
資料3－⑥ デガレ欝Jクス（degare竜壷x）  
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administrntion 
lmi血It－．S．ApproY且l：2008   

－＿＿＿＿＿ lNptCAT10NSANDUSAGE一柳  
TRADENAM王isaGnRHreceptorantagonistindicatedfc・T  
treatmentofpatientswlthadvancedprostatecancer・（l）  

＿＿＿－ DOSAGEAⅣDAD～tlNISTRATION－一冊－…  
● TRADENAMEisibrsubcutaneousadministrationonIyand！S  

nottobeadministeredin打avenouSly＿  

● Treatmentisstartedwithadoseof240mggJVenaStWO   
ITりeCtionsof120mgeach・  

o ThestaTtingdoseisfbllowedbymaintenancedosesof80mg  
administeredasasin裏ei亘ectioneveけ28days・（2）  

＿＿鵬＿ DOSAGEFORMSANDSTRENGTHS－－N  
● TRADENAME（degarelixfori‡りeCtion）120mgperVial  

● TRADENAME（degarelixfbriqection）80mgpervial  

－USEmSPECIF［CPOfUL▲T］ONS  
TheTeisnorleedtoa句ustthedosefbrtheelderlyorinpatients  
withmildormoderateliverorkidney触ICtionimpalmlent・  
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Revised：1Z／2008  

CONTRAINDICATIONS－M岬－－ニP  
Degarelixiscontraindicaledin：  

● PatientswithprevioushyperSenSitivltyreaCtionsto  
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FULLPRESCRIBINGmFORMAT］ON   

l lNDICATIONSANDUSAGE  

TRADENAMEisaGnRHreceptorantagonistindicatedfortreatmentofpatientswithadvanCedprostatecancer・  

DOSAGEANDADMtNtSTRATlON  

TRADENAMEisforsubcutaneousadministrationonlyandisnottobeadministeredintravenously・  

Dosinginfbmation：   

sta血gdose   則bimte11anCedose－Administration  
every 28 days 

240mgglVenaStWOSubcutaneOuSlrUeCtions  80mgglVenaSOneSubcutaneous   
Of120mgataconcentrationof40mg／mL  iqiectionataconcentrationof20  

mg／mL   

The丘rstmaintenanCedoseshouldbegiven28daysafterthestartingdose・  

TRADENAMEisadmimisteredasasubcutaneOuSil毎ectionintheabdominalregion．Aswith0therdrugs  
administeredbysubcutaneousirtiection，theiTtiectionsiteshouldvaryperiodically．1qiectionsshouldbegivenin  
areasoftheabdomenthatwillnotbeexposedtopressure，e・g・nOtClosetowaistbandorbeltnorclosetotheribs・   

TRADENAMEissuppliedasapowdertobereconstitutedwithSteri1eWaterfor叫ection，USP・  

Thereconstitutionprocedtmneedstobecarefu11yfo1lowed．Administrationofotherconcentrationsisnot  
recornmended．SeeInstructionsforProperUsebelow．  

Ins廿uctionsforProperUse  

NOTE：   

・Glovessho山dbewom血血gprep血onand濾mi正成【雨im．   
・ReconstituteddrugmustbeadministeredwithinonehourafteradditionofSterileWaterforIQjection，  

USP（WFり．  

・Keepthevial、－Crticalata”tillleS  

Do not shake the vialsls 

Follow aseptic techniqueue 

TWENAME120mg  
TheTre叙mentInitiationpackcontains2vialsofTWENAME12Omgthatmustbepreparedfor2  
SubcutaneOuSiniections．Hence，theinstruCtionsherebelowneedtoberepeatedasecondtime・  

PrepareTRADENAME120mgforreconstitutionbygatheringthefo1lowlng：  
・ 6mLofSterileWaterforIrtiection，USP（WFl）；DonotuseBacteriostaticWaterfor輌ection・  
●  2reconstitutionneedles－21G／2inch  

・ 2administrationneedlesforsubcutaneOusil再ection－27G／1－1／4inch  

・ 2injectionsyringes（5mL）   

1． Drawup3mLWFIwithareconstitutionneedle（21G／2in）・   



2・ 叫ecttheWF互slowlymtotheTRADENAME120mgvial．TokeeptheproductandsyrlngeSterile，do  
notremovethesyrlngeandtheneed！e．  

3・ Keepingthevialinanuprightposition，Swirlitverygentlyuntiltheliquidlooksclear甲一dwithout  

undisso亀vedpowderorparticles．Ifthepowderadherestothevialovertheliquidsurface，theviaican  
betiltedslightlytodissoIvepowder・Avoidshakingtopreventfbamfbrmation．Aringofsmallair  

bubblesonthesurfaceofthe！主quidisacceptable・ThereconstitutionpTOCeduremaytakeupto15  
mlnuteS．  

4． Tiltthevia王slightlyandkeeptheneedleinthelowestpartofthevial．Withdraw3mLof  
TRADENAMEi20mgwithoutturnlngthevialupsidedown．  

5・ Exchangethereconstitutionneedlewiththeadministrationneed！efbrdeepsubcutaneous叫eCtion  
（27G／l－1／4in）．Removeanyairbubbles．  

6・ 呵ect3mLofTRADENAME120mgsubcutaneouslyimmediatelya氏erreconstitution．  

・Grasptheskinoftheabdomen，elevatethesubcutaneoustissue．Inserttheneedledeeplyatan  
angleofnotlessthan45degrees．  

● Gentlypuubacktheplungertocheckifbloodisaspirated・！fbloodappearsinthesynnge，the  
reconstitutedproductcannolongerbeused．Discontinuetheprocedureanddiscardthesynnge  
andtheneedle（reconstituteanewdosefbrthepatient）．  

7・RepeatreCOnStitutionprocedurefbrtheseconddose・Chooseadi飴rent叫eCtionsiteand叫ect3mL．   

TRADENAME80mg  
TheTreatmentMaintenanCepaCkcontainsIvialofTRADENAME80mgthatmustbepreparedfbr  
SubcutaneousITt］eCtion．  

PrepareTRADENAME80mgforreconstitutionbygatheringthefbllowlng：  
●  4．2mLofSterileWaterforIniection，USP（WFI）；DonotuseBacteriostaticWaterfor  

I句ection  

●  1reconstitutionneedle－21G／2inch  

・ 1administrationneedleforsclqeCtion－27G／1－1／4inch  
・ 1irtiection・Syringe（5mL）  

1・ Drawup4・2mLWFIwiththereconstitutionneedle（21G／2in）．  

2・】叫ecttheWFIslowiyintotheTRADENAME80mgvial．Tokeeptheproductandsyringesterile，do  
notremovethesynngeandtheneedle．  

3・ Keepingtheviaiinanuprightposition，SWirlitverygentlyuntil 
undissoIvedpowderorparticles．Ifthepowderadherestothevialovertheliquidsurface，thevialcan  
betiltedslightlytodissoIvepowder．Avoidshakingtopreventfoamfbmlation．Aringofsmal1air  
bubblesonthesurfaceoftheliquidisacceptable．Thereconstitutionproceduremaytakeup■tO15  
minutes．  

4． Tiltthevialslightlyandkeeptheneedleinthelowestpartofthevial．Withdraw4mLof  
TRADENAME80mgwithoutturnlngthevialupsidedown．  

5・ ExchangethereconstitutionneedlewiththeadministrationneedlefbrdeepsubcutBneOus叫eCtion  
（27G／1－1／4in）．Removeanyairbubbles．  

6・Inject4mLofTRADENAME80mgsubcutaneOuSlyimmediatelya氏erreconstitution．  
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・Grasptheskinoftheabdomen，elevatethesubcutaneOustissue．lnserttheneedledeeplyatan   
angleofnotlessthan45degrees．  

● Gentlypullbacktheplungertocheckifbloodisaspirated．IfbloodappearSinthesymnge，the   
reconstitutedproductcannOIongerbeused．Discontinuetheprocedureanddiscardthesynnge   
andtheneedle（reconstituteanewdosefbrthepatient）・  

3  DOSAGEFORMSANDSTRENGTHS  

S加il佗dose  

Powderfbriqiection120mg：  

OnevialofTRADENAME120mgcontains120mgdegaTelix．Eachvialistobereconstitutedwith3mLof  
SterileWaterforhtjection．3mLiswithdrawntodeliver120mgdegarelixataconcentrationof40mg／mL・  

OnestartingdoseconTPrises240mgglVenaStWO3mLirtiectionsof120mgeach．  

Maintenance dose 

Powderぬ1・鴫edon＄Omg：  

OnevialofTRADENAME80mgcontainsto80mgdegaLrelix．Eachvialistobereconstitutedwith4・2mLof  
SterileWaterforhtiection．4mLiswithdrawntodeliver80mgdegarelixataconcentrationof20mg／mL・  

OnemaintenanCedosecomprises80mgglVenaSOne4mLirjection・  

4  CONTR＾LNDIC▲TtONS  

TRADENAMEiscontraindicatedinpatientswithknownhyperSenSitivitytodegarelixortoanyoftheproduct  
COmPOnentS．  

Degarelixiscontraindicatedinwomenwhoareormaybecomepregnant．DegarelixcanCausefetalhaLrmWhen  
administcredtoapregnantwoman．DegareIixglVentOrabbitsduringorganOgeneSisatdosesthatwereO．02％of  
theclinicalloadingdose（240mg）onamg／m2basiscatLSedembryo／tbtal1ethalityandabortion．Whendegarelix  
WaSglVentOfbmaleratsduringorganOgeneSis，atdosesthatwerejustO．036％oftheclinica1loadingdoseona  
mg／m2basis，therewasanincreasepostimplantationlossandadecreaseinthenumberoflivefetuses・Ifthis  
drugisusedduringpregnanCy，OrifthepatientbecomespregnantWhiletakingthisdrug，thepatientshouldbe  
apprisedofthepotentialhaz訂dtothefbtus．  

5 WARNINGS AND PRECAUTIONS 

5．1Usei皿Pregnancy  

PregmaneyCategoryX  

WomenwhoaTeOrmaybecomepregnantshouldnottakeTRADENAME．heeConLraindications砂andthe  
加勘ec押夕甲〟加わ〝∫伸．〃／  

5．2 玉：蝕亡tOnqT／qTcImterYal  

Long－termandrogendeprivationtherapyprolongstheQTinterval．Physiciansshouldconsiderwhetherthe  

benefitsofandrogendeprivationtherapyoutweighthepotentialrisksinpatientswithcongenitallongQT  
Syndrome，electrolyteabnormalities，OrCOngeStiveheartfailureandinpatientstakingClassIA（e・g・quinidine，  

procainamide）orClassIII（e．g．amiodarOne，SOtalol）antiarrhythmicmedications．  
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Intherandomized，aCtive－COntrOlledtrialcomparingTRADENAMEtoleupro王ide，periodicelectrocardiograms  

Wereperfbmed・Sevenpatients，three（＜t％）inthepooleddegarelixgroupandfbur（2％）patientsinthe  
leuprolide7・5mggroup，hadaQTcF≧500ms・Frombaselinetoendofstudythemedianchangefbr  

TRADENAMEwas王2・3msecandfbrleupro王idewas16．7msec．  

5．3 LaboratoryTesting  

TherapywithTRADENAMEresultsinsuppressionofthepitultarygOnadalsystem・Resultsofdiagnostictests  

OfthepituitarygonadotroplCandgonadalfunctionsconductedduringanda氏erTRADENAMEmaybeafftcted．  

Thetherapeutice熊ctofTRAI）ENAMEshouldbemonitoredbymeasurmgserumconcentrationsofprostate－  

SpeCificantigen（PSA）periodically．tfPSAincreases，SerumCOnCentrationsoftestosteroneshouldbemeasured．  

6  ADVERSEREACT10NS  

Becauseclinicaltrialsareconductedunderwidelyvarymgconditions，adversereactionratesobservedinthe  
Clinical扇a7sofadrugcannotbedirectlycomparedtoratesintheclinicaltrialsofanOtherdrugandmaynot  

renecttheratesobservedinpractice，  

Atotalof1325patientswithprostatecanceTreCeivedTRADENAMEeitherasamonthlytreatment（60－160mg）  

OraSaSingledose（upto320mg）．AtotaloflO32patients（78％）weretreatedforatleast6monthsand853  

patients（64％）weretreatedforoneyearormore．Themostcommonlyobservedadversereactionsduring  

TRADENAMEtherapyincludediniectionsitereactions（e．g．pain，erythema，SWellingorinduration），hot  

nashes，increasedweight，fatigue，andincreasesinserumlevelsoftransaminasesandgamma－  

glutamyltranSfヒrase（GGT）．Them毎0rityoftheadversereactionswereGradelor2，WithGrade3／4adverse  

reactionincidencesofl％orless．  

TRADENAMEwasstudiedinaJlaCtive－COntrOlledtrial（N＝610）inwhichpatientswithprostatecancerwere  

randomizedtoreceiveTRADENAME（SubcutaneOuS）orleuprolide（intramuscular）monthlyfor12months．  

Adversereactionsreportedin5％ofpatientsormoreareShowninTablel．   



Tablel．AdverseReactionsReportedin＞5％ofPatientsinanActiveControlledStl］dy  

TRADENAME   TRADENAME   leuprolide  
240／160mg   240／80mg   7．5mg  

（Subcutaneous）   （Subcutaneous）   （intramuscular）  

N＝202   N＝207   N＝201  

％   ％   ％   
Percentageofsuqiectswith  83   79   78   
adverseevents  

β0め′αぎαWゐ0ね  

I再ectionsiteadverseevents   44   35   ＜l   

Weightincrease   9   12   

Fa‡短ue   6   3   6   

Chjlls   4   5   0   

CdrdわγαiC〟ねrりげお椚  

Hot幻ash   26   26   21   

Hypertension   7   6   4   

血c〝わ∫おねねJ郡お椚  

Backpain   6   6   g   

A血gia   4   5   9   

こ／わge〝血J耶ね椚  

Urinary tract infection 2   5   9   

βな督Jive耶おm  

IncreasesinTransaminases  10   10   5   

andGGT  
Cons点p如ion   3   5   5   

Themost鮎quentlyreportedadversereactionsatthei癖ctionsiteswerepain（28％），erythema（17％），SWelling  
（6％），induration（4％）BLndnodule（3％）．TheseadversereactionsweremostlytranSient，Ofmildtomoderate  
intensity，OCCurredprimari1ywiththestartingdoseandledto免wdiscontinuations（＜1％）・Grade3両ectionsite  
reactionsoccurredin2％orlessofpatientsreceivingdegarelix・   

HepaticlaboratoryabnormalitieswereprlmarilyGradelor2andweregenera11yreversible・Grade3hepatic  
lal）OratOryabnormalitiesoccurredin1essthanl％ofpatients．   

Inl－5％ofpatientsthefo1lowlngadversereactions，nOtalreadylisted，WereCOnSideredrelatedto  
TRADENAMEbytheinvestigator：   

Bo4yasawhole：Asthenia，危ver，nightsweats；Digestivesystem：Nausea；伽us甲tem：Dizziness，headache，  
1nSOnmla．   

Thefo1lowingadversereactions，nOtalreadylisted，WererePOrtedtobedrug，relatedbytheinvestigatorin≧1％  
Ofpatients：ereCtiledysfunction，gyneCOmaStia，hyperhidrosis，teSticularatrophy，anddiarrhea・   

ChangeSinbonedensity：  

Decreasedbonedensityhasbeenreportedinthemedical1iteratureinmenwhohavehadorchiectomyorwho  
havebeentreatedwithaGnRHagonist・Itcanbeanticipatedthatlongperiodsofmedicalcastrationinmenwi11  
resultindecreasedbonedensity．   

Anti－degarelixantibodydevelopmenthasbeenobservedinlO％ofpatientsaftertreatmentwithTRADENAME   



fbrlyear・ThereisnoindicationthattheefncacyorsafttyofTRADENAMEtreatmentisafhctedbyantibody  

fbmation．  

7 DRUG TNTERACT10NS  

Nodrug－druginteractionstudieswereconducted．  

DegarelixisnotasubstrateforthehurnanCYP450system・Degarelixisnotaninducerorinhibitorofthe  

CYP450systeminvitrob Therefbre，ClinicallysignincantCYP450phamacokineticdrug－druglnteraCtionsare  

unlikely．  

8 USE tNSPECIF］CPOPUL＾TIONS  

S．1 Pregmamcy  

CategoⅣⅩβeeCo乃加f〃dcαJわ那砂α乃d搾匂r〃f′聯α〝dアrecd〟血旧作．J〟  

WomenwhoareormaybecomepregnantshouldnottakeTRADENAME．  

WhendegarelixwasgiventorabbitsduringearlyorganogenesisatdosesofO．002mg此g／day（aboutO．02％of  

theclinicalloadingdoseonamg／m2basis），therewasanincreaseinearlypost－implantationloss．Degarelix  

giventorabbitsduringmidandlateorganOgeneSisatdosesofO．006mgAg／day（aboutO．05％oftheclinical   

loadingdoseonamg／m2basis）causedembryo／fetallethalityandabortion．WhendegarelixwasgiverltOfbmale  

ratsduringearlyorgaJlOgeneSis，atdosesofO・0045mg耽g／day（aboutO．036％oftheclinicalloadingdoseona  

mg／m2basis），therewasanincreaseinearlypost－implantationloss，Whendega托Iixwasgiventofbmalerats  

duringmidandlateorganOgeneSis，atdosesofO・045mg几g／day（aboutO36％oftheclinica‖oadingdoseona  

mg／m2basis），therewasanincreaseinthenumberofminorskeletalabnormalitiesandvariantS．  

＄j Nursi皿gMotllerS  

TRADENAMEisnotindicatedforuseinwomenandiscontraindicatedinwomenwhoareorwhomaybecome  
Pregnant・Itisnotkn0wnWhetherthisdruglSeXCretedinhumanmi1k・BecausemaLnydrugsareexcretedin  
humanmiikandbecauseofthepotentialforseri0usadversereactionsinnurslnginfants丘omdegarelix，a  
decisionshouldbemadewhethertodiscontinuenurslngOrdiscontinuethedrugtakingintoaccountthe   
importBulCeOfthedrugtOthemother．  

S．4 PdiatritUse  

Safttyande飴ctivenessinpediatricpatientshavenotbeenestablished．  

＄．5 GeriatricUse  

OfthetotalnumberofsubjectsinclinicalstudiesofTRADENAME，82％wereage65andover，While42％  
Wereage75andover・Nooveralldi飴rencesinsa免tyore飴ctivenesswereobservedbetweenthesesubjects  
andyoungerSubjects，butgreatersensitivityofsomeolderindividualscannOtberu1edout．  

8・6 RenaItmpalrment  

Nopharmacokineticstudiesinrenallyimpairedpatientshavebeenconducted．Atleast20－30％ofagivendose  

Ofdegarelixisexcretedunchangedintheurine．   



Apopulationphmacokineticanalysisofdata育omtherandomizedstudydemonstratedthatthereisno  
Sign摘cantef鞄ctofmildrenalimpairment［creatinineclearance（CrCL）50－80mL／min］oneitherthedegarelix  
COnCentrationortestosteroneconcentration．Dataonpatientswithmoderateorsevererenalimpalrmentis  
limitedandtherefbredegarelixshouldbeusedwithcautioninpatientswithCrCL＜50miJmin・  

8．7 hepaticImpalr叩ent  

PatientswithhepaticimpalrmentWereeXCluded＆omtherandomizedtrial・  

Asingledoseoflmgdegarelixadministeredasanintravenousinfusionoverlhourwasstudiedin16non－  
prostatecancerpatientswitheithermi1d（ChildPughA）ormoderate（ChildPughB）hepaticirnpairment・  
Comparedtonon－prOStateCanCerpatientswithnormalliverfunction，theexposureofdegarelixdecreasedby   
lO％aLnd18％inpatientswithmi1dandmoderatehepaticimpalrment，reSPeCtively・Therefbre，dosea4iustment   
isnotnecessarylnpatientswithmildormoderatehepaticimpalrment・However，SincehepaticimpalrmentCan   
lowerdegarelixexposure，itisrecommendedthatinpatientswithhepaticimpalrmentteStOSterOneCOnCentrations  
Shouldbemonitoredonamonthlybasisuntilmedicalcastrationisachieved．Oncemedicalcastrationis  
achieved，aneVery－0也er－mOnthtestosteronemonitoringapproachcouldbeconsidered・  

Patientswithseverehepaticdysfunctionhavenotbeenstudiedandcautionisthereforewarrantedinthisgroup・  

1（10VERDOSAGE  

TherehavebeennoreportsofoverdosewithTRADENAME・Inthecaseofoverdose，however，discontinue  
TRADENAME，treatthepatientsymptomatical1y，andinstitutesupportivemeasures・  

AswithallprescrlptiondrugS，thismedicineshouldbekeptoutofthereachofchildren・  

SEETRADENAMEPATIENTCOUNSELINGrNFORMATION  

11DESCRIPTION  

TRADENAMEisasterilelyophilizedpowderforiTjectioncontainingdegarelix（astheacetate）andmannitol・  
Degarelixisasyntheticlineardecapeptideamidecontainingsevenunnaturalaminoacids，fiveofwhichareD－  

aminoacids．Theacetatesaltofdegarelixisawhitetoo仔・WhiteamorphouspOWderoflowdensityasobtained  
a食erlyophilization．  

ThechemicalnameOfdegarelixisD－Alaninamide，N－aCety1－3－（2－naphthalenyl）－D－alanyト4－Chloro－D－  

phenylalanyl－3－（3－pyridinyl）－D－alanyl－L－Seryl－4－【【【（4S）－hexahydro－2，6－dioxo4－pyrimidinyl】carbonyl］amino］－L   

phenylalanyl功一【（amino9arbonyl）amino］－D－phenylalanyl－Lleucyl－N611－methylethyl）－L－1ysyl－L－prOlyl・Ithas  

anempiricalformulaofC82HlO3N18016Clandamolecularweightof1632・3Da・   



DegarelixhasthefbilowlngStruCturalfoTmula：  

＝竿  

TRADENAMEdeiiversdegarelixacetate，equlValentto120mgordegare王ixfbrthestartingdose，and80mgof  
degarelixfbrthemaintenancedose・The80mgvialcontains200mgmannitolandthe120mgvialcontains150  
mg汀血nnito王．  

12 CLINICALPuARM二ACOLOGY  
lヱ．1 Me血anismo－Action  

DegarelixisaGnRHreceptorantagonist・王tbindsreversibiytothepittlitaryGnRHreceptors，therebyreducing  

thereleaseofgonadotropinsandconsequentlytestosterone・  

12・2 Pharmacodynamie5   

Asingledoseof240mgTRADENAMEcausesadecreaseintheplasmaconcentrationsofluteinizinghormone   
（LH）andfo11ic）estimulatinghormone（FSH），andsubsequentlytestosterone．  

TRADENAMEise晩ctiveinachievingandmaintainingtestosteronesuppressionbelowthecastrationlevelof   

50ngノdL．   



FigtLrel；PlasmaTestosteroneLevels付omDayOto364fbrDegarelix240mg／80mg（MedianwitlI  

ImterquartikRamges）  
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l乙3＋】門はrma亡Okimetics  

．亜∫り岬血II   

TRADENAMEformsadepot，uPOnSubcutBuleOuSadmimistration，＆omwhichdegarelixisreleasedtothe   

Circulation．Fo1lowingadmimistrationofTRADENAME240mgataproductconcentrationof40mg／mL，the   

meanCmaxwas26．2ng／mL（COefncientofvariation，CV83％）andthemeanAUCwas1054ng・day／mL（CV   

35％）．TypicallyCmaxoccurredwithin2dqysa食ersubcutaneOuSadministration．InprostatecanCerpatientsata   

productconcentrationof40mghnL，thephmacokineticsofdegarelixwerelinearOVeradoserangeOf120to240   
mg．ThephamacokineticbehaYiorofthedrugisstronglyinflu占ncedbyitsconcentrationintheirtiectionsolution．  

ヱ）ねかf占〟〟0〃  

Thedistributionvolumeofdegarelixa鮎rintravenous（＞1L／kg）orsubcutaneOuSadministration（＞1000L）  

indicatesthatdegarelixisdistribtrtedthroughouttotalbodywater．b7Vitroplasmaproteinbindingofdegarelixis  
estim由edtok叩prOXim細ely90％・  

放ね∂oJね〝J  

Degarelixissubiecttopeptidehydrolysisduringthepassageofthehepato－biliarysystemandismainlyexcretedas  
peptide舟agmentsinthefeces．Noquantitativelysignほcantmetabolitesweredetectedinplasmasamplesafter  

subcutaneousadministration・h7VitrostudieshaveshownthatdegaLrelixisnotasubstrate，inducerorinhibitorof  

theCYP4500rp－glycoproteintranSPOrterSyStemS．  

10   



且rcrgJgo乃  

FollowlngSubcutaneousadministrationof240mgTRADENAMEataconcentrationof40mg／mLtoprostate  
CanCerpatients，degarelixise】iminatedinabiphasicf由hion，Withamedianterminalhalf二1jftofapproximately53  
days・ThelonghalfllifiaRersubcutaneousadministra扇onisaconsequenceofaveryslowreleaseofdegarel呈x  

録omtheTRADENAMEdepotfbrmedattheinjectionsite（s）．Approximately20T30％ofagivendoseofdegarelix  

WaSrenallyexcreted，SuggeStlngthatapproximately70－80％isexcretedviathehepato－biliarysysteminhumans・  

FollowlngSubcutaneousadministrationofdegarelixtoprostatecancerpatientstheclearanceisapproximate里y9  

L血ー．  

塀crq′dgビ，抒セな如α乃d助ce  

Therewasnoe飽ctofage，Weightorraceonthedegarelixpharmacokineticparametersortestosterone  

concentr離ion．  

13 NONCLINICALTOXICOLOGY   

i3．重Carcinoge皿eSis，M雨ag印eSis，lmpairmelIforFer甜吋  

DegarelixwasadministeredsubcutaneOuSlytoratsevery2weeksfor2yearsatdosesof2，10and25mg／kg（about   
9，45and120％oftherecommendedhumanloadingdoseonamg／m2basis）．Longtermtreatmentwithdegarelix   
at25mg化gcausedanincreaseinthecombinedincidenceofbenignhemangiomasplusmalignant   

hemanglOSarCOmaSinftmales．  

DegarelixwasadministeredsubcutaneOuSlytomiceevery2weeksfbr2yearsatdosesof2，王Oand5Omgn’g  

（about5，22and120％ofthere？Ommendedhumanloadingdose（240mg）onamg／m2basis）・Therewasno   
Statistical1ysign抗cantincreaselntumOrincidenceassociatedwiththistreatment．   

DegarelixdidnotcausegeneticdamageinstandardinvitroasayS（bacterialmutation，lmmanlymphocyte   

Chromosomeabemion）norininvivorodentbonemarrowmlCrOnuCleustests．  

Singledegarelixdosesof≧1m釘kg（about5％oftheclinicalloadingdoseonamghn2basis）causedreversible  
inferti1ityinmalerats．Singledosesof≧0．1mg几g（aboutO．5％oftheclinicalloadingdoseonamg／m2basis）   
Causedadecreaseinftrtilityinfヒmalerats．  

14 CLINICALSTUDIES  

ThesafttyandefncacyofTRADENAMEwereevaluatedinanopen－1abel，multircenter，randomized，paral1el－   

groupstudyinpatientswithprostatecanCerAtotalof620patientswererandomizedtoreceiveoneoftwo   
TRADENAMEdosingreglmenSOrleuprolideforoneyear：  

a．TMENAMEatastartingdoseof240mg（40mg／mL）fo11owedbymonthlydosesof160mg  

（40mg／mL）subcutaneOuSly，  

b・TMENAMEatastartingdoseof240mg（40TPg／mL）fbllowedbymonthlydosesof80mg（20  

mg／mL）subcutaJleOusly，  

C．1euprolide7・5mglntramuSCularlymonthly・  

Serumlevelsoftestosteroneweremeasuredatscreenlng，OndaysO，王，3，7，14，Zuld28inthefirstmonth，andthen   

monthiyuntiltheendofthestudy．   



Theclinicaltrialpopulation（n＝610）acrossalltreatmentarmshadanoverallmedianageofapproximateJy73  
（range50to98）．Theethnic／racialdistributionwas84％white，6％blackandlO％0thers．Diseasestagewas  
distributedapproximatelyasfbuows：20％metastatic，29％local1yadvanced（T3／T4NxMOorN＝MO），31％  
localized（TlorT2NOMO）and20％classifiedasodler（includingpatientswhosediseasemetastaticstatuscould  
notbedetermineddefinitively－OrPatierltSwithPSArelapseafterprimarycurativetherapy）．lnaddition，the  
mediantestosteronebaselinevalueacrosstreatmentamswasapproximately400ng／dL．   

Thepnmaryo句ectivewastodemonstratethatTRADENAMEisefrbctivewithrespecttoachievingand  
maintainingtestosteronesuppressiontocastrationlevels（T≦50ng／dL），during12monthstreatment．Theresults  
areshowninTable2．  

Table2：MedicalCas  tratio皿Rates（Testosterone≦50m   ／dL）舟℃mDay2＄to  

TRADENAME  TRADENAME   1euprolide  
240／160mg   240侶Omg   7．5mg  

N＝202   N＝207   N＝201   

No．of  199   
Responders  

202   194   

Cas打出ionR如e   98．3％  97．2％   96．4％   

（95％CIs）＊  （94．8；99．4）   （93．5；98．S％）   （92．5；9乱2％）   

Day3‘4   

＊KaplanMeierestimateswithingroup   

Percentagechangesintestosterone倉ombaselinetoday28（medianwithinterquartilerangeS）areshowninFigure  

2andthepercentagesofpatientswhoattainedthemedicalcastrationoftestosterone≦50ng／dLaresummarizedin  
Table3．  

FigtIrt2：PeJ・CentageChatLgeinTestosteronen・OmBaseliJ）ebyTreatmentGroupuntilDay28   

（Medi8nWitbhterqⅦ乳頭ileRanges）  

P亡ー亡e血t8g亡Ch▲ng亡iml随きtOS暮一門山一打om加yOt028  

5
 
（
U
 
5
 
0
 
5
 
 

2
 
0
 
7
 
5
 
2
 
 

1
 
 
1
 
 

品
貞
j
】
品
■
l
白
雲
L
£
 
 

0  

－25   

－50   

－75  

－100  

0  7  14  21  28  

¶m亡Sill亡亡仙一再帽Id05亡（血ys）  

〔 」   

12  

琢  



Tab蓋e3：PercentageofPa扇en富SÅ餌aimingTestosterone≦5¢mg／dLwitbintbeFirsせ2SDays  

l   

Degarelix ∃ Leuprolide l  

N＝202   Degare王ix       （240／】60mg）  」（240／80mg）  （7．5mg）     N＝207  ．  N＝20l   
ぎDaY！   44％   52％   0％   

Day3   96％   
【   

96％   0％   

Day7   99％   99％   l％   

i Day 14 99％   99％   lg％   

ぎDa 28   99％   100％   iOO％   

Intheclinicaltrial，PSAlevelsweremonitoredasasecondaryendpoint．PSAIevelswereloweredby64％two  
Weeksa銃eradministrationofTRADENAME，S5％a爺eronemonth，95％a焦erthreemonths，aLndremained  
SuppreSSedthroughouttheoneyearoftreatment．ThesePSAresultsshouIdbeinterpretedwithcautionbecauseof  
theheterogeneityofthepatientpopulationstudied．NoevidencehasshownthattherapidityofPSAdeclineis  
reIatedtoaclillicalbenefit．  

15：REFERENCES   

l・N10SHAlert：PreventlngOCCupationalexposurestoantineoplasticandotherhazardousdrugsirl  
healthcaresettlngS．2004．U．S・DepartmentofHealthandHumanServices，PublicHealthService，  
CentersfbrDiseaseControlandPrevention，NationalInstitutefbrOccupationalSafetyandHea王th，  
DIiHS（N10SH）PublicationNo．2004－165．   

2・OSHATechnicalManual，TEDl－0・15A，SectionVl：Chapter2・ControllingOccupationalExposure  
toHazardousDrugS．OSHA，1999．麺．t2i王竺華やニェ通運地金き昼，裏庭譲軋   

3・AmericanSocietyofHealth－SystemPharmacists．ASHPguidelinesonhandlinghazardousdrugs・Am  
J肋α肋－み！Jタカαr研．2006；63：l172－1193．   

4・PoIovich，M．，White，J・M．，＆Kelleher，L．0．（eds．）2005．Chemotherapyandbiotherapyguidelines  
andrecommendationsforpractice（2nd・ed．）Pittsburgh，PA：OncologyNursingSociety・  

16 HOWSUPPLIED／STORAGEANDHANDLING  

TRADENAMEisavai1ableas：   

・ NDC55566－840l－l，Startingdose－Onecartoncontains：  

Twovialseachwith120mgpowderforirtjection  

・ NDC55566－8301－1，MaintenanCedose－Onecartoncontains：  

Onevialwith80mgpowderfbriTtiection  

Storeat250C（770F）；eXCurSionsPermittedto15－30OC（59－860F）．  

CautionshouldbeexercisedinhandlingandpreparlngthesolutionofTRADENAME．Severalguidelines   

onproperhandlinganddisposalofanticancerdrugShavebeenpublished・14Tominimizetheriskof   
dermalexposure，alwayswearimpervious gloveswhenhandlingTRADENAME．IfTRADENAME   
SOlutioncontactstheskin，immediatelywashtheskinthorough1ywithsoapandwater・IfTRADENAME   
COntaCtSmuCOuSmembranes，themembranesshouldbenushedimmediatelyandthorough1ywithwater   
わegCo〝かαf〃成cαJわ那作ノα〝d肋〃CJ油c（7才知わβJ脚〝j．切．  
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17PAT］ENTCOUNSELINGINFORMATION   

（SeeFDA－apprOYedPa鮎ntLabeling17・2）   

17．1Inぬrma暮ion  

－PatientsshouldbeinstruCtedtoreadthePatientLabelingcare鮎11y．  
－Patientsshouldbeinformedofthepossiblesideefftctsofandrogendeprivationtherapy，1nCludinghotnashes，  

flushingoftheskin，increasedweight，decreasedsexdrive，anddifficultieswitherectilefunction・Possible  
sidee飴ctsrelatedtotherapywithTRADENAMEincluderedness，SWelling，anditchingattheirtiectionsite；  
theseareusuallymi1d，Selflimiting，anddecreasewithinthreedays・   

17．2FDA－8pprOYedPatientLabelimg  

TRADENAME（phoneticspellingofTRADENAME）  
（dega∫elixforirtjection）   

ReadthispatientinfbrmationleanetbeforeyoustarttakingTRADENAMEandeachtimeyougetare丘11・  
Theremaybenewinformation．Thisinformationdoesnottaketheplaceoftalkingtoyourhealthcareproviderabout  
yourmedicalconditionoryourtreatment．  

WhatismDENAME？   

TRADENAMEisaprescrpitionmedicineusedinthetreatmentofadvancedprostatecancer・   

ItisnotknownifTRADENAMEissafeore脆ctiveinchildren．  

Whosl10山dれOtuSeMENAME？   

TRADENAMEshouldnotbegivento：  

● peOplewhoareal1ergictoanyOftheotheringredientsinTRADENAME・Seetheendofthislea鮎tfor  
acompletelistofingredientsinTRADENAME   

● WOmenWhoarepregnantOrmaybecomepregnant   

TalktoyourhealthcareproviderbeforegettingTRADENAMEifyouhaveanyoftheseconditions・  

WhtshouIdIteltmyhealthcareproviderbebrereceivitLgTRADENAME？   

BebrereceiviJlgTRADENAMEナtellyourheaItbcareprovideraboutauyourmedicaIconditioJ）SIinch）dimg  
iryoⅦ：   

have any heart problemsms 

● haveproblemswithbalanCeOfyourbodysaltsorelectrolytes，SuChassodium，pOtaSSium，Calcium，and  
magnesium   

● havekidneyorliverproblems   

● arebreast－feedingorplantObreast－feed・ItisnotknownifTRADENAMEpassesintoyourbreastmilk・You  
andyourhealthcareprovidershoulddecideifyou、Wi11takeTRADENAMEorbreastfbed・Youshouldnotdo  
bothwithouttalkingwithyourhealthcareprovider・  

14   



TeHyotJrhealthcareproviderabout且】lthemedie主nesyotjtake，includingprescrlPtlOnandnonprescript10n  

medicines，Vitamins，andherbalsuppiements．EspeCiallyte11yourhealthcareproviderifyouaretakingorhavetaken  
anymedicinesfbryourheart．   

Knowthemedic主nesyoutake．Keepaiistofthemandshowittoyourhealthcareproviderand  
phamacistwhenyougetanewmedicine・  

Howsll肌血‖receiYeTRADENAME？   

Youwi1lreceiveani再ectionof．TRADENAME倉omyourheaithcareprovider．   
・Theirtiectionsitew川alwaysbeintheabdominalaTeabutwi11changewith玉nthatareawiththenextdosesof  

TRADENAME．   

・TheirjectedmedicineglVeSyOuaCOntinuousreieaseofTRADENAMEoveronemonth・   
・TwolqeCtionsareglVenaSanrStdoseandthefb‡lowlngmOnthlydosesareonelrUeCtion・   

・ Makesureyouriniectionsiteis舟eeofanypressure育ombelts，WaistbandsorothertypeSOfclothing・   
・ AlwayssetupanappolntmentfbryournextlrリeCtion．   

・lfyoumissadoseofTRADENAME，OrifyouthinkyoufbrgottogetyourmonthlydoseofTRADENAME，  
talktoyourhealthcareproviderabouthowtogetyournextdose．  

Whatarethepossib）esidee蝕ctsofTRADENAME？   

Thecommonsideeff己ctsinclude：  

● hot幻ashes   

・irjectionsitepaln，redness，andswelling，eSpeCial1ywiththe丘rstdose   

・Weightgaln   

・increaseinsomeliverenzymes  
● dredness   

・hypertension   

● backandjointpaln  
● Chills   

urinary tract infectionon 
・ decreasedsexdriveandtroublewitherectilefunction（impotence）   

Thesearenotal1thepossiblesideefftcts．Formoreinfbrmation，aSkyourhealthcareprovideror  
phamacist．   

TellyourhealthcareproviderifyouhaveanySideeffictthatbothersyouorthatdoesnotgoaway・  

Callyourdoctorformedicaladviceaboutsidee飴cts・Youmayreportsideeff巨ctstoFDAat  
トSOO－FDA－1088．  

Generalinformationabot）tthesa鮎ande恥ctivetlSeOfTRADENAME．   

Medicinesaresomet主mesprescribedfbrconditionsthatarenotmentionedinthepatientleaflet・Donot  
useTRADENAMEfbraconditionfbrwhichitwasnotprescribed・DonotgiveTRADENAMEtoother  
peOple，eVeniftheyhavethesamesymptomsthatyouhave．1tmayhannthem・  
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ThispatientinformationleafletsummarizesthemostimportantinformationaboutTRADENAME，Ifyouwouldlike  
moreinfbrmation，talkwithyourhealthcareprovider・YoucanaSkyourpharmacistorhealthcareproviderfbr  
informationaboutTRADENAMEthatiswrittenforhealthprofessionals．  

Formoreinfbrmation，gOtO  ＼も′＼キ仏∴′き、RAi）ENAゝ1tJco壬¶OrCall  トSS8－FERRING（1一客88－337－7464）   

WhataretbeingredientsinTRADENAME？  

Activeiヮgredient：degarelix（asacetate）  

1nactivelngredient：mannitol  

Manufacturedfbr：FerringPharmaceuticalsinc．  
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