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FULLPRESCRIB［NG［NFORMATlON   

1 lNDlCATiONS AND USAGE 

TRADENAMETMisindicatedfbrthereliefofmoderatetosevereacutepalninpatients18YearS  
of age or older. 

2 DOSAGEANDADMINISTRAT10N  

As with many centra重1y－aCtlng analgesic medications，the dosing reglmen Shou王d be  

individualized accordingtothe severlty Ofpain beingtreated，the previous experience with  

sihlilardrugSandtheabilitytomonitorthepatient．   

Thedoseis50mg，75mg，OrlOOmgevery4to6hoursdependinguponpainintensity・   

Onthefirstdayofdosing，theseconddosemaybeadministeredassoonasonehourafterthe  

nrstdose，ifadequatepamreliefisnotattainedwiththefirstdose・Subsequentdosingis50mg，  

75mg，OrlOOmgevery4to6hoursandshouldbea4justedtomaintainadequateanalgesiawith  

acceptabletolerability・   

Dailydosesgreaterthan700mgonthenrstdayoftherapyand600mgonsubsequentdayshave  

notbeenstudiedandarenotrecommended，   

TRADENAMETMmaybegivenwithorwithoutfood／keeCZinicalPharmacology〃2・3H・  

2．1Renallmpalrment  

Nodosagea嘩ustmentisrecommendedinpatientswithmi1dormoderaterenalimpairmenthee  
CJ加fc（才J朗α〃〃αC（フわgγ〃2．j〃・   

TTuDENAMETMhasnotbeenstudiedinpatientswithsevererenalimpalrment・Theuseinthis  

populationisnotrecommended・  

2．2 Hepaticlmpairment  

NodosageaqjustmentisrecommendedinpatientswithmildhepaticimpairmentheeClinica）  

朗αr〝JαCOわ幻′〃2．瑚・   

TRADENAMETM shouldbeusedwithcautioninpatientswithmoderatehepaticimpalrment・  

Treatmentinthesepatientsshouldbeinitiatedat50mgwiththeintervalbetweendosesnoless  

thanevery8hours（maximumofthreedosesin24hours）・Furthertreatmentshouldreflect  
maintenanceofanalgesiawithacceptabletolerability，tObeachievedbyeithershorteningor  

lengtheningthedosingintervalheeClinicalPharmacology〃2・j〃・   

TRADENAMETMhasnotbeenstudiedinpatientswithseverehepaticimpalrmentanduseinthis  

populationisnotrecommended／盲eeWbrningMndPrecautionsP・1明・   



2．3 EIderIyPatients  

ingeneral，reCOmmendeddosingfbrelderlypatientswithnormalrenalandhepaticfunctionis  

thesameasfbryoungeradultpatientswithnormalrenalandhepaticfunction・Becauseelderly  

patientsaremorelikelytohavedecreasedrenalandhepaticfunction，COnSiderationshouldbe  

glVentOStartlngelderlypatientswiththelowerrangeofrecommendeddoses．   

3 DOSAGEFORMSANDSTRENGTHS  

TRADENAMETMTabletsareround，biconvexand坑1m－COatedandareavailableinthefb】lowlng  

Strengths，COlors，anddebossings：50mgoftapentado】（yellowwith“0－M”ononesideand“50”  

Ontheotherside），75mgoftapentadol（ye11ow－Orangewith“0－M”ononesideand“75”onthe  

Otherside），andlOOmgoftapentadol（Orangewith”0－M”ononesideand“100”ontheother  

Side）．   

4 CONTRAINDtCAT】ONS   
4．11mpairedPuJmonaryFunction  

LikeotherdrugSwithmu－Opioidagonistactivity，TRADENAMETMiscontraindicatedinpatients  

Withsigni重cantrespiratorydepressioninunmonitoredsettlngSOrtheabsenceofresuscitative  

equlPment．TRADENAMETMisalsocontraindicatedinpatientswithacuteorseverebronchial  

asthmaorhypercapniainunmonitoredsettingsortheabsenceofresusciiativeequipment／iee  
肋r〃ブナ唱苫〟〃dタrecα〟Jわ那作．ノ〟．  

4．2 Paral舛iclku＄  

LikedrugSwithmu－Opioidagonistactivity，TRADENAMETMiscontraindicatedinanypatient  

Whohasorissuspectedofhavingparalyticileus．  

4．3 Monoamin00xida＄elnhibitors  

TRADENAMETMiscontraindicatedinpatientswhoarereceivingmonoamineoxidase（MAO）  

inhibitorsorwhohavetakenthemwithinthelast14daysduetopotentialadditiveefrtctson  

norepinephrinelevelswhichmayresultinadversecardiovasculareVentS／ieeDrugh7teraCtions  

「7りノ．   

5 WARN］NGSANDPRECAUT10N   

5．1Re＄PiratoryDepression  

Respiratorydepressionistheprlmaryriskofmu－OPioidagonists．RespiratorydepressionoccurS  

morefrequentlyln elderly or debilitated patients andin those su脆ring＆om conditions  

accompanicdbyhypoxia，hypercapnla，OrupperairwayobstruCtion，inwhomevenmoderate  

therapeuticdosesmaysignificantlydecreasepulmonaryventilation．   

TRADENAMETMshouldbeadministeredwithcautiontopatientswithconditionsaccompanied  

byhypoxia，hypercapnlaOrdecreasedrespiratoryreserveSuChas：aSthma，ChronicobstruCtive  

Pulmonary disease or cor pulmonale，SeVere Obesity，Sleep apnea syndrome，myXedema，  

kyphoscoliosis，Centralnervoussystem（CNS）depression，OrCOma．hsuchpatients，eVenuSual  

therapeuticdosesofTRADENAMETMmaylnCreaSeairwayresistanceanddecreaseresplratOry  
4   



drivetothepointofapnea．Alternativenon－mu－OPioidagonistanalgesicsshouldbeconsidered  

andTRADENAMETMshouIdbeemployedonlvundercarefh董medicalsupervisionattheiowest  

efftctivedoseinsuchpatients．ifresplratOrydepressionoccurs，itshouldbetreatedasanymu－  

Opioidagonist－inducedrespiTatOrydepressionhee仇erゐsqge〃0．2H．  

5．2 CNSDepression  

PatientsreceivlngOthermu－Opioidagonistanalgesics，generalanesthetics，phenothiazines，Other  

tranquilizers，Sedatives，hypnotics，OrOtherCNSdepressants（includingalcohol）concomitantly  

with TRADENAMETM may exhibit additive CNS depression．Interactive ef詣cts resu王tingln  

resplratOrydepression，hypotension，prOfbundsedation，COmaOrdeathmayresu王tifthesedrugs  

aretakenincombinationwithTRADENAMETM．WhensuchcombinedtherapylSCOntemPlated，  

adosereductionofoneorbothagentsshouldbeconsidered．  

5．3 日eadlnjuryandJncreasedhtracrania］Pressure  

Opioidanalgesicscanraisecerebrosplna‖luidpressureasaresultofresplratOrydepressionwith  

Carbondioxideretention．Therefbre，TRADENAMETMshouldnotbeusedinpatientswhomay  

besusceptibletothee能ctsofraisedcerebrosplnalfluidpressuresuchasthosewithevidenceof  

headirjury andincreasedintracranialpressure．Opioid analgesics may obscure the clinical  

COurSe Ofpatients with headirtjury due to e脆cts on pupillaryresponseand consciousness－  

TRADENAMETMshouldbeusedwithcautioninpatientswithheadi‡tiury，1ntraCrania！lesions，  

OrOthersourcesofpreexistlnglnCreaSedintracranialpressure．  

5．4 Misu＄eandAbuse  

Tapentadolis amu－Opioid agonist．Such drugS are SOughtbydrug abusers and peoplewith  

addictiondisorders，   

TRADENAMETMcanbeabusedinamannerSimi1artootheropioidagonists，legalorillicit・This  

ShouldbeconsideredwhenprescribingordispensingTRADENAMETMinsituationswherethe  

Physicianorpharmacistisconcernedaboutanincreasedriskofmisuseandabuse・Concems  

aboutabuse and addiction should notpreventthe propermanagement Ofpain．However，all  

patients treatedwith mu－Opioid agonists requlre Carefu1monitorlngfor slgnS Ofabuse and  

addiction，Sinceuseofmu－Opioidagonistanalgesicproductscarrytheriskofaddictioneven  

underappropriatemedicaluse／ieeDr昭AbuseandDqpen虎nceP．2H．   

TRADENAMETMmaybeabusedbycrushing，Chewing，SnOrtlngOrirtjectingtheproduct・These  

practicesposeasignificantrisktotheabuserthatcouldresultinoverdoseanddeathJ－eeDrug  

」ゐ揖ビα〃dβ甲e〃滋〃Ce「り7．  

5．5 DrivingandOperatingMachinery  

Patients should be cautioned仇at TRADENAMETM mayJmPair the menta）and／or physical  

abilitiesrequired fbrtheperformanceofpotentiallyhazardoustasks suchasdrivingacaror  

Operatingmachinery・Thisistobe expected especiallyatthebeginnlngOftreatment，atany  

5   



ChangeofdosageaswellasincombinationwithalcohoIortranquilizers／豆eeDrugh7teT・aCtions  

「‾，Jノノ．  

5．6 hteraction＄WithAIcohoLandDrugsofAbuse  

Duetoitsmu－Opioidagonistactivity，TRADENAMETMmaybeexpectedtohaveadditiveefftcts  

Whenusedincortiunctionwithalcohol，OPioids，Ori11icitdrugSthatcausecentralnervOuSSyStem  

depression，reSpiratorydepression，hypotension，andprofoundsedation，COmaOrdeathIieeDr堵  

血ねrαCJわ〝∫仔瑚．  

5．7 Seizure＄  

TRADENAMETMhasnotbeensystematica11yevaluatedinpatientswithaseizuredisorder，and  

SuChpatientswereexcluded斤omclinicalstudies．TRADENAMETMshouldbeprescribedwith  

Careinpatientswithahistoryofaseizuredisorderoranyconditionthatwouldputthepatientat  

riskofseizures，  

5．8 SerobninSyndromeRisk  

Thedevelopmentofapotentiallylift－threatenlngSerOtOnin syndromemayoccurwith use of  

SerotoninandNorepinephrineReuptakeInhibitor（SNRl）products，includingTRADENAMETM，  

ParticularlywithconcomitantuseofserotonergicdrugSSuChasSelectiveSerotoninReuptake  

Inhibitors（SSRIs），SNRIs，tricyclicantidepressants（TCAs），MAOIsandtriptanS，andwithdrugS  

thatimpair metabolism of serotonin（including MAOIs）．This may occur within the  

recommended dose，Serotonin syndromemayincludemental－StatuS Changes（e，g．，agitation，  

ha11ucinations，COma），autOnOmicinstability（e．g．，taChycardia，labile blood pressure，  

hyperthermia），neurOmuSCular aberrations（e．g．，hyperreflexia，incoordination）and／or  

gastrointestinalsymptoms（e．g．，nauSea，VOmiting，diarrhea）．  

5．9 Withdrawal  

WithdrawalsymPtOmSmayOCCurifTRADENAMETMisdiscontinuedabruptly．ThesesymptOmS  

mayinclude：anXiety，SWeating，insomnia，rigors，pain，nauSea，tremOrS，diaJThea，uPper  

resplratOrySymptOmS，piloerection，andrarely，hallucinations．WithdrawalsymptOmSmaybe  

reducedbytaperingTRADENAMETMJ－ee∂r曙AbuseandDqpendbnceP．3H．  

5．10HopaticlmpalnⅥent  

A study of TRADENAMETM insubjects with hepaticimpalrment Showed higher serum  

COnCentrationsthaninthosewithnormalhepaticfunction．TRADENAMETMshouldbeusedwith  

CautioninpatientswithmoderatehepaticimpairmentL盲eeDosageandAdhinistrationP．Z）and  

α血fcαJP血伊那αCOわ紗〝2．み／．   

TRADENAMETMhasnotbeenstudiedinpatientswithseverehepaticimpalrmentand，therefore，  

useinthispopulationisnotrecommended．   



5．11UseimPancreatic／BiliaryTractDisease  

Likeotherdrugswithmu－Opioidagonistactivity，TRADENAMETMmaycause spasmofthe  

sphincterofOddiandshouldbeusedwithcautioninpatientswithbiliarytractdisease，主nctuding  

acutepancreatitis．   

6 ADVERSE REACTlONS 

Thefbllowlngtreatment－emergentadverseeventsarediscussedinmoredetailinothersect亘ons  

Orthelabeling：   

・RespiratoryDepression／ieeContraindications〝・〃andWbrningsandPrecaulionsP・W  

・CNSDepressionheeWarningsandPrecautionsβ・み7  

Because clinicalstudies are conducted underwidely varylng COnditions，adverse eventrates  
observedintheclinicalstudiesofadrugcannotbedirectlycomparedtoratesintheclinical  

studies of another drug and may not reflect the rates observedin clinicaipractice・A  

treatment－emergentadverseeventreftrstoanyuntowardmedicaleventassociatedwiththeuse  

Ofthedruginhurnans，Whetherornotconsidereddrug－related・   

Based on data 丘om nine Phase 2／3 studies that administered multiple doses（SeVen  

placebo－and／oractive－COntrOlled，OnenOnCOntrOlledandonePhase3active－COntrO11edsaftty  

study）themostcommonadverseevents（reportedby≧10％inanyTRADENAMETMdosegroup）  

Were：nauSea，dizziness，VOmltlngandsomnolence．   

The most common reasonsfor discontinuation due to adverse eventsin the studies described  

above（reportedby≧1％inanyTRADENAMETMdosegroup）weredizziness（2・6％vs，0・5％），  

nausea（2．3％vs．0．6％），VOmiting（1．4％vs．0．2％），SOmnOlence（1．3％vs・0．2％）andheadache  

（0．9％vs．0．2％）forTRADENAMETM－andplacebo－treatedpatients，reSpeCtively・  

Seventy－Six percentofTRADENAMETM－treated patientsfromthe nine studi占s experienced  

adverseevents．   

TRADENAMETM was studiedin multiple－dose，aCtive－Or placebo－COntrOlled studies，Or  

noncontrolledstudies（n＝2178），insingle－dosestudies（n＝870），inopen－1abelstudyextension  

（n＝483）andinPhaselstudies（n＝597）．Ofthese，2034patientsweretreatedwithdosesof  

50mgtolOOmgofTRADENAMETMdosedevery4to6hours・   

The data described below renect exposure to TMENAMETMin3161patients，including  

449exposedfor45days・TRADENAMETM was studied prlmarilyln placebo－and active－  
contro11edstudies（n＝2266，andn＝2944，reSpeCtively）．Thepopulationwas18to85yearsold  

（meanage46years），68％werefbmale，75％whiteand67％werepostoperative・Mostpatients  

receivedTRADENAMETMdosesof50mg，75mg，OrlOOmgevery4to6hours・   



6・1CommonFy－ObservedTreatment－EmergentAdverseEventsinDoubJe・BJind  
ControIIedCIjnica［TriaIs  

Tablelliststheadverseeventsreportedin≧l％ormoreofTRADENAMETM－treatedpa｛ients  

withacutemoderatetoseverepaininthepooledsafヒtydata倉omninePhase2／3studiesthat  
administeredmultipledoses（SeVenplacebo－and／oractive－COntrOlled，OnenOnCOntrOlled，andone  

Phase3active－COntrOlledsafbtystudy）．   

TabJel Treatment－EmergeJ）tAdverseEvents＊Reportedby≧1％ofTRADENAMETbl－TreatedPatieJ）tS  
lnSeYenPhase2βPlacebo－and／orOxycodone－Contro11ed，OneNoncohtrOIled，andOnePhase3  

MedDRAPrefbrredTerm  

＊Atreatment－emeTgentadverseeventrefヒrstoanyuntowardmedicaleventassociatedwiththeuseofthedrugin   
humans，Whetherornotconsidereddrug－related．   



6．2 0therAdverseReactionsOb＄erVedDurimgthePremaTketingEva曹uationof  
TRADENAMETN  

Thefo1iowlngadversedrugreaCtionsoccurred主n＜i％ofTRADENAMETM－treatedpatieritS主n  

thepooledsafttydatafromninePhase2／3studiesthatadministeredmultipledoses（SeVenWere  

Piacebo－and／oractive－COntrOued，OnenOnCOntrO王ied，andonePhase3active－COntrOnedsaftty  

Study）：   

Cardiaedisorders：heartrateincreased，heartratedecreased   

Eyedisorders：Visualdisturbance   

Gastrointestinaldisorders：abdominaldiscomfbrt，impairedgastricemptying   

Genera靂disorders and admi血istratioJISite cond孟Iions：呈rritability，edema，drug withdrawa】  

Syndrome，fte）ingdrunk   

Immunesystemdisorders：hypersensitivity   

Investigatioms：gamma－glutamyltransf己raseincreased，ahnine aminotransftraseincreased，  

aspartateaminotransftraseincreased   

MtISCtIloskeletalandconnectivetissuedisorders：involuntarymusclecontractions，SenSation  

ofheaviness   

NerYOuS SyStem disorders：hypoesthesia，pareSthesia，disttlrbancein attentior），Sedation，  

dysarthria，depressedlevelofconsciousness，memOrylmpalrment，ataXia，preSynCOPe，SynCOpe，  

COOrdinationabnormal，Seizure   

Psychiatric disorders：euphoric mood，disorientation，reStlessness，agltation，nerVOuSneSS，  

thinkingabnormal   

Renalandtlrinarydisorders：urinaryhesitation，pOllakiuria   

Re＄Piratory，thoracic and mediastina靂disorders：OXygen SatUration decreased，COLZgh，  

dyspnea，reSP）ratOrydepression   

SkiJlandsubct（taneOuStissuedisorders：urticaria   

VascuLardisorders：bloodpressuredecreased   

Inthepooled safttydata，theoveral王incidenceofadversereactionsincreasedwithincreased  

doseofTRADENAMETM，aSdidtheperCentageOfpatientswithadversereactionsofnausea，  

dizziness，VOmltlng，SOmnOlence，andpruritus．   



7 DRUG lNTERACTlONS 

TRADENAMETMismainlymetabolizedbyglucuronidation．ThefbllowlngSubstanceshavebeen  

includedinasetofirrteractionstudieswithoutanyclinicallysign苗cant頁nding：aCetaminophen，  

acety1salicylicacid，naPrOXenandprobenecidheeClinica）Pharmacolqgy〝2．3H・   

The pharmacokinetics oftapentadoIwere not a脆cted when gastric pH or gastrointestinal  

motility wereincreased by omeprazole and metoclopramide，reSpeCtive量y hee Clinical  

朗αr〝7αCOわ紗′〝2．刃7．  

7．1DrugsMetabolizedbyCytochromeP450Enzymes  

h2Vi（roinvestigationsindicatethatTRADENAMETMdoesnotinhibitorinduceP450enzymeS・  

Thus，ClinicallyrelevantinteractionsmediatedbythecytochromeP450systemareunlikelyto  

OCCurわgeC肋fcdJア血灯明αCOJ嘩y〃2．明．  

7．2 DrugsThatInhibitortnduceCytochromeP450Enzyme＄  

Them勾Orpathwayoftapentadolmetabolismiscoqugationwithglucuronicacidtoproduce  
glucuronides．To alesser extent，tapentadolis additionally metabolized to N－desmethyl  

tapentadol（13％）byCYP2C9andCYP2C19tohydroxytapentadol（2％）byCYP2D6，Whichare  

further metabolized by coqugation．Since only aminor amount of TRADENAMETMis  

metabolized via the oxidative pathway clinically relevant interactions mediated by the 

CytOChromeP450systemareunlikelytooccur／ieeClinicalPharmacology〝2．鋤．  

7．3 CentraJJy・ActingDrugsandAIcohoI  

Patients recelVlng Other opioid agonist analgesics，genera）anesthetics，phenothiazines，  

antiemetic早，0ther tranquilizers，Sedatives，hypnotics，Or Other CNS depressantS（including  

alcohol）concomitantly with TRADENAMETM may exhibit an additive CNS depression．  

InteractiveefftctsresultinglnreSpiratorydepression，hypotension，prOfoundsedation，OrCOma  

mayresultifthesedrugSaretakenincombinationwithTRADENAMETM．Whensuchcombined  

therapyiscontemplated，adosereductionofoneorbotha岳entsshouldbeconsidered／盲ee  

抒b川加騨α〝dタrecα〟血〝∫P．みα〝d作．研．  

丁．4 MonoamineOxidaselnhibitors  

TRADENAMETMiscontraindicatedinpatientswhoarereceivingmonoamineoxidase（MAO）  

inhibitorsorwhohavetakenthemwithinthelast14daysduetopotentialadditivee飴ctson  
norepinephrinelevelswhichmayresultinadversecardiovascularevents／豆eeConLraindications  

／イ．jノノ．  
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8 USE IN SPEClFlC POPULATIBNS 

8．1Pregnancy  

PregnancyCategoryC・   

TapentadoIHCIwas evaluated fbrteratogenic ef詣ctsin pregnant rats and rabbits fbl！owmg  

intravenousandsubcutaneousexposureduringtheperiodofembryofttalorganogenesis．When  

tapentadoIwas administered twice dailybythe subcutaneous TOutein rats atdoselevels of  

lO，20，Or40mgn’g／day［producing up toltimes the plasma exposure at the maximum  

recommended human dose（MRHD）of700mg／daybased on am area underthe time－CurVe  

（AUC）comparison］，nOteratOgenic e飴ctswere observed．Evidenceofembryofbtaltoxjcjty  

includedtransientdelaysin skeietalmaturation（i．e．reducedossi幻cation）atthe40mgn（g／day  

dosewhichwasassociatedwithsignincantmatemaltoxicity．Administrationoftapentado巨HCt  

inrabbitsatdosesof4，10，Or24mgn（g／daybysubcutaneousinjection［producingO．2，0．6，and  

l・85times the plasma exposuTe at the MRHD based on an AUC comparison］revealed  

embryofttaltoxicityatdoses≧10rn釘kgday．Findingsincludedreducedfttalviabi董ity，Ske王etaJ  

delays and other variations．1n addition，there were multiple malfbrmationsincluding  

gastroschisis／thoracogastroschjsis，ameJia／phocomelia，andc壬e民paJateatdoses≧10mg／kg／day  

andabove，andablepharia，enCePhalopathy，andspinab漬daatthehighdoseof24mg侃g／day・  

Embryofbtaltoxicity，includingmalfbrmations，maybe secondarytothe signincantmaternal  

toxicityobservedinthestudy．   

Inastudyofpre－andpostnataldevelopmentinrats，Oraladministrationoftapentadolatdosesof  

20，50，150，Or300mg／kg／daytopregnantandlactatingratsduringthelategestationandearly  

postnatalperiod【resultinginuptol．7timesthepIasmaexposureattheMRHDonanAUC  

basis】didnotinnuencephysicalorrenexdevelopment，theoutcomeof’neurobehavioraltestsor  

reproductive parameters．Treatment－related developmentaldelay was observed，including  

incompleteoss摘cation，andsignificantreductionsinpupbodyweightsandbodyweightgainsat  

dosesassociatedwithmaternaltoxicity（150mgn（g／dayand above）．Atmatemaltapentadol  

doses≧150mg／kg／day，adose－relatedincreaseinpupmortalitywasobservedthroughpostnatal  

Day4．   

There are no adequate and wellcontrolled studies ofTRADENAMETMin pregnant women・  

TRADENAMETM should be used duringpregnancy onlyifthe potentialbenefitjusti重esthe  

potentialrisktothefttus．  

8．2 LaborandDeliveⅣ  

Thee舵ctoftapentadolonlaboranddeliveryinhumanSisunknown．TMDENAMETNisnot  

recommendedfbruseinwomenduringandimmediatelyprlOrtOlaboranddelivery．Duetothe  

mり－Opioid receptoragonist activityofTRADENAMETM，neOnateS Whose mothers have been  

taking TRADENAMETM should be monitoredfor resplratOry depression．A spec摘c opioid  

antagonist，SuCh as naloxone，Should be available fbrreversalofopioidinduced respiratory  

depressionintheneonate．  
1l   



8．3 NursingMothers  

Thereisinsu輔cient／1imitedinfbrmation onthe excretion oftapentadolin human oranimal  

breastmilk．Physicochemicalandavailablepharmacodynamic／toxicologlCaldataontapentadol  

polnt tO eXCretionin breastmilk and risk to the suckling child cannot be excluded・  

TRADENAMETMshouldnotbeusedduringbreast－fteding．  

8．4 PediatricU＄e  

Thesafbtyande飴ctivenessofTRADENAMETMinpediatricpatientslessthan18yearsofage  

havenotbeenestablished．TRADENAMETMisnotrecommendedinthispopulation．  

8．5 GeriatricUse  

Ofthe totalnumberofpatientsin Phase2／3double－blind，multiple－dose clinicalstudies of  

TRADENAMETM，19％were65andover，While5％were75andover．Nooveral1difftrencesin  

e晩ctiveness were observed between these patientsand younger patients．The rate of  

COnStipationwashigherinsu叫ectsgreaterthanorequalto65yearsthanthoselessthan65years  

（12％vs．7％）．   

Ingeneral，reCOmmendeddosingforelderlypatientswithnormalrenalandhepaticfunctionis  

thesameasforyoungeradultpatientswithnormalrenalandhepaticfunction・Becauseelderly  

patientsaremorelikelytohavedecreasedrenalandhepaticfunction，COnSiderationshouldbe  

givento starting elderlypatientswiththelowerrange ofrecommended doseshee Clinical  

タカmαCOJ嘩y〝2．刃／・  

8．6 Renallmp訓ment  

Inpatientswithsevererenalimpairment，thesafbtyande飴ctivenessofTRADENAMETMhas  

notbeenestablished．TRADENAME¶Misnotrecommendedinthispopulation／ieeDos聯and  

A加血拗ね血沼β．J〟．  

8．7 Hopaticlmpa‖¶nent  

AdministrationofTRADENAMETMresultedinhigherexposuresandserumlevelstotapentadol  

insubjectswithimpairedhepaticfunctioncomparedtosu切ectswithnormalhepaticfunction  

heeClinicalPharmacoわ紗′〃2．3H．TRADENAMETMshouldbeusedwithcautioninpatients  

withmoderatehepaticimpairmentheeDosageandAdhin由irationP．み／．   

TRADmAMETMhasnotbeenstudiedinpatientswithseverehepaticimpalrment，therefore，uSe  

OfTRADENAMETMis not recommendedinthispopulation／iee Wbn7iT7gSandPrecautions  

P・J哩／・   

9 DRUGABUSEANDDEPENDENCE   

9．1 ControTIedSubstance  

TRADENAMETM corLtains tapentadol，a mu－Opioid agonist．TRADENAMETM has an abuse  

potentialsimilartohydromorphone，Qanbeabusedandissubjecttocriminaldiversion・   



9．2 Abuse  

Addictionis a pmmary，Chronic，neurObiologic disease，with genetic，PSyChosocial，and  

environmenta呈fhctorsinnuenclngits development and maniftstations．‡tis characterized by  

behaviorsthatincludeoneormoreofthefb1lowlng：1mpairedcontro王overdruguse，COmpulsive  

use，COntinuedusedespiteharm，andcravmg・Drugaddictionisatreatabledisease，utilizinga  

multidisciplinaryapproach，butrelapseiscommon．   

Concems about abuse and addiction should not preventthe proper management Of paln．  

However，allpatientstreatedwith opioids requlre CarefhlmonitorlngforslgnS Ofabuse and  

addiction，because use ofopioid analgesic products carriesthe risk ofaddiction even under  

appropnatemedicaluse．   

“Drug Seeking”behavioris very commonin addicts，and drugabusers．Drug－Seekingtactics  

includeemergencycallsorvisitsneartheendofofncehours，refusa量to undergoapproprlate  

examination，teStlng Or reftrral，rePeated claims ofloss of prescrlPt10nS，tampenngwith  

PreSCrlPt10nSandreluctancetoprovidepnormedicalrecordsorcontactinfbrmationfbrother  

treating physician（S）．“Doctor shopping”（visiting multiple prescribers）to obtain additiona重  

PreSCrlPtlOnSis common among drugabusers and people suf托ring倉om untreated addiction，  

Preoccupationwithachievingadequatepalnreliefcanbeapproprlatebehaviorinapatientwith  

poorpalnCOntrOl．   

Abuse and addiction are separate and distinctfrom physical dependence and tolerance・  

Physiciansshouldbeawarethataddictionmaynotbeaccompaniedbyconcurrenttoleranceand  

SymPtOmSOfphysica］dependenceinalladdicts．Inaddition，abuseOfmu－Opioidagonistscan  

OCCurintheabsenceoftrueaddictionandischaracterizedbymisusefornon，medicalpurposes，  

OftenincombinationwithotherpsychoactivesubstanCeS．CarefulrecordkeeplngOfprescribing  

information，includingquantity，舟equency，andrenewalrequestsisstronglyadvised．   

Abuse ofTRADENAMETM poses a risk ofoverdoseand death．This riskisincreasedwith  

COnCurrentabuseofTRADENAMETMwithalcoholandothersubstances．Inaddition，Parenteral  

drugabuseiscommonlyassociatedwithtransmissionofinfectiousdiseasessuchashepatitisand  

HIV．   

Properassessmentofthepatient，prOperPreSCribingpractices，periodicre－eValuationoftherapy，  

andproperdispenSlngandstorageareappropnatemeasuresthathelptolimitabuseofdrugSwith  

mu－OPioidagonistproperties．   

Infhntsborntomothersphysical1ydependentonopioidswillalsobephysicallydependentand  

mayexhibitrespiratorydifficultiesandwithdrawalsymptOmShee WdrningsandPrecautions  

P．Lu．Use of TRADENAMETMin this population has not been characterized・As  

TRADENAMETM has mu－Opioid agonist activity，infants whose mothers have taken  

TRADENAMETM，Shouldbecarefu11ymonitored．   




