
資料3－⑦ フエブキソスタット（febuxostat）  

ANNEXI  

SUMMARYOFPRODUCTCHARACTERISTICS   



1． MMEOFTHEMEDICINAL一食ODUCT   

ADENⅧC80mg丘Im－COatedtablets   

2． QUALITATIVEANDQUANTITATIVECOMPOSITION   

Eachtabletcontains80mgoffebuxostat．   

ExciplentS：Eachtabletcontains76．50mgoflactosemonohydrate   

Forafu111istofexcIPlentS，SeeSeCtion6．1．   

3． PHARMACEUTICALFO   

Film＿COatedtablet．   

Paleyellowtoyellow，創m－COated，CaPSuleshapedtablets，engraVedwith“80”ononeside．   

4． CLMCALPARTICULARS   

4．1Therapeu血imdita銀ons   

Treatmentofchronichyperuricaemiaincondidonswhereuratedeposi血onhasalready  
OCCurred（includingahistory，OrPreSenCeOttOphusand／orgoutyarduibs）．   

4．2 Pos010gyandme仙odoradminis什a鵬om   

TherecommendedoraldoseofADENURICis80mgoncedaiレwithoutregardtofood．If  

Senlmuricacidis＞6mg／dl（357トImOln）a鯖er2－4weeks，ADENURIC120mgoncedai1y  

maybeconsidered．   

ADENURJCworkssu疏cientlyquicklytoallowretestlngOftheserumuricacida鮎r2  
Weeks．Thetherapeutictargetistodecreaseandmaintainserumuricacidbelow6mg／dl  

（亨57卜mOl／1）．   

Goutflareprophylaxisofatleast6monthsisrecommended（seesection4．4）．   

Specialpop山如io皿S   

鮎船価明師血町  
Nodosagea嘩ustmentisnecessarylnpatientswithmi1dormoderaterenalimpalrment・The  
efncacyandsafbbThavenotbeen餌11yevaluatedinpatientswithsevererenalimpairment  
（creatinineclearanCe＜30mi／min，SeeSeCtion5．2）．   

月密αJわJ〝甲αf用Je〃J  

Therecommendeddosageinpatientswithmi1dhepaticimpalrmentis80mg．Limited  
informadonisavai）ableinpatientswithmoderatehepadcimpairment．Theefncacyandsafety  

Offbbuxostathasnotbeenstudiedinpatientswithseverehepaticimpairment（ChildPugh  

ClassC）．   
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Nodosea4iustmentisrequiredintheelderly（SeeSeCdon5．2）．   

〔溝iんかe〃α〃dα（わJe∫Ce〃J∫  

Astherehasbeennoexperienceinchildrenandadolescents，theuseofftbuxostatinsuch  

Patientsisnotrecommended 

り曙〟I＝JW岬血JJJ作ゆf川～．、・  

AstherehasbeennoexperienceinorgantranSPlantreclplentS，theuseoffbbuxostatinsuch  

Patientsisnotrecommended（seesection5．1）．   

4．3 Comtr扇mdicatioms   

呵PerSenSitivitytotheacdvesubstanceortoanyoftheexcipients（seesection4．8）．   

4．4 SpecialwarmlngSandprecau鵬onshrⅦSe   

Cαr（＃0－γαぎC〟Jαrd∫Or（おJ甘  

Treatmentwithfebuxostatinpatientswithischaemicheartdiseaseorcongestiveheartfailure  

isnotrecommended（seesection4．8）．   

dc〟Je卯〟少α〟αC由な0〟JJ伽rり  

FebuxostattreatmentshouldnotbestarteduntilanaCuteattaCkofgouthascompletely  
Subsided・Aswith0therurateloweringmedicinalproducts，gOutflaresmayoccurduring  

initiationoftreatmentduetochanglngSerumuricacidlevelsresultinglnmObili2＝ationof  

urate丘omtissuedeposits・AttreatmentinitiationwithfebuKOStatflareprophylaxisforatleast  
6monthswithanNSAIDorcoIchicineisrecornmended．  
IfagoutflareoccurSduringfebuKOStattreatment，itshouldnotbediscontinued・negOut  

nareshouldbemanagedconcurrentlyasappropnatefortheindividualpadent・Continuous  
treatmentwithfbbuxostatdecreasesfrequencyandintensityofgoutnares．   

。l加JJJ血叫，小〟山IJ  

Aswith0theruratelowenngmedicinalproducts，inpatientsinwhomtherateofurate  

formationisgreatlyincreased（e・glmalignantdise㌍eanditstreatment，Lesch－Nyhan  

Syndrome）theabsolutecoT？entrahonofxanthinelnurinecould，inrareCaSeS，se  

Sufncientlytoallowdeposlt10nintheunnarytract．Astherehasbeennoexpenencewith  

fbbuxostat，itsuseinthesepopulationsisnotrecommended．   

凡人一rぐ叩｝叫，…・血‘Jユ血叫椚肝  

Febuxostatuseisnotrecommendedinpatientsconcomitantlytreatedwith  
mercaptopurine／azathioprine（seesection4．5）．   

r乃e甲わ′招〝e  

Febuxostatshouldbeusedwithcautioninpadentsconcohitantlytreatedwiththeophylline  

andtheophyl】inelevelsshouldbemonitoredinpatientsstartingfbbuxostattherapy（see  
SeCtion4．5）．   

上ルer‘カ∫0れ尭r∫  

Duringthephase3clinicalstudies，mi1dliver餌IICdontestabnormalitieswereobservedin  

Patientstreatedwithfbbuxostat（3・5％）・Live沌nctiontestisrecommendedpriortothe  

lnitiationofther叩ywithfbbuxostatandperiodical1ythereafterbasedonclinicaljudgement  

（seesection5．1）．   



77伊和fd成gp托お柑  

IncreasedTSHvalues（＞5．5llIU／ml）wereobservedinpatientsonlong－termtreatmentwith  

fbb肌OStat（5・0％）inthelongtermOpenlabelextensionstudies・CautionチSrequiredwhen  

fbbuxostatisusedinpatientswithalteradonofthyroid免mction（seesectlOn5・1）・   

上αCわ∫e  

Febuxostattabletscontainlactose．Patientswithrarehereditaryproblemsofgalactose  
intolerance，theLapplactasedenciencyorglucose－galactasemalabsorptlOnShouldnottake  

也isme血cine．  

4．5 hteractionwithothermedicinaIproductsandotherfbrtnsofinteraction   

肋Ⅳ呼，坤〟わ乃血上山呼血e  

Althoughinteracdonstudieswithfebuxostathavenotbeenperformed，inhibitionofxanthine  
OXidase（XO）isknowntoresultinanincreaseinmercaptopurineorazathioprinelevels・On  

dlebasisofthemedhanismofactionoffebuxostatonXOinhibitionconcomitantuseisnot  
recommended．   

Druginterac五on－StudiesoffebuxostatwidlCytOtOXicchemotherapyhavenotbeenconducted．  

Nodataisavailableregardingthesafetyoffebuxostatduringcytotoxictherapy．   

rあg甲砂肪〃β  
r  r  

Althoughinteractionstudieshacvenotbeenperformedwithfebuxostdt，inhibitionofXOmay  
CauSeanincreaseinthetheophyllinelevel（inhibitionofthemetabolismoftheophyllinehas  
been 

． 

飴buxostat也er研．   

jⅥ甲れ刀好〃α〝do血r助力紡iわ和q／g血c〟和〝fゐよわ〝  

Febuxostatmetd）OlismdependsonUGTenzymeS．Medicinalproductsthatinhibit  

glucuronidadon，SuChasNSADsandprobenecid，COuldintheorya飴cttheeliminationof．  

fbbuxostat．InhealthysubjectsconcomitantuseOffbbuxostatandnaproxen250mgBIDwas  
associatedwithanincreaseinfebuxostatexposure（Cmax28％，AUC41％andtl／226％）．In  

ClinicalstudiestheuseofnaproxenorotherNSAIDs／Cox－2inhibitorswasnotrelatedtoany  
Clinicallyslgnificantincreaseinadverseevents．   

Febuxostatcanbeco－administeredwithnaproxenwithnodosea4iustmentOffebuxostator  
naproxenbeingnecessary．   

血血ce作q／g血c〟和〃f血如〝  

PotentinducersvofUGTenzymヲSmightpossiblyleadtoincreasedmetabolismanddecreased  
e餓cacyoffebuxostat．Monitonngofserumuricacidisthereforerecorrmendedl－2weeks  

aRerstartoftreatmentwithapotentinducerofglucuronidation．Conversely，CeSSadonof  

treatmentofaninducermightleadtoincreasedplasmalevelsoffebuxostat．   

C（）わ鋸c加α写〃（わ朋eねC血／勧加商血切払加齢相画面  

Febuxostatcanbeco－administeredwithcoIchicineorindomethacinwithnodosea4iustment  
Offbbuxostatortheco－administeredactivesubstanCebeingnecessary．   

Nodoseaヰiustmentisnecessaryforfebuxostatwhenadministeredwithhydrochlorothiazide・   



Nodoseaqjustmentisnecessaryforwarfarinwhenadministeredwithfbbuxostat．A氏er  

initiadonoffbbuxostattherapy，mOnitoringofanticoagulantaCbvityshouldbeconsideredin  
PatientsreceivlngWarfarinorsimilaragents．   

Jル叫肌JJ山肌・（’H｝JJ弼・…わ∫J′仙一・、・  

FebuxostatwasshoⅦltObeaweakinhibitorofCYP2D6invitTV．Inastudyinhealthy  

Su句ects，120mgADENURICQDresultedinamean22％increaseinAUCofdesipramine，a  

CYP2D6substrateindicatlngapOtentialweakinhibitoryeffbctoffbbtm）StatOntheCYP2D6  
enzymeinvivo．Thus，CO－administrationoffbbuxostatwith0therCYP2D6substratesisnot  

expectedtorequlreanydosea句ustmentforthosecompounds．   

d〃JαCブゐ  

ConcomitantlngeStionofanantaCidcontainlngmagneSiumhydroxideandalminium  
hydroxidehasbeenshowntodelayabsorptionoffbbuxostat（approximatelylhour）andto  
CauSea32％decreaseinCmzLX，butnoslgnincantchangeinAUCwasobserved．Therefore，  
fbbuxostatmaybetakenwithoutregardtoantaciduse．   

4．‘ Pregmancyandlactatiom   

ア相即α〃α  

DataonaverylimitednumberofexposedpregnanCieshavenotindicatedanyadverseef托cts  
OffbbuxostatonpregnanCyOrOnthehealthofthefoetushleWbomchild．Animalstudiesdo  
notindicatedirectorindirectharm餌1e蝕ctswithrespecttopregnanCy，enibryonal／foetal  
developmentorparturition（seesection5．3）．Thepotentialriskforhumanisunknown．  

FebuxostatshouldnotbeusedduringpregnanCy．   

β柁α∫J廓ed〃g  

Itisunknownwhetherfebuxostatisexcretedinhumanbreastmilk．Animalstudieshave  
ShownexcretionofthisactivesubstanCeinbreastmilkandanimpaireddevelopmentof  
SuCklingpups．ArisktoasucklinginfhntcannOtbeexcluded．Febuxostatshouldnotbeused  
Whilebreast－feeding．   

4．7 EfTbctsonat）iIitytodriveandusemachines   

Nostudiesontheeffbctsontheabilitytodriveandusemachineshavebeenperformed．As  
with0therxanthineoxidaseinhibitorsadversereacdonssuchassorrnolence，dizzinessand  
ParaeSthesiahavebeenreported．Patientsshouldexercisecautionbefbredriving，us1ng  

machineryorparticIPatlngindangerOuSaCtivitiesuntiltheyarereasonablycertainthat  
ADENURICdoesnotadverselyafftctperformance．   

4．＄ Umdesirablee恥cts   

Atotalof2531subjectsreceivedatleastonedoseofADENURIC（10mg－300mg）in  
clinicalstudies．  

タカα∫ejJⅥ〝（わ椚ねedc（）〃けOJねd∫助成e∫  

Inrandomisedcontrolledphase3clinicalstudies，＞，1000padentshavebeentreatedwiththe  
recommendeddosesof80mgor120mg（536subiectsenrolledina28weekstudyand507  
su句ectsenrolledina52weeksstudy）．Thetreatment－relatedevents（ADRs）weremostly  

mildormoderateinseverity．   



Themostcomm）nlyreportedADRs（investigatorassessment）areliverf血ICtionabnormalities  

（3．5％），diarrhoea（2．7％），headache（1．8％），nauSea（1．7％），raSh（1．5％）．   

Anumerical1ygreaterincidenceofinvestlgatOr－rePOrtedcardiovasculareventswasobserved  
inthefebuxostattotalgroupcomparedtotheallopurinolgroupinthepivotalPhaseIII（13vs  

O・3eventsperlOOPYs）andlong－termeXtenSionstudies（1．4vsO．7eventsperlOOPYs），  

althoughnostatisticalレsignificantdi蝕renceswerefoundandno 

． 

Ofatheroscleroticdiseaseandk）rmyOCardialin伽ction，OrOfcongesdveheartfailure．   

■  
Corrmon（≧1／100to＜1／10），unCOrrlmOn（≧1／1，000to＜1／100）andrare（≧1／10，000to  

＜1／1000）adversereacdonssuspected（investigatorassessment）tobedrugrelatedoccurring  

intheSOmg／120mgtreatmentgroupsandreportedmorethanonceinthetotalfebuxostat  
tre如mentgrouparelistedbelow．   

Withineach丘equencygro叩1ng，undesirablee蝕ctsarepreSentedinorderofdecreaslng  

SenOuSneSS．  

」   



7b∂おノ．・乃℃α加e〝JrピアαJedα（かe門βreαC如〃∫加p力α∫ejJⅥ〃（わ椚izedco〃J和肋d∫J〟成e∫   

hvestlga五oms   

Uncommon  

Bloodamylaseincrease，Plateletcountdecrease，blood  

creatinineincrease，haemoglobindecrease，bloodurea  

increas早，LDHincrease，triglyceridesincrease   

Cardiacdisorders   ■ 一 一  

Palpitabons   

NeⅣOuS町Stem血sorders   Common  

Headache  

Uncommon  

Dizziness，paraeithesia，SOrrmOlence，alterddtaste   

Gastrointestinaldisorders   迦迎  

D血rhoea■，nauSea■  

Uncommon：  

Abdominalpaln，gaStrO－OeSOphagealrefluxdisease，  

vomiting＋，drymouth，dyspepsia，COnStipation，ffequent  
StOOIs，flatulence，gaStrOintestinaldiscomfort，   

Renalandunnarydisorders   Uncommon  

Nephrolithiasis，haematuria，pOllakiuria  

Rare  
Renal insufficiency 

Skinandsubcutaneoushssue  Q迎些堕   
血sorders －   Rash…  

Uncommon  

DermatitlS，urdcana，pruritus   

MusCuloskeletaland   Uncommon   

connectivedssuedisorders   Arthralgia，arthritis，myalgia，musClecramp，muSCuloskeletal  
pain   

Metabolism and nutrition Uncommon   

血sorders   Weightincrease，increasedappetite   

Vasculardisorders   Uncommon  

fb（pertenSion，nuShing，hotflush，   

General disorders and Uncommon   

administrationsiteconditions  Fatigue，Oedema，influenzalikesyrpptoms  

Rare  

Asthenia，thirst   

Hepato－biliarydisorders   Common  

LFTabnormalities   

Psychiatricdisorders   Uncommon  

Libido decreased 

Rare  

Nervousness，Insorrmia  



■Diarrhoea，nauSeaandvomltlngaremOre丘equentinpatientsconcomitantlytreated  
withcoIchicine  
＋＋ 
Noseri0usraShesorseverehypersensitivityreactionswerenotedintheclinical  

stu血es．   

エ0〃g一書ピノ刊甲e〃んめeJeズJ用∫わ〃封〟血∫  

Inthelong－termOpenlal）elextensionstudies，thenumberofpatientstreatedwithfbbuxostat  
80mg／120mguptolyearwas906，uP！02yearSWaS322，uptO3yearswas57，andup4  
yearswas53・Tbetreatment－relatedeventsreportedduringthelong－termeXtenSionstudies  
weresimi1artothosereportedinthePhase3studies（seeTablel）．Themostcommonly  
reportedtreatment－relatedevents（investigatorassessment）訂e：1iverfunctional）nOrmalides，  
diarrhoea，headache，raSh，hypertension．   

Thefo11owlngtreatment－relatedeventswerereportedmorethanonceinthetotalfbbuxostat  
treatmentgroupandwerereportedastmcommoninsubjectstakingfebuxostat80mg／120mg  
inlong－termeXtenSionstudies（upto4yearS，＞1，900PatientlearSOfe叩OSure）・These  
treatment－relatedeventswereeithernotreportedorreportedatalowerfrequencyforthese  
doses，inthepivotalPhase3studies：Diabetes，hyperlipidaemi島，insomia，hypoaesthesia，  
ECGal）nOrmal，COugh，dyspnoea，Skindiscolouration，Skinlesion，bursitis，prOteinuria，renal  
insufficienqY，ereCtiledys鮎IICdon，bloodpotassiumincrease，bloodTSHincrease，  

1ymphoq′teCOuntdecreased，WBCdecrease．   

4．少 0verdose   

Nocaseofoverdosehasbeenreported，Patientswithanoverdoseshouldbemanagedby  
SymptOmaticandsupportivecare．  

ヽ  
5． PHARMACOLOGICALPROPERTIES   

5．1Pharmacodynamicprope鵬ie5   

Phamacotherapeudcgroup：Preparadonsinhibidnguricacidproduction，ATCcode‥  
MO4AAO3  

Mecba皿ismo†adion  

UricacidistheendproductofpurinemetabolisminhumanSandisgeneratedinthecascade  
Ofhypoxanthine→Xanthine→uricacid．BothstepsintheabovetranSformationsare  
Catalyzedbyxanthineoxidase（XO）・Febuxostatisa2－arylthiazolederivativethatachiev？Sits  

therapeutice蝕ctofdecヮasingserumuricacidbyselectivelyinhibitingXO・FebuxostatlSa  

potent，nOn－PurineselectlVeinhibitorofXO（NP－SⅨ0）withaninvitTVinhibitionKiValue  

lessthanonenanomolar．Febuxostathasbeen血owntOPOtentlyinhibitboththeoxidizedand  
reducedformsofXO．AttherapeuticconcentrationsfbbuxostatdoesnotinhibitotherenzymeS  
invoIvedinpurineorpyrimidinemetabolism，namely，guaninedeaminase，hypoxanthine  
guaninephosphoribosyltranSferase，OrOtatephosphoribo野1tranSfbrase，OrOtidine  

monophosphatedecatboxylaseorpurinenucleosidephosphorylase・   

Clinicalstudiesresults  

TheefncacyofADENUMCwasdemonstratedintwoPhase3pivotalstudies（APEXstudy  
andFACTstudydescribedbelow）thatwereconductedin1832patientswithhyperuricemia  
andgout．Ineachphase3pivotalstudy，ADENUNCdemonstratedsuperiorabilitytolower  

8   



andmaintainserumuricacidlevelscomparedtoallopurinol．Thepnmarye餓cacyendpolnt  

ineachstudywastheproportionofpadentswhoselast3month1yseruワuricacidlevelswere  
＜6．Omg／dl（357pmol／1）．NopatientswithorgantranSplanthavebeenlnCludedinthese  

Studies（seesection4．2）．   

APEYSlu‘かTheAllopurinolandPlacebo－Contro11edEfGcacyStudyofFebuxostat（APEX）  
WaSaPhase3，randomized，double－blind，multicenter，28－Weekstudy．Onethousandand  

SeVenty－tWO（1072）patientswererandomized：Placebo（n＝134），ADENURIC80mgQD  

（n＝267），ADENURIC120mgQD（n＝269），ADENURIC240mgQD（n＝134）orallopurinol  

（3OOmgQD［n＝258］forpatientswithabaselin竺SerumCreatinine≦1・5mg／dlorlOOmgQD  
【n＝10］forpa飯entswithabaselineserumCreadnlne＞1．5mg／dland≦2．Omg／dl）．Two  

hundredandfortymgfbbuxostat（2血mestherecommendedhighestdose）wasusedasa  
Safttyevaluationdose．   

nLeAPEXstudyshowedstatistical1ysigniBcantSuperi0rityofboththeADENURIC80mg  

QDandtheADENURIC120mgQDtreatmentarmSVeYTuSthe？OnVentiormal1yuseddoses  
Ofallopurino1300mg（n＝258）／100mg（n＝10）treatmentarmlnreducingthesUAbelow6  
mg／dl（357pmoln）（seeTable2andFigurel）．   

FACTSiu4y：TheFebuxostatAllopdrinoIControlledTrial（FACT）StudywasaPhase3，  

randomized，double－blind，multicenter，52－Weekstudy．Sevenhundredsixty（760）patients  

Wererandomized：ADENURIC80mgQD（n＝256），ADENURIC120mgQD（n＝251），Or  

allopurino1300mgQD（n＝253）．   

TheFACTstudyshowedthestatistical1ysignificantSuperi0rityofbothADENURIC80mg  
andADENURIC120mgQDtreatmentarmSVerSuSthec？ワVentionallyuseddoseof  
allopurino1300mgtreatmentarminreducingandmaintalnlngSUAbelow6mg／dl（357  
ドmOl月）．   

Table2summarisesthepnmaryefncacyen4pointresults：  

Table2  

ProportionofPatientswithSerumUricAcidLevels＜6．Omg／dI（357IlmOln）  

LastThreeMomthlyVisits  

Allopurinol  

S血dy   ADENtTRIC   ADENtmC  300／  

80 mg QD 120mg（〕D   100mg（〕Dl   

APEX   48％－   65％幕，＃   22％   

（28weeks）   （n＝262）   （n＝269）   （n＝268）   

FACT   53％零   62％■   21％   

（52weeks）   （n＝255）   （n＝250）   （n＝251）   

Combined   51％事   63％事，＃   22％   

n＝517 （n＝519）   （n＝519）   

1results魚・OmSub）eCtSreCeivingeitherlOOmgQD（n＝10：patientswithserum   
Creatinine＞1・5and≦2・Omg疋1）or300mgQD（n＝509）werepooledforanalyses 

Res山ts  （）  

TheabilityofADENURICtolowerserumuricacidlevelswaspromptandpersistent．  
Reductioninserumuricacidlevelto＜6．Omg／dl（357トImOM）wasnotedbytheWeek2visit   



andwasmaintainedthroughouttreatment．ThemeanSen∬nuricacidlevelsovertimeforeach  
treatmentgroup丘omthePhase3pivotalstudiesareshowninFigurel．  

Figt）relMeanSerllmUricAcidLevel＄CombiJ）edPhase3Studies  
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Note：509pa也entsrebeivedallopurino1300mgQD；10patientswithserumCreatinine＞1．5and＜2．Om卵1  
Weredosedwith100mgQD・（10patientsoutof268inAPEXstudy）．  
240mgfebuxostatwasusedtoevaluatethesafebTOffebuxostatattwicethereconⅡnendedhighestdose．   

ル血叩Ⅷ両面由加血Ⅷか評判叩浄血抑机血行撒狛叫血珊珊  

TheAPEXStudyevaluatede腿cacyin40patientswithrenalimpairment（i．eリbaselineserum  

Cre如inine 

． 

endpointin44％（80mgQD），45％（120mgQD），and60％（240mgQD）ofpatlentSCOmPared  

toO％intheallopurinollOOmgQDandplacebogroups．   

Therewerenoclinical1yslgni丘cantdiffbrencesinthepercentdecreaseinserumuricacid  

COnCentrationinhealthysubjectsirrespecdveoftheirrenalfunction（58％inthenormalrenal  

functiongroupand55％inthesevererenaldys伽nctiongroup）．  

タカ刑αγgゆ0血書加血∫〟占g′℃呼q秒α〟∽J∫W油∫M≧ノβ椚g儲  

Approxユmately40％ofpatients（combinedAPEXandFACT）hadabaselinesUAof≧10  
mg／dl・InthissubgroupADENUⅢCachievedtheprirTaryefncacyendpointin41％（80mg  
QD），48％（120mgQD），and66％（240mgQD）ofpatlentSCOmparedto9％inthe  

allopurino1300mg／100mgQDandO％intheplacebogroups．   

CJ血cαJO〟加椚e∫ノダ′Ⅵ，Or如〝q／セα血〃蕗柁曾〟fわ〝gJ作α加e〃J♪r（JgO〟J．伽柁α〃d叫加∫たe  

C力α〃き㌍  

Theprpportionofsubjectsrequiringtreatmentforagoutflare（APEXandFACTStudy）was  
numenCalIylowerinthegroupsthatachievedanaVeragepOSt－baselineserumuratelevel＜6．O  

mg／dl，＜5・Omg／dl，Or＜4・Omg／dlcomparedtothegroupthatachievedanaveragepost－  

10  
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baselineserumuratelevel≧6．Omg／dlduringthelast32weeksofthetreatmentperiod（Week  

20－Week24toWeek48－52intervals）．   

Twoyearsofdata丘omthePhase3PpenLabelExtensionstudyshowedthatthemaintenanCe  
Ofserumuratelevels＜6mg／dl（＜357pmol／1）resultedinadecreaseintheincidenceofgout  
nareswith1essthan3％ofsu切ectsrequiringtreatmentforanare（i．e．morethan97％of  

Patientsdidnotrequiretreatmentforaflare）atMonth16－24・Thiswasassociatedwitha  
reducdonoftophussIZeleadingtocompleteresolutionin54％ofsubiectsatMonth24．   

Duringthephase3clinicalstudies，mildliver餌IIChontestabnormaliheswereobservedin  

patientstreatedwithfebuxostat（3．5％）．Theseratesweresimilartotheratesreportedon  

allopurinol（3・6％）（seesection4．4）．IncreasedTSHvalues（＞5．5いIU／mi）wereobservedin  

patientsonlong－termtreatmentwithfbbuxostat（5．0％）andpatientswithallopurinol（5．8％）  

inthelongtermOpenlabelextensionstudies（seesection4．4）．   

ThetotalexposuretoADENURICinphase3pivotalstudiesandlong－termeXtenSionstudies  
isgreaterthan2700patientサearS．   

5．ヱ Pharmacokmedcpropel欄es   

hhealthysubjects，maXimumplasmaconcentradons（C．nax）andareaundertheplasma  

COnCentradon血mecurve（AUC）offebuxostatincreasedinadoseproportionalmanner  
fo1loⅥ几ngSlngleandmuldpledosesoflOmgto120mg．Fordosesbetween120mgand  

300mg，agreaterthandoseproportionalincreaseinAUCisobservedforfebuxostat．Thereis  

noappreciableaccumulationwhendosesoflOmgto240mgareadministeredevery  

24hou†S・FebuxostathasanaPParentmeanteminaleliminationhalf－1ife（tl／2）of  

approxlmate］y5to8hours．   

Populationpharmacokinetic／pharmacodynamicanalyseswereconductedin211patientswith  
hyperuricemiaandgout，treatedwithADENURIC40－240mgQD．Ingeneral，fbbuxostat  

Pharmacokineticparametersestimatedbytheseanalysesareconsistentwiththoseobtained  
fromhealthysubjects，indicatlngthathealthysubiectsarerepresentativefor  
pharmacokinetic／pharmaCddynamicassessmentinthepatientpopuladonwithgout．   

．丑…7〟わII  

Febuxostatisrapidly（tnaxofl．0－1．5h）andwellal）SOrbed（atleast84％）．Aftersingleor  

multipleoral80and120mgoncedailydoses，C．naxisapproximately2．8－3．2トIg／mi，and5，0－  

5．3トIghnl，reSPeCdvely．Absolutebioavai1abilityofthefebuxostattal）letformulationhasnot  

beenstudied．   

Followingmultipleoral80mgoncedai1ydosesorasingle120mgdosewithahighfatmeal，  

therewasa49％and38％decreaseinCmaxanda18％and16％decreaseinAUC，  

respecbvely．However，nOClinicallyslgnificantChangeinthepercentdecreaseinserumuric  

acidconcentrationwasobservedwheretested（80mgmuldpledose）．Thus，ADENURICmay  

betakenwithoutregardtofood．   

か血血如血州  

Theapparentsteadystatevolumeofdistribudon（Vssn）offbbuxostatraTgeS舟om29to751  
afteroraldosesoflO－300mg．TheplasmaproteinbindingoffbbuxostatlSaPprOXimately  

99・2％，（primarilytoalbumin），andisconstantOVertheconcentradonrangeachievedwith80  

and120mgdoses．Plasmaproteinbindingoftheac仕vemetabolitesrangeSfromabout82％to  

91％．  
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故山め0〟∫朋  

Febuxostatisextensiveレmetal）01izedbycortiugationviauridinediphosphate  

glucuronosyltranSfbrase（UDPGT）en町meSyStemandoxidationviathecytochromeP450  
（CYP）gstem，FourpharmaCOlogicalけacdvehydroxylmetaboliteshavebeenidenti丘ed，Of  

WhichdlreeOCCurinplasmaofhumanS．1nvitTVStudieswithhmanlivermicrosomesshowed  
thatthoseoxidativemetaboliteswereformedprimaribbyCYPIAl，CYPIA2，  

CmC80rCYP2C9andfebuxostatglucumnidewasformedmainlybyUGTIAl，1A8，and  

lA9  

上溝椚加α〟0〝  

Febuxostatiseliminatedbybothhepaticandrenalpathways．Followingan80mgoraldoseof  
14 c－labeledfebuxostatapproximate吋49％ofthedosewa5reCOVeredintheurineas  
unChangedfebuxostat（3％），theacylglucuronideoftheactlVeSubstance（30％），itsknown  

OXidadvemetabolitesandtheircoI如gates（13％），andotherunknownmetabolites（3％）．h  

addidontotheurinaryexcredon，aPprOmieレ45％ofthedose竺SreCOVeredinthefaeces  

asth？unChangedfbbux8Stat（12％），theaqlglucuromideoftheactlVeSdbstance（1％），its  

knownoxidadvemetabolitesandtheirco再ugate＄（25％），andotherunkn0wnmetal）01ites  

（7％）．   

Spedalpopuladons  
蝕胤摘明紳ぬ呵  
Followingmidpledosesof80mgofADENUⅢCinpatientswithmild，mOderateorsevere  

renalinsu餓ciency，theC．naxoffebuxostatdidnotchange，relativetosu切ectswithno  

renalfunction．The’meantotalAUCof鈷buxostatincreasedbyapproxim独和1．S－fold丘om  

7．5pg・hhnlinthenormalrenal軋mctiongroupto13．2pB．h／miinthesevererenal4ysfLmCtion  
group・TheCnAXandAUCofactivemetabolitesやCreaSedupto2－and4－fold，reSpeCdveレ・  

Howrer，nOdosea嗜ustmentisnecessaryinpatlentSwithmi1dormoderaterenal  

1mpauTnent   

物Jわf甲J乃〝e〟  
Followingmultipledosesof80mgofADENtmICinpadentswithmild（Child－PughClass  
A）ormoderate（Child－PughClassB）hepaticimpairment，theCnaxandAUCoffebuxostat  

anditsmetabolitesdidnotchangeSignifican叫comparedtosubjectswithnormalhepatic  
軋mction．Nostudieshavebeenconductedinpatientswithseverehepaticimpairment（Chld－  

PughCla5SC）．   

4野  

Therewerenosigni鮎antChangeSObservedinAVCoffebuxostatoritsmetabolitesfollowing  
multipleoraldosesofADENURICinelderlyascomparedtoyoungerhealthysubiects．   

Ge〃（おr  

FollowingmuldpleoraldosesofADENURIC，theCnaxandAUCwere24％and12％higher  

infemalesthaninmales，reSpeCtiveけ．However，Weight－COrreCtedCmz．xandAUCwere  

Similarbetweenthegenders．Nodosea句ustmentisneededbasedongender．   

5．3II托Cli扇c山sa粘けdata   

Effbctsinnon－Clinicalstudiesweregeneralレobservedatexposuresinexcessofthe  

maximumhLmaneXPOSure．   

（力Ⅳ加oge〃e姉別〝ねge〃e∫ね，叫叩血閻相棒血物  
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Inmalerats，aStadstical1ysigniAcantincreチSeinuTinrybladdertumOurS（transitionalcell  

PaPillomaandcarCinoma）wasfoundonlylnaSSOClatlOnwithxanthinecalculiinthehigh  

dosegro山P，atapPrOXimatelylltimeshumaneXpOSure．TherewasnoslgniLcantincreasein  

anyOthertumOurtypeineithermaleorfbmalemiceorrats．TTleSe丘ndingsareconsidereda  

COnSequenCeOfspeciesspeci且cpurinemetabolismandurinecomposidonandofnorelevanCe  
toclinicaluse．   

Astandardbatteryoftestforgenotoxicitydidnotrevealanybiological1yrelevantgenOtOXic  

effbctsforfebuxostat．   

Febuxostatatoraldosesupto48mg此g／daywasfoundtohavenoeffbctonftrtilityand  
reproductiveperformanCeOfmaleandfbmalerats．   

Therewasnoevidenceofimpairedfertility，teratOgeniceffbcts，OrharmtOthefoetusdueto  

febuxostat・Therewashighdosematernaltoxicityaccompaniedbyareductioninweaning  
indexandreduceddevelopmentofof粘pringinratsatapproximately4．3timeshuman  

exposure・Teratologystudies，performedinpregnantratsatapproximately4．3timesand  

pregnantrabbitsatapproximately13dmeshumanexposuredidnotrevealanyteratOgenic  
effbcts．  

6． PHARMACEUTICALPARTICULARS   

6．1 Listorexcipiemts   

7七島わJcore  

Lactosemonohy血融e  
MicrocIystalline cellulose 
Magnesium stearate 
fbTdroxypropylce11ulose  
Croscarmellose sodium 
Silica，COlloidalhydrated   

7セムわJcoα血g  

OpadryII，Yellow，85F42129containing：  

PoレⅥnyldcohoI  
Titaniumdioxide（E171）  
Macrogols 3350 
Talc  

Iropoxideyellow（E172）   

6．ヱ 血compa鵬bili鵬es   

Notapplicable．   

后．3 Shelrli鮎   

2years   

6．4 Specialprecautioms紬rstorage   

ThismedicinalproductdoesnotrequlreanySpeCialstoragecondition．  
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6．5 Nahlreamdcomtentsorcomtaimer   

Clear（AclarnVC仏ユuminium）blisterof14tablets．   

ADENURIC80mglSaVai1ableinpacksizesof28and84別m－COatedtal）1ets．   

Notallpacksizesmaybemarketed．   

后．6 Spetialpretau血ms伽rdisposal   

NospecialrequlrementS．   

7． MARlaTINGAtJTHORISATIONHOLDER   

IpsenManufacturingIrelandLtdPMIL）  
BlanChardstownIndustrialPark  
Snu岳boroRoad  
Dublin 15 

heland   

8・ MAMTINGAUTHORISATIONNUMBER（S）   

9． DATEOFFmSTAUTHORISATION／RENEWALOFTHEAtJTHORISATION   

lO．DATEOFREVISIONOFTHETEXT  

Detai1edinformationonthisproductisavailableonthewebsiteoftheEumpeanMedicines  
AgencyPMEA）httD：／／www．emea．euroDa．eu／  
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l． NAMEOFTIIEMEDICINALPRODUCT   

ADENURIC120mg別m－COatedtablets   

2． QUALITATIVEANDQUANTrrATIVECOMPOSITION   

Eachtabletcontains120mgoffbbuxostat．   

ExcIPlentS：Eachtabletcontainsl14．75mgoflactosemonohydrate   

Forafu111istofexclplentS，SeeSeCtion6．1．   

3． PHARMACEUTICALFORM  

Film－COatedtablet．   

Paleyellowtoye1low，film－COated，CaPSuleshapedtablets，engraVedwith“120”ononeside   

4． CLIN）CALPARTICULARS   

4．1Therapeuticindications   

Treatmentofchronichyperuricaemiaincondidonswhereuratedeposidonhasalready  
OCCurred（includingahistory，OrPreSenCeOttOphusand／orgoutyarthrids）・   

4．2 Posologyandmethodoradmimistra鵬0爪   

TherecommendedoraldoseofADENURICis80mgoncedai1ywithoutregardtofood・If  
serumuricacidis＞6mg／dl（357pmol／l）aAer2－4weeks，ADENURIC120mgoncedaily  

maybeconsjdered．   

ADENURICworkssu伍cientlyquicklytoa1lowretestlngOftheserumuricacidafter2  
weeks．Thetherapeudctargetistodecreaseandmaintainserumuricacidbelow6mg／dl  
（357叶mOl／1）．   

GoutflareprOPhylaxisofatleast6monthsisrecommended（seesection4・4）・   

SpeciaJpopulatioJ）S   

几川（J／血一！飾、止〃り、  
Nodosagea4iustmentisnecessarylnpatientswithmi1dormoderaterenalimpairment・The  
efBcacyandsafbtyhavenotbeenfu11yevaluatedinpatientswithsevererenalimpalrment  
（creatinineclearanCe＜30mi／min，SeeSeCtion5．2）．   

〃甲αJわJ〝甲αわⅦe〃J  

Therecommendeddosageinpatientswithmi1dhepaticimpalrmentis80mg・Limited  
informationisavailableinpatientswithmoderatehepadcimpairment・Theefncacyandsafbty  
offbbuxostathasnotbeenstudiedinpadentswithseverehepaticimpairment（ChildPugh  
ClassC）．   

且んおrか  
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Nodosea4justmentisrequiredintheelder吋（seesection5．2）．  

C加納乃α〝dα（わJe∫Ce〃J∫  

Astherehasbeennoexperienceinchildrenandadolescents，theuseoffebuxostatinsuch  
patientsisnotrecommended．   

（），苫αJ7JmI叩血机m坤血舶  

AstherehasbeennoexperienceinorgantranSPlantrecIPlentS，theuseoffebuxostatinsuch  

Patientsisnotrecommended（SeeSeCdon5．1）．   

4．3 Contraimdica鵬0れS   

呵persensitivitytotheactivesubstanCeOrtOanyOftheexcipients（seesection4．8）．   

4．4 Speci且1wamlmgSamdprecaⅥ鰯011S紬ru5e   

Cの切払一Vα－のJねrゐor（おJ甘  

Treatmentwithfebuxostatinpatientswithischaemicheartdiseaseorcongesdveheartfhilure  
isnotrecorrmended（seesection4．8）．   

Am鹿go〟少α肋C血伽〟JJ伽，り  

Febuxostattreatmentshouldnotbestarteduntilanacuteattackofgouthascompletely  
Subsided・Aswith0theruratelowenngmedicinalproducts，gOutflaresmayoccurduring  

ihitiationoftreatmentduetochanglngSerumuricacidlevelsresultinglnmObilizadonof  
urate丘omdssued印OSits・Attreatmentinidationwithfbb皿OStatflareprophylaxisforatleast  

6monthsw血anNSAIDorcoIchicineisrecommended．  

Ifagoutflareoccursduringfbbuxostattreatm甲t，it血ouldnotbediscontinued・Thegout  

flareshouldbemanagedconcurrentlyasappropnatefortheindividualpatient．Continuous  
treatmentwithfebuxostatdecreases丘equencyandintensityofgoutnares．   

励血加減卿血加  

Aswith0theruratelowerlngmedicinalproducts，inpatientsinwhomtherateofurate  
formadonisgreatlyincreased（e・glmalignantdise㌍eanditstreatment，Lesch－Nyhan  

Syndrome）theabsoluteco？？entrat10nOfxanthinelnurinecould，inrareCaSeS，Se  

SufncientlytoallowdeposltlOnintheunnarytraCt・Astherehasbeennoexpenencewith  
febuxostat，itsuseinthesepopulationsisnotrecommended．   

Aね叩坤〟血‡e血zαJ加呼）カ〃e  

Febuxostatuseisnotrecommendedinpatientsconcomitantlytreatedwith  

mercaptopurine／azathioprine（seesec血on4．5）．   

川ビ叩吋JJf肝  

Febuxostatshouldbeusedwithcautioninpadentsconcomitantlytreatedwiththeophylline  
andtheophy11inelevelsshouldbemonitoredinpatientsstartingfebuxostattherapy（See  
SeCtion4．5）．   

上ルer（＃∫OJておJ7  

Duringthephase3clinicalstudies，mildliver軋mctiontestabnormalideswereobservedin  

Patientstreatedwithfbbuxostat（3・5％）・Liverfunchontestisrecommendedphortothe  

lnidationoftherapywithfbbuxostatandperiodicalレthereafterbasedonclinicaljudgement  

（seesec也on5．1）．  
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叩l・J・りんJ（かりJlJh二ヾ  

IncreasedTSHvalues（＞5．5pIU／mi）wereobservedinpatientsQnlong－termtreatmentwith  

fbbuxostat（5・0％）inthelongtermopenhbelextensionstudies・CautionチSrequiredwhen  

fbbuxostatisusedinpatientswithalterationof仇yroidfunction（seesectlOn5．1）．   

エαCわ∫e  

Febuxostattal）1etscontainlactose．Patientswithrarehereditaryproblemsofgalactose  

intoleranCe，theLapplactasedeficiencyorglucose－galactasemalabsorptlOnShouldnottake  
thismedicine．  
4．5Interactionwithothermedicinalproductsandotherfbrmsofinteraction   

肋rc呼，J甲〟わ〃e／加娩ブ呼〃〃e  

Althoughinteractionstudieswithfbbuxostathavenotbeenperformed，inhibitionofxanthine  
OXidase（XO）isknowntoresultinanincreaseinmercaptopurineorazathioprinelevels・On  
thebasisofthemechanismofactionoffbbuxostatonXOinl1ibitionconcormtantuSeisnot  

recommended，   

DruglnteraCtionstudiesoffbbuxostatwithcytotoxicchemotherapyhavenotbeenconducted．  
Nodataisavai1ableregardingthesafbtyoffbbuxostatduringcytotoxictherapy．   

乃e咋）砂招〝e  

Althoughinteractionstudieshavenotbeenperformedwithfebuxostat，inhibihonofXOmay  
CauSeanincreaseinthetheophy11inelevel（inhibitionofthemetabolismoftheophyllinehas  
been 

． 

fbbuxostattherapy．   

凡甲和∫e〃α〃do娩er加加地or∫q／gJ〟C〟和〃iゐ血〃  

FebuxostatmetabolismdependsonUGTenzymeS．Medicinalproductsthatinhibit  
glucuronidation，SuChasNSAIDsandprobenecid，COuldintheorya蝕cttheeliminationof  
fbbuxostat．lmhealthysubjectsconcomitantuSeOffebuxostatandnaproxen250mgBIDwas  
associatedudthanincreaseinfbbuxostatexposure（Cmax28％，AUC41％andt17226％）．In  
ClinicalstudiestheuseofnaproxenorotherNSADs／Cox－2inhibitorswasnotrelatedtoany  
Clinical1ysigni丘cantincreaseinadverseevents．   

Febuxostatcanbeco－administeredwithnq）rOXenwithnodoseaヰiustmentoffebuxostator  
naproxenbeingnecessary．   

加血cer∫q／gJ〟C〟和〃ブゐ如〃  

PotentinducersofUGTenzym？Smightpossiblyleadtoincreasedmetabolismanddecreased  

efncacyofftbuxostat．Monitonngofserumuricacidisthereforerecommendedl－2weeks  

a氏erstartoftreatmentwithapotentinducerofglucuronidation．Conversely，CeSSationof  

treatmentofaninducermightleadtoincreasedplasmalevelsoffbbuxostat．   

Coわ加c加ゼ烏〃（わ椚eJ郎才物加c力わ和J加α力（ねルαゆr加  

Febuxostatcanbeco－administeredwithcoIchicineorindomethacinwithnodoseaqjustment  
Offbbuxostatortheco－administeredactivesubstancebeingnecessary，   

Nodosea鴎ustmentisnecessaryforftbuxostatwhenadministeredwithhydrochlorothiazide．  
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Nodoseaヰiustmentisnecessaryforwarfhrinwhenadministeredwithfbbuxostat．After  

inidadonoffbbuxostattherapy，mOnitorlngOfandcoagulantaCdvityshouldbeconsideredin  
patientsrecelⅥngWarfhrinorsimi1aragents．   

加痺m椚加〆C】？2D古∫〟ム∫〟Ⅵお∫．  
FebuxostatwasshowntObeaweakinhibitorofCYP2D6invitTV，hastudyinhealthy  
S両ects，120mgADENURICQDresultedinamean22％increaseinAUCofdesipran1ine，a  

CYP2D6substrateindicatingapotendalweakinhibitoryeffbctoffbbuxostatontheCYP2D6  
enzymeinvivo．Thus，CO－admimistrationoffbbuxostatwith0therCYP2D6substratesisnot  

expectedtorequlreanydosea4iustmentforthosecompounds．   

」〃Jαビゴゐ  

ConcomitantlngeStionofanantaCidcontainingmagnesiumhydroxideandaluminium  
hydroxidehasbeenshowntodelayabsorptionoffbbuxostat（approximateレ1hour）andto  
CauSea32％decreaseinCm．，X，butnoslgni鮎antchangeinAUCwasobserved．Therefore，  

febuxostatmaybetakenwithoutregardtoantaCiduse．   

4．6 P代g皿anCyandlactation   

タ作g〝α乃印  

Dat？OnaVerylimitednumberofexposedpregnanCieshavenotindicatedanyadverseeぽbcts  
OffbbuxostatonpregnanCyOrOnthehealthofthefoetushleWbomchild．Animalstudiesdo  
notindicatedirectorindirectharnmeぽbctswithrespecttopregnanqY，enibryonal他etal  

developmentorparturition（SeeSeC厄on5．3）．Thepotentialriskforhumanisunknown．  

FebuxostatshouldnotbeusedduringpregnanCy．   

か細直弘加g  

Itisunkn0ⅥmWhetherfebuxostatisexcretedinhumanbreastmi1k．Animalstudieshave  

ShoⅥmeXCretionofthisacdvesubstanCeinbreastmi1kandanimpaireddevelopmentof  
SuCklingpups．Arisktoasucklinginfhtcannotbeexcluded．Febuxostatshouldnotbeused  

Whlebrea成一飴eding．   

4．7 E蝕ctsomabiliけtodriYea山Iusemachhes   

Nostudiesonthee銑ctsontheabilitytodriveandusemaChineshavebeenperformed．As  

with0therxanthineoxidaseinhibitorsadversereactionssuchassomnolence，dizzinessand  
ParaeSthesiahavebeenrqported．Patientsshouldexercisecautionbeforedriving，uslng  

machineryorparticlpatingindangerOuSaCtivitiesuntiltheyarereasonablycertainthat  
ADENURICdoesnotadverselya飴ctperformanCe．   

4．＄ Undesirablee蝕ct5   

Atotalof2531subiectsreceivedatleastonedoseofADENtJRIC（10mg－300mg）in  
clinicalstudies．   

朗α∫ejm〝（わ椚ねgdco〃J7りJわd∫J〟（＃e∫  

Inrandomisedcontrolledphase3clinicalstudies，＞，1000patientshavebeentreatedwiththe  

recommendeddosesof80mgor120mg（536subjectsenrolledina28weekstudyauld507  
Subiectsenrolledina52weeksstudy）．Thetreatment－relatedevents（ADRs）weremostly  

mi1dormoderateinseverity．  
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Themostcomm0nlyreportedADRs（investigatorassessment）areliverfunctionabnormalities  

（3．5％），diarrhoea（2．7％），headache（1．8％），nauSea（1．7％），raSh（l．5％）．   

AnumericallygreaterincidenceofinvestlgatOr－rePOrtedcardiovasculareventswasobserved  
inthefbbuxostattotalgroupcomparedtotheallopurinolgroupinthepivotalPhaseIII（1．3vs  

O．3eventsperlOOPYs）andlong－termeXtenSionstudies（1．4vsO．7eventsperlOOPYs），  

althoughnostadstical1ysigni鮎antdi鮎renceswerefoundandno 
． 

Ofatheroscleroticdiseasean〟ormyocardialinfarction，OrOfcongestiveheartfailure．   

Co汀ImOn（≧1／100to＜1／10），unCOmmOn（≧1／1，000to＜1／100）andrare（≧1／10，000to  
＜1／1000）adversereactionssuspected（investigatorassessment）tobedrugrelatedoccurring  

inthe80mg／120mgtreatmentgroupsandreportedmorethanOnCeinthetotalfbbuxostat  
treatmentgrouparelistedbelow．   

Withineachffequencygrouplng，undesirableeffbctsarepresentedinorderofdecreaslng  
SenOu5neSS．  
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… ′    ′′  ′  ′ ′ ′′ ′′ ′ ′ ′′  一    ′ ′ ′  ′ ′′  ′′ ′  一 ′′  ′ ′   

Ime血g血ons   Uncommon  

Bloodanwlaseincrease，Plateletcountdecrease，blood  
creatinineincrease，haernoglobindecrease，bloodurea  
increase，LDHincrease，triglyceridesincrease   

Cardiacdisorders   Rare  

Pdpita五ons   

Nervous system disorders Common  

Headache  

Unco汀mn  
Dizziness，paraeSthesia，SOmnOlence，alteredtaste   

btrointestinaldisorders   Common  

D血血oea●，nauSea■  

Uncommon：  

Abdominalpaln，gaStrO－OeSOPhagealrefluxdisease，  
vomiting’，drymouth，dyspepsia，COnStipation，frequent  
stooIs，且細山飢Ce，gaS什0血tes血al血scom鈷鴫   

Renaiandurinarydisorders   UncoⅡlmOn  

Nephrolithiasis，haematuria，POllakiuria  

Rare  
Renalinsu餓ciency   

SkinandsubcutaneOuSdssue  Common   
血sorders   R赴血■■  

Uncommon  

DermatltlS，urdcaria，pruritus   

Musculoskeletal and Uncomon   

connective也ssuedisorders   Arthralgia，arthritis，叩algia，muSClecramp，muSCuloskeletal  
p由n   

Metabolismandnutridon   Uncommon   

血sorders   Weightincrease，increasedappetite   

Vasculardisorders   Uncommon  

Ⅰ野pertension，nuShing，hotflush，   

General disorders and Uncomon   

administradonsitecondidons  Fatigue，Oedema，influenzalikesymptoms  

Rare  
Asthenia，thirst   

Hepato－biliarydisorders   Common  

LFT abnormalities 

Psychiatricdisorders   Uncommon  

Libido decreased 

Rare  

Nervousness，Insomnia  
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Diarrhoea，nauSeaandvomitlngaremOre丘equentinpatientsconcomitantlytreated  
with colchicine 
Noseri0usraShesorseverehypersensitivityreactionswerenotedintheclinical  

stu血es．   

⊥β〃g一書e珊呼e〃ねムピノe芳細雨b〃裏〟dg∫  

hthelong－termOpenlabelextensionstudies，thenumberofpatientstreatedwithfbbuxostat  

80mg／120mguptolyearwas906，uPtO2yearswas322，uPtO3yearSWaS57，andup4  
yearswas53．Thetreatmenトrelatedeventsreportedduring血elongrtermextensionstudies  

WereSimi1artOthosereportedinthePhase3studies（seeTal）1el）．Themostcommonly  
reportedtreatment－relatedevents（invesdgatorassessment）are：1iver餌1Ctionabnormalities，  

diarrhoea，headache，raSh，hypertension．   

TYLefo1loⅦngtreatment－relatedeventswerereportedmorethanOnCeinthetotalfbbuxostat  

treatmentgroupandwerereportedasunCOmmOninsubjectstakingfもbuxostat80mg／120mg  
inlong－termeXtenSionstudies（upto4years，＞1，900Patient－yearSOfexposure）．These  

treatment－relatedeventswereeithernotreport占dorreportedatalower丘equencyforthese  

doses，inthepivotalPhase3studies：Diabetes，hyperlipidaemia，insomnia，hypoaesthesia，  

ECGabnormal，COugh，dyspnoea，Skindiscolouration，Skinlesion，bursitis，prOteinuria，renal  

insufncienq，ereCtiledysfunction，bloodpotassiumincrease，bloodTSHincrease，  

レmphocytecountdecreased，WBCdecrease．   

4．9 0verdose   

Nocaseofoverdosehasbeenreported．Patientswithanoverdoseshouldbemanagedby  
SymPtOmadcandsupportivecare．   

5． PHARMACOLOGICALPROPERTIES   

5．1 PharmaCOdynamicproperties   

Phamacotherapeuticgroup：Preparadonsinhibitinguricacidproduction，ATCcode：  

MO4AAO3  

Mechanism of action 

UricacidistheendproductofpurinemetabolisminhumanSandisgeneratedinthecascade  

Ofhypoxanthine→Xanthine→uricacid．Bothstepsintheal）OVetranSformationsare  

catalyzedbyxanthineoxidase（XO）．Febuxostatisa2－arylthiazolederivativethatachievesits  

therapeuticeffbctofdecreaslngSerumuricacidbyselectivelyinhibitingXO．Febuxostatisa  
potent，nOn－Purineselectiveinl1ibitorofXO（NP－SIXO）withaninvitninhibitionKIValue  

lessthanonenanomolar．Febuxostathasbeenshowntopotentlyinhibitboththeoxidizedand  
reducedformsofXO．AttherapeuticconcentrationsfヒbuxostatdoesnotinhibitotherenzymeS  

invoIvedinpurineorpynmidinemetabolism，namely，guaninedeaminase，hypoxanthine  

guaninephosphoribosyltransferase，OrOtatephosphoribosyltranSftrase，OrOtidine  

monophosphatedecarboxylaseorpurinenucleosidephosphorylase．   

Clinicalstudiesresults  

TheefncacyofADENURICwasdemonstratedintwoPhase3pivotalstudies（APEXstudy  
andFACTstudydescribedbelow）thatwereconductedin1832patientswithhyperuricemia  
andgout．Ineachphase3pivotalstudy，ADENUNCdemonstratedsuperiorabilitytolower  

21   



andmaintainserumuricacidlevelscomparedtoallopurinol．nepnmarye伍cacyendpoint  

ineachstudywastheproportionofpatientswhoselast3monthlyseruTluricacidlevelswere  
＜6．Omg／dl（357pmoIA）．NopatientswithorgantranSPlanthavebeenlnCludedinthese  

S山血es（SeeSeCtion4．2）．   

APEXStu4y：TheAllopurinolandPlacebo－ControlledE伍cacyStudyofFebuxostat（APEX）  
wasa馳ase3，randomized，double－blind，multicenter，28－Weekstudy．Onethousandand  
SeVenty－tWO（1072）patientswererandomized：Placebo（n＝134），ADENtJRIC80mgQD  

（n＝267），ADENUMC120mgQD（n＝269），ADENURIC240mg．QD（n＝134）orallopurinol  

（300mgQD［n＝258］forpatientswithabaselinSerumCreatinine≦1・5mg／dlorlOOmgQD  

【n＝10］forpatientswithabaselineserumCreatinlne＞1．5mg畑and≦2・Omg／dl）．Two  

hundredandfortymgfbbuxostat（2dmestherecommendedhighestdose）wasusedas  
Sa鎚tyevaluationdose．   

TheAPEXstudyshowedstadsdcalレsigni丘cantSuPeri0rityofboththeADENUⅢC80mg  
QDandtheADENURIC120mgQDtreatmentamsveTWthe？nVentionnal1yuseddoses  
Ofallopurino1300mg（n＝258）／100mg（n＝10）treatmentarmlnreducingthesUAbelow6  
mg／dl（357pmoIA）（SeeTable2andFigurel）．   

PACTSiu4y：TheFdbuxostatAllopurinoIControlledTrial（FACT）StudywasaPhase3，  

randomi2X：d，double－blmd，multicenter，52－Weekstudy．Sevenhundredsixty（760）patients  
Wererandomized：ADENUⅢC80mgQD（n＝256），ADENURIC120mgQD（n＝251），Or  
allopurino1300mgQD（n＝253）．  

TheFACT去tudyshowedthestatisぬ1吋signi鮎antSuPeri0rityofbothADENURIC80mg  
andADENURIC120mgQDtreatmentarmsveTTuSthecpヮven五onal1yuseddoseof  
allopurino1300mgtreatmentaminreducingandmaintalnlngSUAbelow6mg／dl（357  
ドmOl町  

Table2summarisesthepnmaryefncacyendpointresults：  

Table2  

Propo鵬iomorPaポe雨5dthSerumUdcAddLeYels＜石．Omg／dl（357IlmOl叫  

La5tTh托eMomthlyⅥsits  

Allopu血01  

草加卸   ADENTmC   ADEmC  300／  

80 mg QD 120 mg QD 100mgqDl   
A柁Ⅹ   4＄％■   65％’，＃   22％   

（28weeks）   （n＝262）   （n＝269）   （n＝268）   

FACT   53％事   62％事   21％   

（52 （n＝255）   （n＝250）   （n＝251）   

Combined   51％’   63％事・＃   22％   

Res山ts   （n＝517）   （n＝519）   （n＝519）   

1resultsfromsubjectsreceivingeitherlOOmgQD（n＝10‥Patientswithsen皿   
Creatinine＞1．5and≦2．Omg／dl）or300mgQD（n＝509）werepooledfbranalyses．   

＊f）＜0．001vsallopurinol，＃p＜0．001vs80mg   

1i2。sit  
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andwasmaintainedthroughouttreatment．Themeanserumuricacidlevelsovertimeforeach  
treatmentgroup丘omthePhase3pivotalstudiesareshowninFigurel．  

FigurelMeaJISerumUricAcidLevelsCombinedPhase3Studies  
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Weck   

BL＝三ba5elme SEM三Sbn血de汀OrOf也emean  

Note二509patlentSreCeivedallopunno1300mgQD；10patientswithserumCreatimne＞1・5and＜2・OmgAI  
Weredosedwith100mgQD．（10patientsoutof268inAPEXstudy）．  
240mglbbuxostatwasusedtoevaluatethesafetyoffebuxostatattwicetherecorrmendedhlghestdose．  

伽椚αりeゆ0血加血∫〟ゐ一gr叩q伽血痛 
． 

Creahnine 
． 

endpointin44％（80mgQD），45％（120mgQD），and60％（240mgQD）ofpahentscompared  

toO％intheallopurinollOOmgQDandplacebogroups．   

Therewerenoclinical1yslgni丘cantdi蝕rencesinthepercentdecreaseinserumuricacid  

COnCentraboninhealthysubiectsirrespectiveoftheirrenalfunction（58％inthenormalrenal  
functiongroupand55％inthesevererenaldys餌IICtiongroup）．  

付加旧γeゆ0加Jメ〝班e∫〟占gれ叩q伽血書川油∫M≧ノβ椚g誹  

Approxlmately40％ofpatients（COmbinedAPEXandFACT）hadabaselinesUAof≧10  
mg／dl，InthissubgroupADENUmCachievedtheprimaryefncacyendpointin41％（80mg  

QD），48％（120mgQD），and66％（240mgQD）ofpatientscomparedto9％inthe  

allopurino1300mg／100mgQDandO％intheplacebogroups．   

C肋加J仇J加椚e∫．■〝叩仰血削妖印加触川叩ぬ血gJ柁α加e〃Jメ）rαgO〟Jノ払reα〃dJ（p加∫ねe  

C毎〃ge  

Theproportionofsu旬ectsrequiringtreatmentforagoutnare（APEXandFACTStudy）was  
numerical1ylowerinthegroupsthatachievedanaVeragepOSt－baselineserumuratelevel＜6．O  
mg／dl，＜5．Omg／dl，Or＜4．Omg／dlcomparedtothegroupthatachievedanaveragepost－  
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baselineserumuratelevel≧6．Omg／dlduringthelast32weeksofthetreatmentperiod（Week  
20－Week24toWeek48－52intervals）．   

TwoyearSOfdatafromthePhase30penLabelExtensionstudyshowedthatthemaintenanCe  
Ofserumuratelevels＜6mgAl（＜357llmOIA）resultedinadecreaseintheincidenceofgout  
flareswith1essthan3％ofsubjectsrequiringtreahentforaflare（i．e．morethan97％of  

Patientsdidnotrequifetreatmentforaflare）atMonth16－24・Thiswasassociatedwitha  
reducdonoftophussIZeleadingtocompleteresolutionin54％ofsubjectsatMonth24．   

Duringthephase3clinicalstudies，mi1dliver鮎ICdontestabnormalideswereobservedin  
PatientstreatedwithfebuKO戸tat（3・5％）・Theseratesweresimilartotheratesreportedon  

allopurinol（3．6％）（seesectlOn4．4）．hcreasedTSHvalues（＞5．5pIUhnl）wereobservedin  

patientsonlong－termtreatmentwithfebuxostat（5．0％）andpadentswithallopurinol（5．8％）  

inthelongtermOpenlal）elextensionstudies（seesechon4．4）．   

ThetotalexposuretoADEN皿Cinphase3pivotalstudiesandlong－termeXtenSionstudies  
ISgreaterthan2700patient■yearS．   

5．ユ ーharmacoはne鵬cprope鵬ies  

I Inhealthysdjects，maXimumPlasmaconcent牢OnS（Cmax）andareaundertheplasma  
COnCeTtrati？ndmecurve（AUC）offebuxostatlnCreaSedinadoseproportionalmanner  
fo1lowlngSlngleandmuldpledosesoflOmgto120mg．Fordosesbetween120mgand  
300mg，agreaterthandoseproportionalincreaseinAUCisobservedforfebuxostat，Thereis  
noappreciableaccumuladonwhendosesoflOmgto240mgareadministeredevery  
24hou†S・FebuxostathaslanaPParentmeanteminaleliminationhalf・life（tl佗）of  

approxlmately5to8hours．   

PopuladonpharmaCOkinetic舟harmacodynamicanalyseswereconductedin211patientswith  
hyperuricemiaandgout，treatedwithADENURIC40－240mgQD．hgeneral，febuxostat  

PharmaCOkineticparameterSeStimatedbytheseanalysesareconsistentwiththoseobtained  
舟omhealthysubiects，indicatlngthathealthysubiectsarer印reSentadvefor  

PharmaCOkinetic／pharmaCOdynamicassessmentinthepatientpopulationwithgout．   

．」h…p血〃  

Febuxostatisrapidly（tm．KOfl．0－1．5h）andwellabsorbed（atleast84％）．A魚ersingleor  

multipleoral80and120mgoncedailydoses，Cmaxisapproximateレ2．8－3．2トIg／叫，and5．0－  

5．3pghnl，reSPeCtively．Absolutebioavai1abilityofthefbbuxostattabletformulationhasnot  

beenstudied．   

Followingmuldpleoral80mgoncedailydosesorasingle120mgdosewithahighfatmeal，  
therewasa49％and38％decreaseinCmAXanda18％and16％decreaseinAUC，  
respecdvely．However，nOClinicallyslgni且cantChangeinthepercentdecreaseinserumuric  

acidconcentrationwasobservedwheretested（80mgmuldpledose）．Thus，ADEMJRICmay  

betakenwithoutregardtofood．   

βf∫gわ∂〟Jわ〃  

TheapparentsteadystatevolumeOfdistribution（Vss肝）of．febuxostatrangeSfrom29to75l  

aReroraldosesof10－300mg．Theplasmaproteinbindingoffebuxostatisapproximately  

99・2％，brimarilytoalbmin），andisconstantOVertheconcentrationrangeaChievedwith80  

and120mgdoses．PlasmaproteinbindingoftheacdvemetabolitesrangeS丘omabout82％to  

91％．  

24   




