
D。手口PJ－叱  ROXANELABORATORIES，INC．  
C01umbus，OH4321‘   

DOLOPHINE㊥HYDROCHLORIDE CII  
（Me仙ad011eHydroehlorideTable也，USP）  
5mg，1tImg  
RェOnly   

Dc＆tbs，C＆rdiac＆ndrespiratory，havebeebrePOrtedduringiAiti＆tioJl＆ndcotLYerSionorp且in  
押加地tomethadonetreatmentnⅦm什eatmentwi仙○暮heropioidagonis也．Itis引血加治Ito  
Ⅶnd椚tamd仙ephr山aCOkineticso一山e仙8donewbemconve止ingpa触mts什omotberopioids（Sα  
DOSAGEANDADMINISTRATION）．P＆rticuhrvigihnceisnecessarydtlringtre＆ttnent  
initiation，dtIringconversionn●OZnOneOPioid暮OanOtber，andduriJ）gdosetitration．   

Respiratorydcpres＄ionisthechiefhaz3rd＆S＄OCi8tedwithmethadonehydrochloride  
＆dmitlistr且tion・Methdonelspeakrespir＆tOrydepressazLteffbctstypicallyoccurlater●且tLdpersist  
JongerthJLJ）itsFIeJkat）AlgesicefTkts，PrticubrlyiJ）tbee＆rIydositLgPeriod．ThesechJLraCteristics  
CanCOJ）tribl血tocasesofiatrogeAicoverdose，PrtictLhrlydtlriJlgtreattbentinitiatiotL＆nddose  
鵬tr且偵on．   

hL＆dditioA，C＆Se＄OfQTiJlterVaIprolongation＆nd＄eriou＄ArrhythmiA（torsadesdepoibteS）hve  
L）eenOt）SerYedduriJ）gtTeahen（withb）亡thdot）e・MostcJSeSiJ）YOIYePtientsbeiJlgtre＆tedbr  
P＆IJlwitbhrge，tnuItipled＆iIydosesofnethdone，＆1thotIghcase＄hvcbeenreportedinptiehtS  
receivitlgdosescomtnon吋IISedbrm血tetL＆nCetreatZnentOIopioid＆ddiction．   

MethdotLetT％ttnentbT’且nalgesictber＆PymPtientswith＆CutCOrChronicpainshot11donlybe  
initi＆tediltllePOtebti＆I＆tLalgesicorp＆LLiJLtiYeClrebeDefito†tTtabDentwithd）ethdotLeis  
COn5id七rdh仙d肌山肌ighstbedsb．   

ConditiobSForJ）istribtItionAndtJseOfMethdoJ）eProdl］CtSForTheTreattnentOfOpioid  
Addic鵬on   

i  

CodeofFederalRegulations，Title42，Sec8   

Methadoneproductswhenusedforthetreatmentofopioidaddictionindetoxincationormaintenance  
PrOgramS，Shal1bedispensedonlybyopioidtreatmentprograms（andagencies，praCtitionersor  
institutionsbyfomlalagrmentwiththeprogramsponsor）certi茄edbytheSubstanceAbuseandMental  
HealthServicesAdrninistrationeLnd叩PrOVedbythedesignatedstateauthority．Certifiedtreatment  
programsshalldispenseandusemcthadoneinoralformonlyandaccordingtothetreatmentrequlrementS  
StipulatedintheFederalOpioidTreatmentStandaLrds（42CFR8．12）・Seebelowforimportantregulatory  
exceptionstothegeneralrequlrementforcert苗cationtoprovideopioidagonisttreatment．   

Fai1uretoabidebytherequlrementSintheseregulationsmayresultincriminalprosecution，Seizureofthe  
drugSupPly，reVOCdionoftheprogramapproval，andinjunctionprecludingoperationoftheprogram．  

RegulatoryExceptionsToTheGeneralRequirementForCerti重cationToProvideOpioidAgonistTreatment：  

1．Duringinpatientcare，WhenthepatientwasadmittedforanyconditionotherdlanCOnCurrentOpioid  
addiction（PurSuanttO21CFR1306・07（C）），tOficilitatethetreatmentoftheprimaryadmitting  
di喝nOSis）・  

2．Duringanemergencyperiodofnolongerthan3dayswhilede血itivecarefortheaddictionisbeing  
SOughtinanapprOPriatelylicensedfacility（PurSuanttO21CFR1306．07（b））．  
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DESCRIPTION  

DOLOPHINE⑧HYDROCHLORIDE（MethadoneHydrochJorideTablets，USP），fororaladministration，eaCh  
COntain5mgorlOmgofmethadonehydrochloride．   

Methadonehydrochlorideisawhite，CryStallinematerialthatiswater－SOluble．  
MethadonehydrochlorideischemicalJydescribedas6－（dimethylamino）■，4－diphenyl－3－hepatamonehydrochloride．  
ItsmoleculaTformulaisC21H27NO・HClandithasamolecularweightof345．91．Methadonehydrochloridehasa  
meltingpointof2350C，andapKaof8．25inwaterat200C・Itsoct弧01／waterpartitioncoe疏cicntatpH7・4isl17・  
Asolution（1：100）inwaterhasapHbetween4．5and6．5．   

Itha5血efbllowhg血C血mlぬmuIa：  
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0thcringredientsofDOLOPHrNEinclude：magneSiumstearate，microcrystal1inecellulose，andstaTCh．   

CLtNICALPELARMACOLOGY  

MechmismofAdon 

Methadonehydrochloridcisamu－agOmist；aSyntheticopioidan81gesicwithmultipleactionsqualitativelysimilarto  
thoseofmorphine，themostprominentofwhichinvoIvesthec血1nervoussystemandorganS00mpOSedof  
SmOO也muscle．Theprincipaltherapeuticusesformethadoneqeforamalgesiaandfordeto通航cationormaintenanCe  
inopioidaddiction．Themethadoneabstinence町ndrome，althoughqualitativelysimi1BLrtOthatofmorphine，dif托rs  
inthaltheonsetisslower，thecourseismoreprolonged，aJldthesymptomsaTelcsssevere．   

SomedataalsoindicatethatmethadoneactsasanantagOnistattheN－methylrD－aSpartate（NMDA）receptor．The  
COntributionofNMDArecq）tOrantagOmismtomethadone’sef石caqyisunkn0wn．0therNMDAreceptor  
antagOnistshavebeenshowntOprOduceneurotoxicef托ctsinanimals．   

Phmacokindics  

Absorption  
Fo11owingoraladministrationthebioavailabilityofmethadonerange＄between36tolOO％andpeakplasma  
COnCentrationsareachievedbctweenlto7・5hours．Doseproportional吋Ofmethadonepharmacokineticsisnot  
known．However，afteradministrationofdai1yoraldosesranging丘℃mlOto225mg，thesteady・Stateplasma  
COnCentrationsrangedbetween65to630nghnl．andthepeakconcentrationsrangedbetween124to1255ng／mL・  
E飴ctoffoodonthebioavailabiIibTOfmethadonehasnotbeenevaluated．   

Distribution  

Methadoneisalipophilicdrugandthesteady－StateVOlumeofdis打ibutiorlrangeSbctweenl．Oto8・OL／kg・In  

plasma，methadoneispredominantlyboundtoa）－aCidglycoprotein（85％to90％）．Methadoneissecretedinsaliva，  
breastmi1k，amniodcfluidandumbilicalcordplasma．   

Mdablism  

MethadonelSpnmarilymetabolizedbyN－demethylationtoaninactivemetabolite，2－ethylidene－1，5－dimethyl－3，3－  
diphenylpyrrolidene（EDDP）・CytochromeP450en町meS，Primari1yCYP3A4，CYP2B6，andCYP2C19肌dtoa  
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1esserextentCYP2C9andCYP2D6，aFereSpOnSiblefbrconversionofmethadonetoEDDPandotherinactive  
metabolites，Whichareexcretedmain1yintheurine．   

Excretion  

Theeliminationofmethadoneismediatedbyextensivebiotrmsformation，fb11owedbyrenalandftcalexcretion．  
Publishedreportsindicatethata氏ermultipledoseadministrationtheterminalhalfJlift（Tl／2）washigh1yvariableand  
rangedbetween＄to59hoursindifftrentstudies・Sincemethadoneislipophilic，ithasbeenkn0wntOperSistinthe  
liverandothertissues・Theslowrelease什omtheliverandothertissuesmayprolongthedurationofmethadone  
actiondespitelowplasmaconcentrations．   

PhamacokineticsinSpecialPopulations  
Pregnancy  
Thedispositionoforalmethadonehasbeenstudiedinapproximately30pregnantpatientsin2ndand3rd什imesters．  
Eliminationofmethadonewassign漬cantlychangedinpregnanCy，TotalbodyclearanCebfmethadonewas  
increasedinpregnantpatientscomparedtothesamepatientspostpartumortonon－PregnantOPioid－dependent  
WOmen．TheterminalhalLlliftofmethadoneisdecreasedduring2ndand3rdtrimesters．Tbedecr払Seinplasma  
halfJliftandincrea5edcle訂anceofmethadoneresultinginlowermethadonetrough1evelsduringpregnancycan  
leadtowithdrawalsymptomsinsomepregnantpatients．Thedosagemayneedtobeincreasedorthedosinginterval  
decreasedinpregnantpatientsreceivingmethadone・（SeePRECAUTIONS‥PfegnanCy，LaborandDelivery，and  
DOSAGEANDADMTNISTRAT10N．）   

Renal Impairment 
MethadonephamacokineticshavenotbeenextensivelyevaluatedinpatientswithrenaIinsufnciency．  
Unmctabolizedmethadoneanditsmetabolitesareexcretedinurinetoavariabledegree．Methadoneisabasic  
（pKa軍9．2）00mPOundandthepHoftheudnaTytraCtCanalteritsdispositioninplaLSma．Urineacid摘cationhasbeen  
Showntoincrea＄erenaleliminationofmethadone・ForceddiuresIS，peritonealdialysis，hemodialysis，OrCharcoal  
hemoperfusionhavenotbeenestablishedasbcne鮎ialforincreasingtheeliminationofmethadoneorits  
me血Iites．   

Hep釦icImpalment  
Mcthadonehasnotbeenextensivelyevaluatedinpatientswithhepaticinsu餓ciency．Methadoneismetabolizedby  
hepaticpathways，thereforepatientswithliverimpalTTnentmaybeatriskofaccunulatingmethadoneaftermultiple  
do血g．   

Gender  

Thepharmacokineticsofmethadonehavenotbeenevaluatedforgenderspec捕city，   

Race  

TbephaTmaCOkineticsofmethadon占havenotbeenevaluatedforracespeCificity．   

Geriatric  

Thephamacokineticsofmethadonehavenotbeenevaluatedinthegeriatricpopulation・   

Pe胡瓜ric  

Thephamacokineticsofmethadonehavenotbeenevaluatedinthepediatricpopulation・   

DrugInteractioz）S（SeePRECAUTIONS，DrugInteractions）  

MethadoneundergoeshepaticN－demethylationbycytochTOmeP－450isofbrms，PrincipallyCYP3A4，CYP2B6，  
CYP2C19，andtoalesserextentbyCYP2C9andCYP2D6．Coadministrationofmethadonewithinducersofthese  
en町meSmayreSuItinmorerapidmethadonemetabolism，andpotential1y，decreasedefftctsofmethadone．  
Conversely，administrationwithCYPinhibitorsmayreducemetabolismandpotentiatemethadone，sefrtcts．  
PharmacokineticsofmethadonemaybeunpredictablewhenooadministeredwithdrugSthatareknoⅥmtOboth  
induceandinhibitCYPenzymes．AlthoughantiretroviraldrugSSuChaseねvirenz，nel銭naNir，neVlraPlne，ritonavir，  
loplnaVir十dtonavircombinationareknowntOinhibitsomeCYPs，thcyareshowntorcducetheplasmalevelsof  
methadone，POSSiblyduetotheirCYPinductionactivity．Therefore，drugSadministeredconcomitantlywith  
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methadoneshouldbeevaluatedforinteractionpotential；ClinicianS訂eadvisedtoevaluateindividualresponseto  
drugtherapybeforemakingadosage叫ustment・   

INDICATIONS AND USAGE 

l．ForthetrcatmentofmoderatetoseverepalnnOtreSPOnSivetonon－narCOticanalgesics．  
2．Fordetoxほcationtreatmentofopioidaddiction（heroinorothermorphine－1ikedrugS）．  
3．FormaintenanCetreatmentOfopioidaddiction（heroinorothermorphine－1ikedrugS），incoqiunCtionwith  
appropriatesocialandmedicaJservices・   

NOTE  

OutpatientmaintenanceandoutpaticntdetoxほcationtreatmentmaybeprovidcdonlybyOpioidTre血ent  
Programs（OTPs）certi銭edbytheFederalSubstanceAbuseandMentalHealthServicesAdminis旭ion（SAMHSA）  
andregisteredbytheDrugEnforcementAdministration（DEA）・ThisdoesnotprecludethemaintenanCetreatment  
OfapatientwithconctmtopioidaddictionwhoishospitalizedLbrcondidonsotherthanopioidaddictionandwho  
requirestemporarymaintenanceduringthecriticalperiodofhisAerstq，OrOfapatientwhoseenro11menthasbeen  
Verifiedinapro卵mWhichhasbeencert摘edformaintenanCetreahentwithmethadone．  

CONTRAINDICATIONS  

Methadoneiscon他indicatedinpatientswithaknownhypqs仇SitivitytomethadonehydrochlorideoraLnyOther  
b騨edie血inDOLOPHn花・   

Mcthadoneiscon廿aindicatedinanySituationwhereopioidsarecontraindicatedsuchas：Padentswithrespiratory  
depression（inthcabs占nceofresuscitativeequipmentorinl∬mOnitoredsettings），andinpatimtswithacute  
bronchialasthmaorhypercarbia．  

Methadoneiscontraindicatedinanypatientwhohasorissuspectedofhavingaparalyticileus．   

WARNINGS：  

Re印加toりrD印ー鰐SiⅧ，hM叩1eteCr05S－t01er丑山8らandIatroge血0verdose  
RespirltOりrdeprがSion由仙＝hie一触孤河a5SO血tdwitll山etbadonehydro亡Ⅲorid…dmhi虞rl伽m・  
Methld01e－叩e■kr朗pi帽tOりrdepr飴5抽te地中pi蝕山yot亡url■ter，■ndpe円由tlomgertt鮎川i触pe▲k  

丑山且1g鰭i＝伽，p且鵬七山hdydlIrhg仙モ血班員】do血gpedod・¶h矧‖血血相心血止痛ぬ‖澹m引川血判川tetOCa‡¢SOr  
加加呵印ico▼erd05ちp■正iⅢhdy血血喝伽蝕血印ti皿鉦h伽nordos一点trati仙・   

PatieTLtStOler＆］）ttOOtberopioidsnayheincoJtLPletelytolemJ）ttO皿ethdone．bcoDPletecross－tOIemnceis  
01par仙北hr例川代脚nL伽rpl鵬七山触t01朗憎皿tt00仙erl机→pioidlgOn由tswhoa托behgconYe血dtotreatment  
▼両地mo仙8d仙ちt血sm■貼ngddennh且tiono－do血gdu血gopioidtreatⅢmt∞nYモ帽ion印mplel・D¢且仙5  
hvebeenrq）Orteddu血gconYerSioJlh）ndlrOnic，．）igh－do＄etreat山ehtwithotheropioidagonists・  
Ther血ーちiti5仁山触且Itotl血d¢帽細山dtb叩harm且eO血鵬びO一山e仙adonewh一皿CO血▼e血gp■偵班暮S什om  
Otheropioids（SeeDOSAGEANDADMmISTRATION，TAblesland2，fbr＆PJ）rOPriateconversioII  
S鵬dul鰐）．Ah短hdegn雉Or－■opioidtokrAnee▼－doモ5皿Otdimi鵬tetbepossibi出けOIm¢thadoneovモrdosち  
h什Ogeni⊂OrO仙en血亡・   

Respiratorydcpressionisofparticularconceminclderlyordebilitatedpatientsaswe11asinthosesufrtring丘●Om  
00nditionsaccompaniedbyhypoxlaOrhyperCaPniawhenevenmoderatetherapeuticdosesmay血ngerously  
decreasepulmonaryventilation．   

MethadoneshouldbeadministeredwithexbTemeCautiontopatientswithconditionsaccompaniedbyhypoxla，  
hyperCaPnla，Ordecreasedrespiratoryreservesuchas：aSthma，ChmnicobstruCtivepulmonarydiseaseorcor  
pulmonale，SeVereObesibT，Sleepapneasyndrome，myXedema，kyphoscoliosis，andCNSdepressionorcoma・In  
thesepatients，eVenuSualther甲euticdosesofmethadonemqydecreaserespiratorydrivewhiIcsimultaJleOuSly  
increasingairwayresistancetothepointofq）nea．Alternative，nOn－OPioidanalgesicsshouldbeconsidered，and  
methadoneshouldbeusedatthelowestef托ctivcdoseandonlyundercaTefu1medicalsuperVision．  
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CardiacCondllCtionE蝕c也  

Laboratorystudies，bothinvivoandinviLro，havedemonstratedthatmethadoneinhibitscardiacpotassiumchannels  
aJldprolongstheQTinterval・CasesofQTintervalprolongationandseriousarrhythmia（torsadesdepointes）have  
beenobservedduringtreahlentwithmethadone．Thesecasesappe訂tObemorecommonlyassociatedwith，butnot  
limitedto，higherdosetreatment（＞200mg／day）・MostcasesinvoIvepatientsbeingtreatedforpainwith1arge，  
multipledai1ydosesofmethadone，althoughcaseshavebeenreportedinpatientsreceivingdosescommonlyused  
formaintenancetreatmentofopioidaddiction．Inmostofthecasesse飢atサpicalmaintenancedoses，COnCOmitBLnt  
medicationsand／orclinicalconditionssuchashypokalemiawerenotedascon扇butingfhctors．However，the  
evidencestronglysuggeststhatmethadonepossessesthepotentialforadversecardiacconductione飴ctsinsome  
patients・   

Methadoneshouldbeadministeredwithparticularcautiontopatientsalreadyatriskfbrdevelopmentofprolonged  
QTinterval（e．g・，CardiachypertrOphy，COnCOmitantdiureticuse，hyTX）kalemia，hypomagnescmia）．Carefu1  
monito血glSre∽mmendedwhenuslngmethadoneinpatientswithahistoJyOfcardiacconduction血ormalities，  
thosetakingmedicationsa飴ctingcardiacconduction，andin0thercaseswherehistoryorphysicalexamsuggestan  
increasedriskofdysrhythmia・QTprolongationhasalsobeenreportedinpatientswithnopriorcardiachistorywho  
havereceivedhighdosesofmethadone．PatientsdevelopingQTprolongationwhileonmethadonetreatmentshould  
beevaluatedforthepresenceofmodi丘ablerisk血ctors，SuChasconcom血ntmedicationswithcardiace飴cts，drugS  
Whidhmightcauseelec仕01yteabnormalities，mddrugSWhichmightactasinhibitorsofmethadonemetabolism．For  
useofmethadonetotreatpain，theriskofQTprolongationanddevelopmcntofdysrhythmiasshouldbeweighed  
againstthebenefitofadequatepainmanagemCntandtheavai1abilityofaltemativetherapies．   

Methadonetreatmentforanalgesicther叩ymPaticntswithacuteorchronicpain血ouldonlybeinitiatedifthe  
POtentialaLnalgesicorplliativecarebene負toftreatmentwithme也adonehasbeenconsideredtooutweightherisk  
OfQTprolongadonthathasbcenrerK）rtedwithhighdosesofmethadone．   

TheuseofmethadoneinpatientsalreadyknowntOhaveaprolongedQTintervaJhasnotbeensystematically  
或udid∴   

husingmethadoneanindividualizedbenenttoriskassessmentshouldbecarriedoutandshouldincludeevaluation  
Ofpatientpresentationandcompletemedicalhistory．Forpatientsjudgedtobeatrisk，Carefu1monitoringof  
CardiovasculaLrStatuS，includingQTprolongationanddysrhythmiasandthosedescribedpreviouslyshouldbe  
per鮎med．  

Misu5ちAbusち魚皿dDⅣe門iono10pioids  

Methadoneisamu－agOnistopioidwithanabuseliabilitysimi1artothatofmorphineandisaScheduleIIcontrolled  
SubstanCe・Methadone，1ikemorphineandotheropioidsusedforanalgesia，hasthepotentialforbeingabusedandis  
Subjecttocriminaldiversion．   

Methadonec皿beabusedinamannerSimilartootheropioidagonists，legalori11icit．Thisshouldbeconsidered  
WhenprescribingoTdispenSingDOLOPHINEinsituationswheretheclinicianisconcemedaboutanincr占asedrisk  
Ofmisuse，abuse，Ordiversion．   

Concernsaboutabuse，addiction，anddiversionshouldnotpreventthepropermanagementofpain・   

HealthcareproftssionalsshouldcontacttheirStateProftssionalLicensingBoard，OrStateControlledSubstances  
Authorityforinformationonhowtopreventanddetectabuseordiversionofthisproduct．   

Inte柑C鵬0皿5WilbotberCNSDepres5antS  

Patientsreceivingotheropioidanalgesics，generalanesthetics，Phenothiazines，Odlertranquilizers，Sedatives，  
hypnoticsorotherCNSdepressants（includingalcohol）concomitmtlywithmethadonemayexperiencerespiratory  
depression，hypotension，PrOfoundsedation，OrCOma（SeePRECAUT10NS）．   

InteractionswithAlcoholaJldDrugSOfAbuse  
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MethadonemaybeexpeCtedtohaveadditivee能ctswhenusedincoqunctionwithalcohol，0theropioids，Orillicit  
drugSthatcausecen血Inervoussystemdepression・Deathsassociatedwithillicituseofmethadone危・equentlyhave  
invoIved00nCOmitantbenzodiazepineabuse．   

Hモ8dInjuけ■ndIn亡reおdIntr8C柑nialP門島Sure  

Therespiratorydepressante脆ctsofopioidsandtheirc叩aCibTtOelevatecerebrospinaI－nuidpressuremaybe  
markedJyex喝gerated、inthepresenceofhcadit如ry，Otherintracraniallesionsorapre－eXistingincreasein  
intracranialpressure・Furthermore，OPioidsproduceeLkctswhichmayobscuretheclinicalcourseofpatientswith  

headiIかries・Insuchpatients，methadonemustbeusedwithcaution，andonlyifitisdeemedessential．   

AcuteAbdomitL＆JConditiotLS  

Theadministrationofopioidsmayobscurethediagnosisorclinicalcourseofpatientswithacuteabdominal  
conditions．   

Hypot七山＄加eE触t  

Theadministrationofmethadonemayresultinseverehypotensioninpatientswhoseal）ilitytomaintainnormal  
bloodpressurciscompromised（e・g・，SeVereVOlumedepletion）．   

DRtJGA鯵tJSEANDDEPENDENCE  
DOLOI咋ⅢNEe伸也inぶmdh▲do駅，8mu一昭仙由topioidwi仙a＝b耶e揖8bil吋5血il肝t00tb打Opioid  
－g仙由也amdis－Sche仙kⅢ⊂OntmMd紬由一an亡已Me仙adoneandotberopioid川Sd血姐alge血Mbe  
▲busd且nd■n‖川血jectto仁山止血山diYe帽iom．   

Abuseofmcthadoneposesariskofoverdoseanddeath．Thisriskisincreasedwithconcurrentabuseofmethadone  
withalcoholandodlerSubstanCeS・Inaddition，Parenteraldrugabuseiscommonlyassociatedwithtrmsmissionof  
inftctiousdiseasessuchashep如itisandHIV．   

Drugaddictionischaracterizdbycompulsiveuse，uSefornon－medicalpurposes，andcontinuedusedespitehamor  
riskofhm・Drugaddictionis8treatabledisease，utilizingamulti－disciplinaryapproach，butrelapseiscorrmon．  

‘‘Drug－Seeking卵behaviorisverycommoninaddictsanddrugabusers・Drug－SeCkingtacticsincludeemergcncy  
CaIIsorvisitsneqthcendofofficehours，refusaltoundcrgoappropriateexamination，teStingorreftrral，repeated  
Claimsoflostprescriptions，tamPeringwithprescdptionsandreluctancetoprovidepriormedicalrecordsorcontact  
informationforother血ngphysician（S）・“Doctorshopping，，（visitiJlgmultipleprescribers）toobtainaddidonal  
prescriptionsiscommonamongdrugabuseTSandpeOPlesufftring丘omuntreatedaddicdon．HoⅥ喝Ver，itshouldbe  
importanttOnOtethatpreoccupationwithachjevingadequatepainreliefcanbeappropriatebehaviorinapatient  
W他門Orpaln00n廿01．   

P血野icaIpepe血de血α仙dT01emm亡モ  
Abu5eandaddictionaTeSeParaleanddistinct舟omphysicaldependenceandtoleranCe・Physiciansshouldbeaware  
thataddictionmaynotbeaccompaniedbyconcurrenttoleranceandsymptomsofphysicaldependenceinal1addicts・  
Inaddition，abuseofopioidscanOCCurintheabsenceoftrueaddictionandischaracterizedbymisuscfornon－  
rnedicalpurposes，Oftenincombinationwithotherpsychoactivesubstances・Methadone，likeotheropioids，hasbecn  
divertedfornon－medicaluse・Cuefu1record－keepingofprescdbinginformation，includingquamity，＆equency，and  
renewalrequestsisstronglyadvised．  

ProperaSSeSSmentOfthepatient，prOperPreSCribingpractices，periodicre－eValuationoftherapy，andproper  
dispenSlngandstor？geareaPprOPriatemeasuresthathelptolimitabuseofopioiddrugS・  

Infhntsbomtomothersphysica11ydependentonopioidsmayalsobephysicallydependentandmayexhibit  
respiratorydi瓜cultiesandwithdrawa）symptoms（SeePRECAtJTIONS；Prep＆nCy，LabomJ）dDeJiYery）．   

PRECAUTIONS  

General 

Whentreatingpaln，methadoneglVenOna丘xed－doseschedulemayhaveanaTrOWtherapeuticindexincertain  
patientpopulations，eSpeCiallywhencombinedwith0therdrugS，andshouldbereservedforcaseswherethebenents  
Ofopioidanalgesiawithmethadoneoutweightheknownpotentialrisksofcardiacconductionabnormalities，  
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respiratorydepression，alteredmentalstatesandpsturalhypotension．Methadoneshouldbeusedwithcautionin  
elderlyanddebilitatedpatients；patientswhoeLreknowntobesensitivetocentralnervoussystemdepressantS，SuCh  
asthosewithcardiovascular，pulmonary，renal，OrhepaticdiseiLSe；andinpatientswithcomorbidconditionsor  
COnCOmitzmtmedicationswhichmaypredisposetodysrhythmia．   

SelectionofpatientsfbrtreatmentwithmethadoneshouldbegovemedbythesBLmeprinciplesthatappけtotheu詑  
Ofotheropioids（SeeINDICAT10NSANDUSAGE）・PhysiciansshouIdindividualizetreatmentinevFryCaSe（see  
DOSAGEANDADM拙STRATION），takingintoaccountthehighdegreeofinterpatientvariabilitylnreSPOnSetO  
aLndmetabolismofmethadone   

DrugIn鵬radねns  

hlViLroresultssuggestthatmethadoneundergoeshepaticN－demethylationbycytochromeP450enzymeS，  
PrincipauyCYア3A4，CmB6，CmC19andtoalesserextentbyCYア2C9弧dCYm6．Coadministrationof  
methadonewithCYPindueersoftheseenzymeSmayreSultinamorerapidmetdx，1ismaLndpotentia）fordecreased  
efrbctsofmethadone，Whereas抽ationwithCYPinhibitorsmayreducemetabolismandpotentiate  
methadone’sefrtcts・AlthoughantirebviraldrugSSuChase魚virenz，nel爪navir，neV汀apine，ritonavir，  
lopiwirdtonavirmbinationueknowntOinl1ibitCYPs，they訂eShowntOreducethepla5¶n81evelsof  
methadone，POSSibけduetotheirCYPinductionacdvity．Therefore，drugSadministeredconcomitantlywith  
methadoneshouldbeevaIuatedforinteractionpotential；ClhicianSareadvisedtoevaluateindividualresponseto  
血鳩山empy．   

OpjoidAntAgOmists，MixedAgonistAnt8gOnists，AZldP血IAgonists  
Aswithothermu－agOnists，patientsmaintainedonmethadonemayexpericncewithdrawalsymptOmSWhengiven  
Opioidantagonists，mixedagonist／antagonists，andpar血1agonists・Examplesofsuchagentsarenaloxme，  
naltrexone，penti）2DCine，halbuphine，btrtorphanOl，andbuprenorphine．   

A鵬－ー血1Agen触  
Ab∝aVir，amPrenavir，e血vhnz，nelhavir，neVirapine，ritonavir，bpin肌血Ⅳircombinadon－  
CoadminisbTationoftheseanti－retrOViral喝entSreSultedinincreasedclearuceordecreasedplasmalevelsof  
methadone．Methadone－maintainedpatientsbeginningtreatmentwiththeseantiretroviraldrugSShouldbemonitored  
forevidenceofwithdrawalefEtctsandmethadonedoseshouldbea嘩ustedaccordingly．   

DidanosineandStavudine－ExperimentalevidencedemonsbdedthatmethadonedecreasedtheAUCandpeak  
levelsfordidanosineandstarvrudine，withamoresigniBcantdemfordidanosine．Methadonedispsitionwasnot  
餌b如血血舟山tered．   

Zidovudine－Experimentalevidencedemonstratedthatmethadoneincreasedtheateaundertheconcentradon－time  
CurVe（AUC）ofzidovudinewhichcouldresultintoxicefrtcts．   

C舛○血romeP450Indu∝帽  

MethadoneYrhaintainedpatientsbeginningtreatmentwithCYP3A4inducersshouldbemitoredforevidenceof  
withdrawale脆ctsandmethadonedoseshouldbeaqjustedaccordingbT．Thefo11owingdruginteractionswere  
reponcdfo1lowingcoadministrationofrnethadonewithinducersofcytochromeP450enzymeS：   

叫一hpatientsweu－Stabilizedonmethadone，COnCOmitantadmini如tionofri血mpinresultedinamarked  
reductioninserummethadonelevelsandaconcurrentap阿anCeOfwithdrawalsymptOrnS．   

PhenytQin－hapharmacokineticstudywithpatientsonmethadonemaintenanCetherapy，phenytoinadministration  
（250mgb．i・d・initiallyfbrldayfo1lowedby300mgQDfor3to4day5）resultedinanapproximately50％  
reductioninmethadoneexpostmandwithdrawalsymptomsoccurredconcurrently・Upondiscontinuationof  
phenytoin，theincidenceofwithdrawalsymptomsdecreasedandmethadoneexpostmincreasedtoalevel  
COmparabletothatpriortophenytoinadmini武mtion．   

St．John，sWort．Phenobarbital．CarbamazeDine  

Administrationofrnethadonealongwith0therCW3A4inducersmayresultinwithdrawalsymptoms．  
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C舛○血相meP450In山bitors  
Sincethemetabolismofmethadoneismediatcdpdmari）ybyCYP3A4isozyme，COadministrationofdrugSthat  
inhibitCmA4activitymaycausedecreasedcI飴ranCeOfmethadone．TheexpeCtedclinicalresubwouldbe  
increasedorprolongedopioidefFbcts．Thus，methadoneJUeatedpatientscoadministeredstronginhibitorsof  
CYP3A4，SuChasamleantifungalagents（e．g，ketoconazole）andmacmlideantibiotics（e．‰erydmycin），with  
methadoneshouldbecarefu11ymitoredanddosagea4justmentshouldbeundertakenifwamnted，Some早elective  
SerOtOninreuptakeinhibitors（SSRJs）（e．g，，Se血1ine，fltrvoxamine）mayincreiLSemethadonepla5malevelsupon  
COadministrationwithmethadoneandresultinincreasedopiatecLrtctsandbrtoxiciサ．   

Voriconazole－Repeatdoseadmini細雨ionoforalvoriconazole（400mgQ12hforlday，then200mgQ12hfor4  
days）increasedtheCmaxandAUCof（町－methadoneby31％and47％respectively，insubjcctsreceivinga  
血dhadonerhainterLanCedose（30to100mgQD）．TheCmaxmdAUCof（Sトme也adoneincreasedby65％and  
lO3％respeCtively．IncreascdplasmaconcentrationsofmethadonchavebeenassociatedwithtoxicityincludingQT  
prolongation．Frequentmitoringforadverseevcntsandtoxiciサrclatedtomethadoneisrecommendedduring  
CO抽iomDo錐ー血血onofme血adonem町ぬn血．   

Otb耶  

MonoamineOxidaserMAO）Ⅰ血ibitors－TherapeuticdoscsofmeperidinehzLVepreCipitatedseverereactionsin  
Patientsconcunentlyreceivingmonoamineoxidaseinhibitorsorthoscwhohavereceivedsuchagentswithin14  
days．Similureactionsthus払rhavenotぬmr甲0血withmethadonc・However，ifthetweofmethadoneis  
necessaryinsudhpatients，aSenSitivitytestshouldbeperformedinwuch画small，incrementaldosesof  
methad（meareadministeredoverthecourseofseveralhourswhilethepatientTsconditionandvitalsigns訂eunder  
carduobserv釦iom   

Desi叩皿ine－Bloodlcvelsofdesipraminehaveincreasedwithwnctdmethadoneadminisdon・   

Pot血11yAn五y血mogeI血Ag創l鹿  
ExtremeciLutionisneccssarywhcnanydrugkno≠ntOhavethepotcntialtoprolongtheQTintetva］ispr亡SCribcdin  
COQjunchwithm血done・Phamacodynamicinteracbnsmayocctuwithcohcomitantuseofmethadoneand  
POtendal1yarrhythmogenicagentssuchaschLSSIandIH狐darrhy也mics，SOmenetmlepticsandtricyclic  
anddepressants，andcalciumChanndblockers．   

Cautionshouldabbecxerciscdwh助preSCribingmethadoneconcomitandywithdrugSCaPableofinducing  
eIectrolytedisturbances（by匹magneSemia，hypkalemia）thatmayprolongtheQTinterval・Thesc血1夢include  
diuretics，1axativcs，and，inraTeCaSCS，mineralocorticoidhormones．   

h血相血鮎Wi仙Al00血01山山Dnl騨01Ab冊  
Methadonemaybeexpectedtohavcadditivee飴ctswhenusedincoqiunctionwithalcohol，Oth訂OpioidsorCNS  
dqpressants，OrwithilJicitdrug＄thatcausecen血Incrvoussystemdepression・Deathshavebecnreportedwhen  
methadonehasbccnabuscdincoQjunctionwithbcnzodiazq）ines．   

Anxiety－Sincemethadoneasusedbytolerantpatientsataconstantmaintenancedosagedoesnotactasa  
tmnquilizer，Patientswhoaremaintainedonthisdrugwiureacttouftproblemsandstrcsseswiththesame  
野mPtOmSOfanxieb，aSdootherindividuahThephysicianshouldnotconfusesuchsymptomswiththoseof  
narcoticabstinenceandshou】dnot血叩ttOtrCat一喝byincreasingthedoseofmethadone・Theactionof  
methadoneinmaintenanCetreatmEntislimitedtothecontrt）lofnarcoticwithdrawalsynTPtOmSandisine飴divefor  
帽Hぱorg孤eml肌血町・   

AcutePaiJ）－MaintenanCepatientsonastabledoseofmethadone 
Painorotheracutepaincamotbe画toderiveanalgesia丘omtheirexi血gdoseofmethadone・Suchpatients  
Shouldbeadministeredanalgesics，includingopioids，indosesthatwouldotherwisebeindicatedfornon－  
me也鋸bne血patientswithsimilaqpainfulconditions．DtwtotheopiQidto）eranCeinducedbymethadone，When  
OPioidsarerequiredformanagementOfacutepaininmethadonepatients，SOmeWhathigherand／ormorehquent  
doseswⅢoRenberequiredthanwouldbethe腿Sefornon－tOlerantPatients・   

R誌korRehp詑hP且触onMetbdoneM血tmn∝Tr相加仙tOrOpioidAddid加用  
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AbruPtOPioiddiscontinuationcanleadtodevelopmentofopioidwithdrawalsymptoms（SeePRECAUTIONS）・  
Presentationofthesesymptomshavebeenassociatedwithanincreasedriskofsusceptiblepatientstorelapseto  
illicitdruguSeandshouldbeconsideredwhenassessingtherisksandbene重tofmethadoneuse・   

Toler且n亡e乱ndPby血alDependence  
Toleranceistheneedforincreasingdosesofopioidstomaintainadehede脆ctsuchasanalgesia（intheabsenceof  
diseaseprogressionorotherexternalfactors）・Physicaldependenceismanifヒstedbywithdrawalsymptomsatter  
abruptdiscontinuationofadrugOrupOnadministrationofanantagonist・Physicaldependenceand／ortoleranceare  
notunusualduringchronicopioidtherapy■   

Ifmethadoneisabruptlydiscontinuedinaphysicallydependentpatient，叩abstinencesyndromemayoccur，The  
opioidabstinenceorwithdrawalsyndromeischaracterizedbysomeorallofthefo1lowlng：reStlessness，1acrimation，  
rhinorrhea，yaWnlng，perSPiration，Chi11s，myalgia，andmydriasis・0thersymptomsalsomaydevelop，1nCluding  
irritabilibT，anXiety，backache，jointpain，Weakness，abdominalcramps，insomnia，nauSea，anOreXia，VOmiting，  
diardlea，Orincreasedbloodpressure，reSPlratOryrate，Orheartrate．   

Ingeneral，Chronicallyadministeredmethadoneshouldnotbeabruptlydiscontinued・   

Sped山一m5kI，a触山鹿  

Methadoneshouldbegivenwithcautionandtheinitialdosereducedincertainpatients，SuChastheelderlyand  
debilitatedandthosewithsevereimpalrmentOfhcpaticorrenalfunction，hypthyroidism，Addison’sdisease，  
prostatichypertrOPhy，Orurethrals扇cture・TheusualprecatJtionsappropriatetotheuseofparenteralopioidsshould  
beobservedandthepossibilityofrespiratoJydepressionshouldalwaysbekeptinmind・   

Infbmaポoll血r‡l且d鰍ntS   

・ Pa土ientsshouldbccautionedthatmethadone，1ikeallopioids，maylmpairthementalandbrphysical  
abilitiesrequiredfortheperformanCeOfpotmtial1yhazardoustaskssuchasdrivingoroperating  
ma血ineけ．  

・Patientsshouldbecautionedthatmethadone，likeotheropioids，mayprOduceorthostatichypotensionin  
釘nbulatoけpadents・  

・PatientsshouldbecautionedthatalcoholandotherCNSdepressantSmaypr？duceanadditiveCNS  
depressionwhentakenwiththisproductandshouldbeavoided・  

● Patient＄ShouldbeinstruCtedtoseekmedicalattentionimmediatelyiftheyexperiencesymptOmSSuggeStive  
ofanむThythmia（SuChaspalpitations，dizziness，1ightheadedness，OrSynCOpe）whentakingmethadone・  

・Patientsinitiatingtreamlentwithmethadoneforopioiddependenceshouldbereassuredthatthedoseof  
methadonewill“hold’’forlongerperiodsoftimeastreatmentprogresses・  

● Patientsseekingtodiscontinuemethadonemaintenancetreatmentofopioiddependenceshouldbeapprised  
ofthehighriskofrelapsetoi11icitdruguSeaSSOCiatedwithdiscontinuationofmethadonemaintenanCe  
treatment．  

・Patient5Shouldbeinstructedtokeepmethadoneinasecureplaceoutofthereachofchildren andother  
householdmembers・AccidentalordeliberateingestionbyachildmaycauserespiratorydepてeSSionthatcan  
resultiTldeath．PatientsandtheircaregrversshouldbeadvisedtodiscardunusedmethadonelnSuChaway  
thatindividualsotherthanthepatientforwhomitwasorlglnallyprescribedwi11notcomeincontactwith  
仏edmg．   

CarcinogetleSisIMtltageneSisIImpirmetltOfFerti敲ty  
CarCinogenesis－TheresultsofcarcinogenicityassessmentinB6C2FlmiceandFischer344ratsfo1lowingdietary  
administrationoftwodosesofmethadoneHClhavebeenpublished．Miceconsumed15mgA’g／dayor60mgA（g／day  
methadonefbrtwoyearS・nleSedoseswereapproximatelyO・6and2・5timesahumandai1yoraldoseof120mg／day  
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onatx）dysurhceareabasis（mghn2）．Therewasasigni鮎antincreaseinpituitaryadenomasin勉malemicetreated  
with15mgA（g／daybutnotwith60mgA（g／day．Undertheconditionsoftheassay，therewasnoclearevidencefora  
treatment－relatedincreaseintheincidenceofneoplasmsinmalerats．Duetodeqeasedfoodconsumptioninmales  
atthehighdose，maleratsconsumed16mgA’g／dayand2＄mgn（g／dqyofmethadonefortwoyears・Thesedoseswere  
approximatelyl．3and2・3timesahumandai1yoraldoseof120mgNay，basedonbodysu血ceareacomparison．ln  
COnb’aSt，Ltmaleratsconsumed46mgn’g／dayor8＄mgn’g／dayfortwoyears・ThesedoseミWereapprDXimately3・7  

and7．1timesahumandai1yoraldoseof120mg／day，basedonbodysurfaceareacomp訂1SOn．Undertheconditions  
Oftheassqy，therewasnoclearcvidcnceforatreatment－re18tedincreascintheincidcnceofneoplasmsineith  
maleor飴mderab．   

Mutagenesis－ThereareseveralpublishedreportsonthepotentialgenetictoxicityOfmethadone・Methadonctested  
negativeintestsforchromosomebreakageanddi勾tmctionaJldsex－1inkedrecessivelethalgenemutationsingerm  
CellsofDrosophilausing氏edingandiQiectionproccdures．hcon佃t，methadonetestedpositiveintheinvivo  
mousedominantlethalassayandtheinvivomammalianSpCmatOgOnialchTOmOSOmeabemtiontest．Additionally，  
methadotleteStedpositivehtheEcoliDNArepair町Stemand肋woqorucn郡aandmouselymphomaforward  
mu也tiona5SayS．   

FertiljbT－ReproductivefunctioninhumanmalesmaybedecreaLSedbymethadonetreatmmt．Reductionsin  
qiaculatevolumeandscminalvesicleandprostatesecretionshavebeenreportedinmethadone－treatedindividuals・  
Inaddition，reductionsinserumtestosteronelevelsandspcmmotility，andabnormaIidesinspermmorphologyhave  
bcenreported．Publishedanimalstudiesprovideadditionaldataindicatingthatmethadonetreatmentofmalescan  
aJterreproductivefuncdon・Methadoneproducesasigni負cantrPgreSSlOnOfscxaccessoryorgansandtestesofmale  
miceandrats．AdditioJlaldatahavebcenpublishedindicatingthatmethadonetreatmentofmalerats（OnCeadayfor  
threeconsecutivedays）increasedembryolethalityandnconatalmortal吋．Examinationofuterinecontentsof  
methadone－naivefemalemicebredtomethadone－treatedmiceindicatedthatmethadonetreatmentproducedan  
increaseintherateofpreimplantationdeathsinal1post－meioticstates．   

Pre騨l乱nCy  

TeratogenicE飴cts－PregnanCyCategoryC・Thcrearenocon打01ledstudiesofmethadoneuseinpregnantWOmerl  
thatcanbeusedtoestablishsaftty．However，aneXpertreViewofpublisheddataonexperienceswithmethadoneuse  
duringprcgnaLnCybytheTeratogcnInformationSystem（TERIS）concludedthatmatemaluscofmethadoneduring  
PregnanCyaSpartOfasupervised，therapeuticregimenisunlikelytoposeasubstantialteratogenicrisk（quantityand  
qualib，Ofdataassessedas”limitedtofair”）・However，thedataareinsu用cienttostatethatthereisnorisk（TERIS，  
lastreviewcdOctober，2002）．PregnantwomeninvoIvedinmcthadonemaintenancepmgramshavebeenreportedto  
havesignifkantlyimprovedprenataIcaTeleadingtosignほcantlyreducedincidenceofobstebicandfetal  
COmplicationsandneonatalmofbidityandmortalibTWhencomparedtowomenusingillicitdrugs・Scveralfhctors  
COmplicatetheinterpretationofinvestigationsofthechildrenofwomenwhotakemethadonedmingpregnanCy・  
Theseincludethem如erna］useofi11icitdrugS，0thermatemalfictorssuchasnutrition，infbction，andpsychosocial  
Circumstances，limitedinformationregaTdingdoseanddurationofmethadoneuseduringpregnanCy，andthe  
thatmostrnatemalexposureappeaTStOOCCura触rthe丘rst扇mesterofpregnanCy．lnaddition，repOrtedstudies  
generallycompaTethebene重tofmethadonetotheriskoftmtreatedaddictiontoi11icitdrugS；therelevanceofthese  
血dingstopaInpaticntsprescribedmethadoneduringpre伊IanqlSunClear・   

Methadonehasbecndetcctedinarrmioticnuidandcordplasmaatconcentrationsproportionaltomatemalplasma  
andinnewbornuriJleatlowerconcen加痛onsth肌COrreSPOndingmatemalurine．   

Are仕OSpeCtiveseriesoflOIpregnant，Opiate－dependentwomenwhounderwentinpatientopiatedetoxificationwith  
methadonedidnotdemonsb・ateanylnCreaSedriskofmiscam喝einthe2ndtrimcsterorprematuredeliveryinthe  
3rdtrimester．   

SeveraJstudieshavesuggestedthatin血ItSborntonarcotic－addictedwomentreatedwithmethadoneduringallor  
PartOfpregnancyhavebcenfoundtohavedecreasedfetalgrowthwithreducedbirthweight，1ength，and／orhead  
CircumftrencecomparedtocontroIs．nlisgrow血de爵citdoesnotappeartOperSistintolaterchiJdhood．However，  
ChildrenbomtowomcntreatedwithmethadoneduringpregnanCyhavebeenshowntOdemonstratemildbut  
PerSistentde茄citsinperformanceonpsychomeb●icandbehaviora）tests・  
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