantrespiratoryorc訂diovascular  
depTeSSion・lmanindividualphysica11ydependcntonopioids，theadministrationoftheusualdoseofanopioid  
ant喝Onistmayprecipitateanacutewithdrawalsyndrome・Theseverib，OfthissyndromewiJldependonthedegree  
ofphysicaldepender）Ceandthedoseoftheantagonistadministered・lfantagonistsmustbeusedtotreatscrious  
resplratOrydq）reSSioninthephysicallydqpendentpatient，theantagonistshouldbeadministeredwithextremecare  
andbytitrationwithsmallerthanuSualdosesoftheantagonist・   

lntravenouslyadmini5teredmloxoneornalmefenemqybeusedtoreverseslgnSOfintoxication・Becauscofthe  
relativelyshorthalLllifeofnaloxoneascomparedwithmethadone，rePeatediTtjectionsmayberequireduntilthe  
statusofthepatientremainssatis血ctory・Naloxonemayalsobeadministeredbycontinuousintravenousinfusion・   

Oxygen，intravenous幻uids，VaSOPreSSOrS，andothersupportivemeastmsshouldbeemployedasindicated・   

DOSAGEANDADMINISTRATION  

Methadonedi飴rs舟ommanyotheropioidagonistsinseveralimportantways．Methadonerspharmacokinetic  
properties，COuPledwithhighinterpatientvariabilityinitsal）SOrPtion，metabolism，andrelativeanalgesicpotency，  
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necessitateacautiousandhigh1yindividualizedapproachtoprescribing・P且rticuIarYigilat）Ceisnecess且ryduring  
treatmentinitiation9duringcoI）VerSioJ）Eromoneopioidto＆nOtherIandduriJlgdosetitratioJ）・   

Whilemethadone’sdurationofanalgesicaction（typically4to8hours）inthesettingofsingle－dosestudies  
approximatesthatofmorphine，methadone’splasmaeliminationhalflliftissubstan仕al1ylongerthanthatof  
morphine（typica11y8to59hourSVS・1to5hours）・MethdotLe．Spe＆krespimtorydepressatLtefTktstypicaIly  
OCCurl乱ter，＆tLdpersistlongerthaJLitspc且kaJ）aIgesiceffbcts・AIso，Withrepeateddosing，medladonemaybe  
retainedintheliverandthenslowlyreleased，prOlongingthedurationofactiondespitelowplasmaconcentrations．  
Fortheserea50r］S，Steady－StatePlasmaconcentrations，BLndfu11analgesice蝕cts，areuSuallynotattainedunti13to5  
daysofdosing．Additionally，incompletecross－tOlerancebetwecnmu－OPioidagonistsmakesdeterminationofdosing  
during opioid canversion complex. 

Thecomplexitiesassociatedwithmethadonedosingcanconbibutetocasesofiatrogenicoverdose，particularly  
duringtreatmentinitiationanddosetibTation．Abighdegreeof一．opioidtolerance一一doeszLOteh）inatethe  
POSSibilityoftnethdoneoverdosc，iatrogeAicorotberwise．DeathsbYetnenrePOrtedduringcozIVerSionto  
methdone打omchronic，high－dosetreatTneT）twithotberopioidagonists＆ndduritIginitiationofmethdone  
什eatme山0†addic伽nhsnbjedspre扇ou51yabⅦSinghighdos怯○†0仙er▲gOmkts．   

TreablentOrPain  

Optimalmethadoneinitiationanddosetitrationstrategiesforthetreatmentofpainhavenotbeendetermined．  
Pttblishedequianalgesicconversionratiosbetweenmethadone8ndotheropioidsare皿preCISe，prOVidingatbest，  
0nlypopulationaveragesthatc肌nOttN：aPPliedconsistentlytoal1patients．Itshouldbcnotedthatmanycommonly  
Citedequlanalgesiatablesonlypresentrelativeanalgesicpotenciesofsingleopioiddosesinnon・tOlerantpatients，  
thusgreatlyunderestimatingmethadone’sanalgesicpotency，anditspotentialforadversee蝕ctsinrepeated－dose  
Settings．Regardlessofthedosedeterminadonstraiegyemployed，mCthadoneismostsaftlyinitiatedandtitrated  
usingsmallinitialdosesand訂adualdosea4justments．   

AswithallopioiddrugS，itisnecessarytoa4iustthedosingreglmenfore8Chpatientindividually，takinginto  
accountthepatient’spnoranalgesictreatm仇te準nenCe．Thefo1lowingdosingrecommendationsshou）donlybe  
COnSideredassuggestedapproachestowhatisactuallyaseriesofclinicaldecisionsovertimeinthemanagementOf  
thepainofeachindividualpatient・Prescribersshouldalwaysfo1lowappropriatepalnmanagementprinciplesof  
Carefu1assessmentandongolngmOnitoring．   

InthcselectionofaulinitialdoseofDOLOPHINE，attentionshouldbegiventothefbllowlng：   
1．Thetotaldailydose，pOtenCyandspeei琉cchzmcterisdcsoftheopioidthepatienthadbeentaking  

previously，ifany；   
2．TherelativepotencyestimateusedtocaJcuhteanequlanalgesicstartingmethadonedose，inparticular，  

Whetheritisintendedforuseinacuteorchronicmethadonedosing；   
3．Thepatient’sdegreeofopioidtolerance；  
4．Theage，general∞nditionandmedicalstatusofthepatient；  
5．Concurrentmedications，particularlyotherCNSandresplratOrydepressants；  
6．nLeb，pe，SeVerityandexpeCteddurationofthepatient’spain；  
7．TheacceptablebalanCebetweenpalnCOntrOlandadversesidee飴cts．   

lnitiationofTherapyinOpioidNon－TolerantPatients  
WhenoralmethadoneisusedasthefirstanalgesicinpatientswhoaTenOtalreadybeingtreatedwith，andtolerantto，  
Opioids，theusualoralmethadonestartingdoseis2・5mgtolOmgevery8to12hours，Slowlytitratedtoe飴ct．  
More＆equentadministrationmayberequiredduringmethadoneinitiationinordertomaitltainadequateanalgesia，  
andextremecautionisnecessarytoavoidoverdosage，takingintoaccountmethadone’sIongeliminationhalf－1ift．   

Conversion丘omParenteralMethadonetoOralMethadone  
Conversionfiomparenteralmethadonetooralmethadoneshouldinitia11yuseal：2doseratio（e．g．，5mgparenteral  
methadonetolOmgoralmethadone）．   

SwitchingPatientstoMethadone負・OmOtherChronicOpioids  
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Switchingapatient打omanotherchronicallyadministeredopioidtomethadonerequlreSCautionduetothc  
uncertaintyofdoseconversionratiosandincompletecross－tOlerance・De＆thshveoccurredinopioidtolemnt  
pa触nbd11ritlg山川VerSi州tOmethdone・   

Conversionratiosinrnapycommonlyusedequlanalgesicdosingtablesdonotapplyinthesettingofrepeated  
methadonedosing．Althoughwithsingle－doseadministrationtheonsetanddurationofanalgesicaction，aSWellas  
theanalgesicpotcnqofmethadoneandmorphine，areSimi1armethadone，spotenqlnCreaSeSOVertimewith  
repeateddosing・Furthermore，theconversionratiobetwecnmethadoneandotheropiatesvariesdramatical）y  
dependingonbaseIineopiate（morphineequivalent）useasshowninthetablebelow・   

Thedoseconversionschemebelowisderivedfねmvariousconsensusguidelinesforconvertingchronicpaln  
patientstomcthadone丘ommorphine・Cliniciansshouldconsultpublishedconversionguidelinestodeterminethe  
equivalentmorphinedoseforpatientsconverting丘omotheropioids・   

Tablel．OralMorphinetoOralMethadoneConversionforChronicAdministration  

EstimatedDai1y辿  
Me也如oneRequ汀ementas  

TotalDai1yBaselineOmJ MorhineDose        PercmtorTo血IDa臼y  

p  
MorphineDosc   

＜100mg   20％b30％   

100to300mg   10％to20％   

300to600m皇   さ％b12％   

600mgtolOOOmg   5％b10％   

＞1000mg   ＜5％   

Thctotaldai1ymethadonedosederived丘omthetableatx）Vemaythenbedividedtoreflecttheintendeddosing  
SChedule（i．e．，foradminlstrationevery＄hourS，dividetotaldai1ymedladonedoseby3）．   

辿企：Equianalgesicmethadonedosingvaricsnotonlybctwccnpatients，butalsowithinthesamepatient，depending  
Onbaselinemorphine（OrOtheropioid）dose・Tablelhasbecnincludedinordertoillustratethisconcq）tandto  
PrOVideasaftstartingpointぬropioidconversion・Mcthadonedosingshouldnotbebasedsolelyonthesetables・  
Methadoneconversionanddosetitrationmethodsshouldalwaysbeindividualizedtoaccountforthepatient’spnor  
Opioidexpostm，generalmedicalcondition，COnCOmitantmcdication，andanticipatedbreakthroughmedicationuse・  
Theendpointofd加tionisachievementofadequatepainreli銭balancedagainsttolerabilityofopioidsidee蝕cts・  
Ifapatientdevelopsintolerableopioidrelatedsidee飴cts，dlemethadonedose，Ordosinginterval，mayneedtobc  
a嘩usted．   

DosageA嘩u或mentDudngPregnanCy  
MethadoneclearancemaybeincreasedduringpregnanCy．SeverdsmallstudieshavedemonstratedsigniBcant）y  
lowertroughmethadoneplasmaconcentrationsandshoJtermethadonehalfこIivesinwomenduringtheirpregnancy  
COmp訂edtoa鮎rtheirdelivery・Duringpregnancyawoman’smethadonedosemayneedtobe▲increased，Ortheir  
dosingintervaldecreased・Methadoneshouldbeusedinpregnanqyonlyifthcpotentialbene茄tjustifiesthepotential  
dskto也e先山S．  

Detoxi丘cationandMaintcnanceTreatmentofO  

FordetoxほcationandmaintenanCeOfopiatedependeneemethadoneshouldbeadministeredin  
accordaLICewiththetreatmentstandardscitedin42CFRSection8．12，includinglimitationson  
unsupervised administration 

Induction4nitialDosing  
Theinitialmethadorledoseshou）dbcadministered，undersuperVision，WhentherearenoslgnSOfsedationor  
intoxication，andthepatientshowssymptomsofwithdrawal．Initially，aSlngledoseof20to30mgofmethadone  
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wi11oftenbesufncienttosuppresswithdrawalsymptoms・Theinitialdoseshouldnotexceed30mg．IfsaLme－day  
dosinga句ustmentsaretobemade，thepatientshouldbeaskedtowait2to4hoursforfurtherevaluation，Whenpeak  
levelshavebeenreached・Anadditional5tolOmgofmethadonemaybeprovidedifwithdrawalsymptomshave  
notbeensuppressedorifsymptomsreappear・Thetotaldai1ydoseofmethadoneonthefirstdayoftreahentshould  
notordin訂ilyexceed40mg．Dose叫iustmentsshouldbemadeoverthe丘rstweekoftrea血entbasedoncontrolof  
withdrawalsymptomsatthetimeofexpectedpeakactivity（e．g．，2to4hoursa氏erdosing）．Dosea嘩ustmentshould  
becautious；deathshaveoccurredinearlytreatmentduetothecumulativee飴ctsofthe且rstseveraldays’dosing．  
Patientsshouldberemindedthatthedosewi1l”hold”fbralongerperiodoftimeastissuestoresofmethadone  
accumulate．   

lnitialdosesshouldbelowerforpatientswhosetoleranceisexpectedtobelowattreatmenten町．LossoftoleraJICe  
ShouldbeconsideredinanyPatientwhohasnottakenopioidsformorethan5days．Initialdosesshouldnotbe  
determinedbyprevioustreatmentepisodesordo11arsspentperdayonillicitdruguSe．   

ForShort－termDetoxi6cation  

Forpatientspreferringabriefcourseofstabilizationfo1lowedbyaperiodofmedicaIlysupervisedwithdrawal，itis  
generallyrecommendedthatthepatientbetitratedtoatotaldaiJydoseofabout40mgindivideddosestoachieve  
adequatestabiliヱmglevel・Stabilizationcanbecontinuedfor2to3days，afterwhichdledoseofmethadoneshould  
begraduallydecreased・TherateatwhichmethadoneisdecreasedshouldbcdeteminedseparatelyforeaLChpatient．  
Thedoseofmethadonecanbedecreasedonadailybasisorat2－dayintervals，buttheamountofintakeshould  
remainsufncienttokeepwithdrawalsymptomsatatolerablelevel・Inhospitalizedpadents，adailyreductionof  
20％ofthetotaldai1ydosemaybetolerated．lnambula土OryPatients，aSOmeWhatsIowerschcdulemaybeneeded．   

ForMaintenanceTreatment  

Patientsinmaintenzmcetre8blentShouldbeti仕atedtoadoseatwhichopioidsymptomsa托preVentedfor24hours，  
drughungerorcravingisreduced，theeuphoricefbtsofselfladministeredopioidsareblockedorattenuated，and  
thep如ientistoleranttothesedativee庁bctsofmethadone．Mostcommonly，Clinicalstabilityisachievedatdoses  
betwcen80to120mg／day．   

ForMedicallySupervisedWithdrawalAfteraPeriodofMaintenanceTreahent  
TYlereisconsiderablevariabilityintheappropriaterateofmethadonetaperinpatientschoosingmedically  
SuPervisedwithdrawal舟ommethadonetreahent・Itisgeneral1ysuggestedthatdosereductionsShouldbelessthan  
lO％oftheestablishedtoleranCeOrmaintenancedose，andthatlOto14－dayintervalsshouldelapsebetweendose  
reductions．Patientsshouldbeapprisedofthehighriskofrelapsetoi11icitdruguSeaSSOCiatedwithdiscontinuation  
ofmethadonemaintenancetreatment．  

HOWSUIIPLIED  

DOLOPHmE⑧HYDROCHLORIDE  
MethadoneHydrochlorideTablets，USP   

5mgwhitescoredtablets（Ident摘ed54162）  
NDCOO54－4218“25：BottlesoflOOtablets．   

10mgwhitescoredtablets（1dentified54549）  
NDCOO54－4219・・25：BottlesoflOOtablets．   

Dispenseinatight，light－reSistantcontainerasde伽edintheUSP爪吼   

Storeat250C（770F）；eXCurSionspennittedto150－300C（590－86OF）［seeUSPControlledRoomTemperature］．  

component number/version 
RevisedOctober2006  

◎RLI，200（i  

Company Logo 
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∫  

PATIENT［NFORMATlON  
DOLOPHINE◎HYDROCHLORIDE C”  
（NethadorTeHydrochIorideTabIets）．5mgandlOmg  

WARNINGS：  
伽坤mOPH州Eo血d廿博糟aChofchildnm．Acddonhlovordo§Obyachildisam肋I  
ernergoncyandcanresultindoath．rfachjldaccidenta［lytakesEnLOPH］NE，gOt  
OmO唱O一帖yh01prig如aⅥⅦy．   

Do妙t keahihordoseofD LOPHINE rtakej moreoflonthan rescri d．Thi＄Can  
loadtoanovo血andp由雨blodoath．  

ReadthePatjentlnfbT7TlationthatcomeswjthDOLOPHINEbeforeyoutakeitandeachtjmeyou  
getanewpresc再Ption・Theremaybenewinfbrmation．Thisleafletdoe＄nOttakethep［aceof  
taJkingw肋yourdoctoraboutyourmedicalconditjonoryourtreatment．Sharetheimportant  
infbrmationinthj＄Jea¶etwithmembersofyourhousehoJd，  

Whatl＄TheMo＄tlmportantJnfbrma心onJ＄houldKnowAboutDOLOPH］NE？   

・DOLOPHINEcancauselifbthreabningbreathjngproblom＄Whjchcanleadtodeath．  
The＄ePrObJemsaremorelikelytohappenwhenDOLOPHJNEisfirststartedorinsomeone  
WhoisnotalTeadytakingothernarcotic（OPioid）painmedicine＄．  

・B帽さ机ingproblom§fmmDOLOPHⅢEm叩n鵬happonright帥佗ya伽一也kin！la  
do§0．＄omotim鴨bnla仙ingp和btomswillhapponawhiloa伽ryoutakoadoso，  
OYOrlafbrpainha＄rOtumOd．LtisYOryimportantthatyoutakeDOLOPHINE  
OJ（aC廿ya＄yOurdoctorha＄PrO＄Cribed．TalktoyourdoctoraboLJtyOurPain．Your  
dodor甜ndocido汀yourDOLOPHINEdo＄On00dstobochangod．   

・DOLOPH［NEcancaLJ＄eIifbJthreatenjngheartboatproblom＄thtcanJeadtodeath．   
Mo＄theartbeatprobJem＄havehappenedinpeopJeusJngJargedo＄eSOfDOLOPHrNEfbr  
Pajntreatment・SomeheartbeatprobJemshavehappenedinpeopleuslng＄rTlafIerdosesof   
DOLOPHrNEfbrtreatmentofnarcoticdrugaddiction．   

WhatisDOLOPHINE？   

DOLOPHJNEi＄aPreSCriptionmedicinethatcontainsmethadone．whichisanarcoticpain  
medicinesimjJartomorphine．DOLOPHINEisafbdora”ycontTOJIedsub＄tanCe（Cll）bocauso  
iti＄a＄trOngOPioidpajnmedicjnothatcanbeabu＄edbyp00PIewhoabusepre＄Criptjon  
modicino§Or＄t帽Otd叫g＄．   

・PreventthefLandmi＄u＄e・KoepyourDOLOPHINEtabletsina5afbplacetoprotectthem   
fromthe軋NevergiveDOLOPHJNEtoanyonee（seeveniftheyhavethesamesymptoms   
youhave・ltmayharmthemandevencausedeath．＄eI暮ingor9JYJngaWaythjsmedicine   
声Sdangorousandagain＄t仙01aw．   

DOLOPH州Eisusod：  
1．totreatmoderateto＄eVerePalninpeoplethatdonotre＄POndtonon－narCOticpa］n  

medjdnes；  
2．tocontroJ血thdrawaJsymptomsinpatient＄beingtreatedfornarcoticdrugaddiction；  
3．fbrmaintenancetTeatmentOfnarcoticdrugaddictionalongwlithother＄OCiarandmedical   

＄erVice＄・Stoppngmajntenancetreatmentofn？rCOticdru9addictionwithDOLOPHINEmay   
resuJtinareturntonarcotjcdruguse．  
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WhoShouldNotTakeDOLOPHINE？   

DonottakeDOLOPHINEifyou：  
・ haveseverea＄thmaor＄eVereIungproblems．  
・ haveab［ockageorobstructioninyourintestjnes．  
・ area‖ergictomethadoneoranythingelseinDOLOPHINE．Seetheendofthis  

JeafletforacompleteJistofjngredients．  

WhatShoLJIdITe‖myDoctorBeforeJStartTakingDOLOPH［NE？  
DOLOPHINErnaynotberightforyou．Bofor8StartjngDOLOPHINE，telLyourdoctorabout  
aJ［yourmedicarandmentalconditionsincludingahistoryofdrugora）coho［abuseor  
addiction．   

To‖yourdoctorifyou：   
・arOPre9nantOrPLantobecomepregnant・DOLOPHINEmayharTnyOUrunbornbaby・   
・ arebreastfbeding．DOLOPHJNEpassesthroughyourbreastmiJkandmayhamlyOUr  

baby，YoushouJdchoosetou＄eDOLOPH］NEorbreastfeed．butnotboth・   

Te”yourdoctorabouta［lthemedicinesyoutake，incJudjngpre＄Criptionandnon－Pre＄Chption  
medicines，Vitamin＄，andherbal＄uPPJements．Somemedicjnesmaycau＄eSeriousorljft－  
threateningmedicaJprob［emswhentakenw肋DOLOPHINE．BeespeciaHycarefulaboLJt  
OthermedicinestJlatmaynakeyou＄leepy，＄uChasotherpainrnodicines，anti・depressant  
nedicines，Sleepingpi”s，anXietyrnedicinos，antihistaminos，Ortr3nquilizers．Sometimes．  
thedosesofcertainmedicines（includingDOLOPHINE）mayneedtobechan9ediftheyareused  
together．   

DonottakeanymedicinewhiJeu＄ingDOLOPH［NEuntj］youhaYefirsttalkedtoyoLJr  
doctororpharmaci＄t・Thoywi”beab】etotellyouifitissafbtotakeothermedicjneswhjle  
you are using DOLOPHINE. 

Knowthemedicjnesyoutake．Keepalistofyourmedicinesandshowittoyourdoctorand  
Pharmacisteachtimeyou9etaneWmedicine・  

HowShould］TakeDOLOPHINE？   

● TakeDOLOPHJNEexactJyaspre＄Cribed．FoIlowyourdoctor’＄directjon＄eXaCtly．Your   
doctormaychan9eyOurdosebasedonyourreactjonstothemedicjne・Donotchangeyour   
doseunlessyourdoctorteJfsyoutochangeit．Donottakeahigherdo＄eOfDOLOPHINE   
Ortakeitmoreof（enthanprescrjbed．Thj＄Canleadtoanoverdoseandpo＄SibIy  
doath．   

・lfyoutaket00muChDOLOPHINEoroverdose，Cal19110ryOur10CaIemergencynumber   
旬htaway・   

・ReviewyourmedicaIconditionsreguJarlywithyourdoctortodetermineifyoustillneed   
DOLOPHrNE，Orifthedoseneedstobeadju＄ted．   

● WhenstanjngtreatmentwithDOLOPHINEfornarcoticdrugdependence，yOuShouLdbe   
awarethatyourdoseofmethadonewiIl“hoJd”for10ngerPeriodsoftimeastreatmentgoes  
On．  
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・StoppingDOLOPH）NETAskyourdoctorforinstructionsonhowtostopthi＄medjcine＄tOWly   
toavoiduncomfortabJesymptom＄．YoushouldnotstoptakingDOLOPH［NEaIlatonceifyou   
havebeentakjng托fbrmorethanafewdays．   

・Te”a”healthprofヒSSionaIsthattreatyouthatyoutakeDOLOPHINE．   

・ AfterstopplngtreatmentWithDOLOPHINE，f］ushtheunusedtabIetsdownthetoiJet．  

WhatShouLd］AvoidWhileTakingDOLOPHLNE？   

・ Donotdrivo，OPerateheavymachinery．0rd00therpo＄＄ibledangeroLJSaCtivitie＄until   
youknowhowDOLOPHINEafFtct＄yOU・DOLOPHINEcanmakeyousleepy・Askyourdoctor   
When托isokaytodotheseactivitjes．   

・DonotdrinkaJcoh0lwhiIeusingDOLOPHINE．Jtmayincreasethechanceofhaving   
da咽erOuS＄idee恥ds．   

・E）onottakeothormedicho§WjthDOLOPH［NEwithoutfirstta］kingdthyourdoctor．  

WhatarethePos§ible＄ideEfbct＄OfDOLOPHJNE？   

・DOLOPH］NEcancaLJ＄e”fbthreateningbroathingandheartproblemswhichcanload   
todoathSee’Whatl＄TheMost］mportantlnfbrmationIShou［dKnowAboutDOLOPHINEr  

・CalIyourdoctororgetmodicalhelpri9htawayifyoLJ：  

・ havetroublebreathing  
・ haveextremedrowsine＄Sandbreathings10WSdown  

・have＄IowshaJJowbreathing（皿Ieche＄tmOVement鵬thbreathing）  
● 飴或OrS10Wedhealtbeat  

・fBe＝岳int，Verydizzy，COnAJ＄ed．havepaJpitations（jrTegu（arheartbeat）oranyother  
UnuSualsymptoms  

The＄eCanbesyrTIPtOmSthatyouhavetakentoornuch（OVerdoseof）DOLOPillNE，Or  

thedo＄eistoohighfbryou．Theycanal＄Obe＄ymPtOm＄Ofaseriousheartreaction．  
Tho＄eSymPtOm＄Canleadto＄erjou＄PrOblemsordeathifnottreatedrj9htaway．   

・DOLOPHJNEcancau＄eyOurbl00dpressuretodrop．Thiscanmakeyoufee［dizzyifyou   
9etuPtOOfast什OmSittingorlyingdown．   

・DOLOPHMEcancau＄ePhysicaIdopondence．DonotstoptakingDOLOPHINEorany   
Otheropiojdw仙Outfirsttalkingtoyourdoctor．Youcouldbecornesickwjthuncomfbrtable   
鵬thdrawa［symptomsbecauseyourbodyhasbecomeusedtothesemedicines．Talktoyour   
doctoraboutsrowlystoppingDOLOPH（NEtoavoidgehing＄jckwithwithdrawa［＄ymPtOmS．   
Phy＄icaldependency暮SnOtthesamea＄drugaddiction．   

・Forpatjent＄u＄ingDOLOPHINEforpaintroatmenttherei＄aChanceofabu＄eOr   
addictjonwjthDOLOPHJNE．ThechanceishigherWyouareorhavebeenaddictedtoor   
abusedothermedicine＄．Streetdrug＄，Oralcohof，OrifyouhaveahistoryofmentaIprob［ems．  
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SomecommonsideeffectsofDOLOPHfNEareJightheadedness，djzziness，drowsiness，naUSea，  
VOmitingandsweating・Othersidee付ectsinc［udeweakness7headache，COn＄tipation，itching，  
anddrymouth・   

TalktoyourdoctoraboutanysideefFectsthatbotheryouorthatdonotgoaway・   

Thesearenotaf］thepossjblesidee侮CtSOfDOLOPHrNE．Foracompletelist，aSkyourdoctoror  
Pha「macist．  

How＄hoLJldIStoreDOLOPHINETabIets？   

・ KeepDOLOPHINEinasafeplaceawayfromchildren・Accidentalu＄ebyachiJdisa   
medica［emergencytJlatCanre＄u（tindeath．1fachildaccidenta）IytakesDOLOPH］NE，   
getemergencyhe［prightaway・   

・KeepDOLOPHINEatroomtemperature，59to860F（15to300C）・   

・AIwayskeepDOLOPHINEinasecureplacetoprotectfromtheR・   

・DisposeofanyunusedDOLOPHJNEremainingfromaprescriptionassoonastheyareno   
10ngerneeded・UnusedtabletsshouldbeflusheddownthetoiJet・  

GenerallnforrnaゼonAboLJtDOLOPHINE．   

Medicinesaresometimesprescribedforpurposesotherthanthoselistedinpatientinformation  
Leaflet．Donotu＄eDOLOPHINEfbraconditionfbrwhichjtwasnotprescribed．Donotgive  
DOLOPH］NEt00tJlerPeOPle，eVeniftheyhavethesamesymptomsyouhaYe．DOLOPHINE  
Canharmotherpeop［eandevencau＄edeath．SharingDOLOPHINEisagainsttheIaw・   

ThisleafIetsummarizesthemostimportantinfomationaboutDOLOPHINE．Ifyouwouldlike  
moreinformation，taJkwithyourdoctor．YoucanaJsoaskyourpharmacistordoctorfor  
infbrmationaboutDOLOPHINEthatiswrittenforheaIthcareprofessionals，OryOUCanVisit  
www．Roxane．comorcaJ11－800－962－8364．   

WhataretheIngredientsjnDOLOPHJNE？   

ActjYeIngredient：methadonehydroch10ride，USP  
lnactiYelngredjents：magneSiumstearate，microcrystal”necelIu10Se，andstarch・  
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