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ANNEXI   

SUMMARYOFPROI）UCTCHARACTERISTICS   



l  NAMEOFTHEMEDICINALPRODUCT   

Valdoxan25mg創m－COatedtablets  

2  QUALITATⅣEANDQUANTITATⅣECOMPOSITION   

Eachfilm－COatedtabletcontains25mgofagomelatine．   

Excipient：lactosemonohydrate61．84mg   

Forafu111istofexclplentS，SeeSeCtion6．l．  

3  PHARMACEtJTICALFORM   

Film－COatedtablet［tablet］．  

Orange－yellow，Oblong，film－COatedtabletwithblueimprintofcompanylogoononeside．  

4  CLINICALPARTICtJLARS   

4・1 Therapeuticindications   

Treatmentofmqjordepressiveepisodesinadults   

4.2 Posology and method of administration 

Therecommendeddoseis25mgoncedailytakenorallyatbedtime．  
Aftertwoweeksoftreatment，ifthereisnoimprovementofsymptoms，thedosemaybeincreasedto  
50mgoncedaily，i・e・tWO25mgtablets，takentogetheratbedtime．   

Liverfunctiontestsshouldbeperformedinallpatients：atinitiationoftreatment，andthen  
Periodica11yafterarOundsixweeks（endofacutephase），tWelveweeksandtwentyfourweeks（endof  
maintenancephase）andtherea氏erwhenclinicallyindicated（Seealsosection4．4）．  
Patientswithdepressionshouldbetreatedforasufncientperiodofatleast6monthstoensure  
theyare丘eeofsymptoms．   

Valdoxantabletsmaybetakenwithorwithoutfood．   

C鋸んかe′】α〃dd（わJe∫Ce〃J∫ご  

Valdoxanisnotrecommendedforuseinchildrenandadolescentsbelow18yearsofageduetoalack  
Ofdataonsafbtyandefncacy（SeeSeCtion4．4）．   

／：■仙′●上付止〃J．－．－  

Efncacyhasnotbeenclearlydemonstratedintheelderly（≧65years）．Onlylimitedclinicaldatais  
availableontheuseOfValdoxaninelderlypatients≧65yearsoldwithm毎ordepressiveepisodes，  
Therefore，CautionshouldbeexercisedwhenprescribingValdoxantothesepatients（SeeSeCtion4．4）．   

タαJね乃ねW〟ゐre〃αJわ甲αJr〝7e〃J．・  
NorelevantmOd沌cationinagomelatinepharmacokineticparametersinpatientswithsevererenal  
impalrmenthasbeenobserved．However，OnlylimitedclinicaldataontheuseofValdoxanin  
depressedpatientswithsevereormoderaterenalimpalrmentWithm毎ordepressiveepisodesis  
avai1able・Therefbre，CautionshouldbeexercisedwhenprescribingValdoxantothesepatients・   

PαJfe〃わW油力甲α〃cわ？甲αfrJ〃g〃J．・   



Valdoxaniscontraindicatedinpatientswithhepaticimpairment（SeeSeCtions4・3，4・4and5・2）．   

乃・eα〃乃g〃r（ガ∫CO〃Jf〃〟α′わ〃．・  

NodosagetaperlnglSneededontreatmentdiscontinuation・   

4．3  Contraindieations   

Hypersensitivitytotheactivesubstanceortoanyoftheexcipients・  
Hepaticimpairment（i・e・Cirrhosisoractiveliverdisease）（See 

． 

4・4  SpeeialwarnlngSandpreealltionsforl】Se   

〔尤eJ〃C／7J／d′e〃α〃dα（わ／e∫Ce・〃ね．・  

Valdoxanisnotrecommendedinthetreatmentofdepressioninpatientsunder18yearsofagesince  
SafttyandefncacyofValdoxanhavenotbeenestablishedinthisagegroup．Inclinicaltrialsamong  
Childrenandadolescentstreatedwithotherantidepressants，Suicide－relatedbehaviour（suicideattempt  

andsuicidalthoughts），andhostility（predominantlyaggression，OPpOSitionalbehaviourandanger）  
WeremOrefrequentlyobservedcomparedtothosetreatedwithplacebo．   

J、・し・／′け／訂′イり・り／／川ハ、l油t／・・川＝両・∫  
Valdoxanshouldnotbeusedfbrthetreatmentofm年iordepressiveepisodesinelderlypatientswith  
dementiasincethesafttyandefncacyofValdoxanhavenotbeenestablishedinthesepatients．   

りl′′J／．J／恒一川仇′〃ん∴、  
Valdoxanshouldbeusedwithcautioninpatientswithahistoryofmaniaorhypomaniaandshouldbe  
discontinuedifapatientdevelopsmanicsymptoms・   

．＼一山．イ．人・ヾJ心ん山／J／…ノ．1ノ山．・  
Depressionisassociatedwithanincreasedriskofsuicidalthoughts，Selfharmandsuicide（Suicide－  
relatedevents）・Thisriskpersistsuntilsigniticantremissionoccurs・AsimprovelentmaynOtOCCur  
duringthenrstfbwweeksormoreoftreatment，PatientsshouldbecloselymonltOreduntilsuch  
improvementoccurs・ItisgeneralclinicalexperiencethattheriskofsuicidemaylnCreaSeintheearly  
stages of recovery. 
Patientswithahistoryofsuicide－relatedeventsorthoseexhibitingasignificantdegreeofsuicidal  
ideationprlOrtOCOmmenCementOftreatmentarekJlOWntObeatgreaterriskofsuicidalthoughtsor  
Suicideattempts，andshouldreceivecarefu1monitoringduringtreatment．Ameta－analysisofplacebo－  
COntrOlledclinicaltrialsofantidepressantsinadultpatientswithpsychiatricdisordersshowedan  
increasedriskofsuicidalbehaviourwithantidepressantscomparedtoplacebo，inpatientslessthan25  

yearsold．  
Closesupervisionofpatientsandinparticularthoseathighriskshouldaccompanytreatment  
especia11yinearlytreatmentandfo1lowingdosechanges・Patients（andcaregiversofpatients）should  
bealertedtotheneedtomonitorfbranyclinicalworsenlng，Suicidalbehaviourorthoughtsand  
unusualchangesinbehaviourandtoseekmedicaladviceimmediatelyifthesesymptomspresent．   

（■川〃／、／砧〟／＝〃llJ抽（●＝リ．I∴ノJ／〃／、ルリ・〉J、．・ハ・ハ・J／√明トノ．JJ川／J‥†J  
CombinationwithpotentCYPIA2inl1ibitorsiscontraindicated．Cautionshouldbeexercisedwhen  
PreSCribingValdoxanwithmoderateCYPIA2inhibitors（e・g・prOPranOlol，grePafloxacine，enOXaCine）  
Whichmayresultinincreasedexposureofagomelatine・   

血creα∫ed∫er〟研かα那α椚7〃α∫e∫．・  

Inclinicalstudies，elevationsofserumtransaminases（＞3timestheupperlimitofthenormalrange）  
havebeenobservedinpatientstreatedwithValdoxanparticularlyona50mgdose（seesection4・8）・  
WhenValdoxanwasdiscontinuedinthesepatients，theserumtransaminasesusuallyretumedto  
normallevels．Liverfunctiontestsshouldbeperfbrmedinallpatients二atinitiationoftreatmentand  
thenperiodicallyafteraroundsixweeks（endofacutephase），afteraroundtwelveandtwentyfbur  
weeks（endofmaintenancephase）andtherea氏erwhenclinicallyindicated．Anypatientwhodevelops  
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increasedserumtransaminasesshouldhavehisnlerliverfunctiontestsrepeatedwithin48hours・  
Therapyshouldbediscontinuediftheincreaseinserumtransaminasesexceeds3Xupperlimitof  
normalandliverfunctiontestsshouldbeperfbrmedregularlyuntilserumtranSaminasesreturnto  
normal．  

Ifanypatientdevelopssymptomssuggestinghepaticdysfunctionliverfunctiontestsshouldbe  
performed・ThedecisionwhethertocontinuethepatientontherapywithValdoxanshouldbeguided  
byclinicaljudgementpendinglaboratoryevaluations．Ifjaundiceisobservedtherapyshouldbe  
discontinued．  

CautionshouldbeexercisedwhenValdoxanisadministeredtopatientswhoconsumesubstantial  
quantitiesofalcoholorwhoaretreatedwithmedicinalproductsassociatedwithriskofhepaticirtiury．   

上αCわ∫ef乃わJerα〃Cg．・  

Valdoxancontainslactose・Patientswithrarehereditaryproblemsofgalactoseintolerance，theLapp  
lactasedeficiencyorglucose－galactosemalabsorptionshouldnottakethismedicine．   

4・5 Interactionwithothermedicinalproductsandothern）rmSOfinteractiotl   

PoJe〃ぬ／～〃JerαC血〝ぶq解c血gαgO∽eね血e．・  
AgomelatineismetabolisedmainlybycytochromeP4501A2（CYPIA2）（90％）andbyCYP2C9／19  
（10％）・Medicinalproductsthatinteractwiththeseisoenzymesmaydecreaseorincreasethe  
bioavailabilityofagomelatine．  
Fluvoxamine，apOtentCYPIA2andmoderateCYP2C9inhibitormarkedlyinhibitsthemetabolismof  
agomelatineresultingina60－fbld（range12－412）increaseofagomelatineexposure．  
Consequently，CO－administrationofValdoxanwithpotentCYPIA2inhibitors（e．g．fluvoxamine，  
Cipronoxacin）iscontraindicated．  

Combinationofagomelatinewithoestrogens（moderateCYPIA2inhibitors）resultsinaseveralfold  
increasedexposureofagomelatine，Whiletherewasnospecincsafttysignalinthe800patients  
treatedincombinationwithoestrogens，Cautionshouldbeexercisedwhenprescribingagomelatine  
WithothermoderateCYPIA2inhibitors（e・g・PrOpran0lol，grePanOXaCine，enOXaCine）untilmore  
experiencehasbeengained（SeeSeCtion4．4）．   

アoJ∽血J♪rβgO椚eJαJ加わq靡cJo〟ほr〝7edcf〃αノダrO血cわご  

1nvivo，agOmelatinedoesnotinduceCYP450isoenzymes．AgomelatineinhibitsneitherCYPIA2in  
VivonortheotherCYP450invitro・Therefore，agOmelatinewillnotmodifyexposuretomedicinal  
productsmetabolisedbyCYP450．   

Aゐdfc7〃αノダrO血cJ∫力なぁレム0〟〃dわ〆∬椚叩rO′eれ・  

Agomelatinedoesnotmodify丘eeconcentrationsofmedicinalproductshigh1yboundtoplasma  
proteinsorviceversa．   

0妨er〝柁成c加αJpro血cJ∫J  

Noevidenceofphamacokineticorpharmacodynamicinteractionwithmedicinalproductswhich  
COuldbeprescribedconcomitantlywithValdoxaninthetargetpopulationwasfoundinphaseI  
Clinicaltrials：benzodiazeplneS，lithium，ParOXetine，fluconazoleandtheophylline・   

dJco力0／．・  

ThecombinationofValdoxanandalcoholisnotadvisable．   

gJec／roco郡〟たルe血r軍）′作C7フニ  

ThereisnoexperienceofconcurrentuseofagomelatinewithECT．Animalstudieshavenotshown  
proconvulsantproperties（SeeSeCtion5・3）．Therefbre，ClinicalconsequencesofECTconcomitant  
treatmentwithValdoxanareconsideredtobeunlikely．   

4・6  Pregnancyandlactation   

Foragomelatine；noclinicaldataonexposedpregnanCiesareavai1able．Animalstudiesdonotindicate  
directorindirectharmfule脆ctswithrespecttopregnancy，embryonal／foetaldevelopment，parturition  
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OrPOStnataldevelopment（SeeSeCtion53）・Cautionshouldbeexercisedwhenprescribingtopregnant  
WOmen．   

Itisnotknownwhetheragomelatineisexcretedintohumanmi1k．Agomelatineoritsmetabolitesare  
excretedinthemi1koflactatlngratS．Potentialef托ctsofagomelatineonthebreast－ftedinginfanthave  
notbeenestablished．IftreatmentwithValdoxanisconsiderednecessary，breastfeedingshouldbe  
discontinued．   

4．7  Efftctsonabi］itytodriveandusemachines   

Nostudiesontheef托ctsontheabilitytodriveandusemachineshavebeenperfbrmed・  

However，COnSideringthatdizzinessandsomnolencearecommonadversereactionspatientsshouldbe  
Cautionedabouttheirabilitytodriveacaroroperatemachinery・   

4．8   Undesirableeffects   

Inclinicaltrials，OVer3，900depressedpatientshavereceivedValdoxan．  
Adversereactionswereusuallymildormoderateandoccurredwithinthefirsttwoweeksoftreatment．  
Themostcommonadversereactionswerenauseaanddizziness．  
Theseadversereactionswereusuallytransientanddidnotgenerallyleadtocessationoftherapy．  
DepressedpatientsdisplayanumberofsymptomsthatareassociatedwiththeillnessitselLItis  
thereforesometimesdifnculttoascertainwhichsymptomsarearesultoftheillnessitselfandwhich  
arearesultoftreatmentwithValdoxan．  

Adversereactionsarelistedbelowusingthefollowingconvention：VeryCOmmOn（≧1／10）；COmmOn  
（≧1／100to＜1／10）；unCOmmOn（≧1／1，000to＜1／100）；rare（≧1／10，000to＜1／1，000）；Veryrare  

（＜1／10，000），nOtknown（CannOtbeestimatedftomtheavailabledata）・Theftequencieshavenotbeen  
COrreCtedfbrplacebo・   

脱押0〟∫甲Je椚ゐor‘おr∫・■  

Common：headache，dizziness，SOmnOlence，1nSOmnla，mlgraine  
Uncommon：paraeSthesia   

砂eゐorderざ．■  

Uncommon：blurredvision  

G（フ∫Jrof〃Je∫J～〃dJdわor（ねr∫．・  

Common：rlauSea，diarrhoea，COnstlpation，upperabdominalpaln   

∫揖〃α〃d∫〟占c以rβ〃gO〟∫如∫〃e（九FOr（ねr∫  

Common：hyperhidrosis  
Uncommon：eCZema  

Rare：erythematousrash   

A血∫C〟わ∫たピノeJαJα〃dc（フ〃〃eC血eJf∫∫〃e（揖or（おr∫  

Common：backpain   

G（ヲ〃erαJd7∫Or（おr∫β〃dα加J〃扇r（ブタわ〃∫fJビCO〃d′Jわ〃∫．・  

Common：fatigue   

／／しハ′／け／リ／J・〃1・㌦、′れ／げ、  

Common：increases（＞3timestheupperlimitofthenormalrange）inALATand／orASAT（i．e．1．1％  
OnagOmelatine25／50mgvs．0．7％onplacebo）・  

Rare：hepatitis   

ハ、l・tイ～／＝／′●／し・し／／、＝●・／・ハ  

Common：anXiety  
Frequencynotknown＝Suicidalthoughtsorbehaviour（SeeSeCtion4・4）  
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4．9  0Yerdose   

Thereislimitedexperiencewithagomelatineoverdose・Duringtheclinica】development，therewerea  

ftwreportsofagomelatineoverdose，takenalone（upto450mg）orincombination（upto525mg）  

withotherpsychotroplCmedicinalproducts・Signsandsymptomsofoverdosewerelimitedand  
includeddrowsinessandepigastralgia．  
Nospecificantidotesforagomelatineareknown・Managementofoverdoseshouldconsistoftreatment  
Ofclinicalsymptomsandroutinemonitoring・Medicalfo1low－uPlnaSPeCialisedenvironmentis  
recommended．  

5  PHARMACOLOGICALPROPERTIES   

5・1 Pharmacodynamicproperties   

Pharmacotherapeuticgroup‥Otherantidepressants，ATC－COde：NO6AX22   

Agomelatineisamelatonergicagonist（MTlandMT2reCeptOrS）and5－HT2CantagOnist．Binding  

Studiesindicatethatagomelatinehasnoe脆ctonnてOnOamineuptakeandnoafnnityforcL，β  

adrenergic＞histaminergic，Cholinergic，dopaminerglCandbenzodiazeplnereCeptOrS・  

AgomelatineresynchronisescircadianrhythmsinanimalmodelsofcircadianrhytlmdisruPtlOn・  
AgomelatineincreasesnoradrenalineanddopaminereleasespeC浦callyinthefナontalcortexandhas  
noinfluenceontheextracellularlevelsofserotonin．  
Agomelatineha5Showヮanantidepressant－1ikeefftctinanimalmodelsofdepression（leamed  
helplessnesstest，despalrteSt，Chronicmi1dstress）aswellasinmodelswithcircadianrhythm  

desynchronisationandinmodelsrelatedtostressandanxiety．  
Inhumans，Valdoxanhaspositivephaseshiftingproperties；itinducesaphaseadvanceofsleep，body  

temperaturedeclineandmelatoninonset．   

TheefntacyandsafttyofValdoxaninm毎ordepressiveepisodeshavebeenstudiedinaclinical  
PrOgrammeincluding5，800patientsofwhom3，900weretreatedwithValdoxan．  

SixplacebocontrolledtrialshavebeenperformedtoinvestigatetheshorttermefncacyofValdoxanin  

mqiordepressivedisorder：tWOflexibledosestudiesandfour重xeddosestudies．Attheendof  
treatment（OVer60r8weeks），Signincantefficacyofagomelatine25－50mgwasdemonstratedin30f  
thesixshortrtermdouble－blindplacebo－COntrOlledstudies・Agomelatinefhiledtodifftrentiatefiom  
Placeboinonestudywheretheactivecontrolfluoxetineshowedassaysensitivity．Intwootherstudies，  

itwasnotpossibletodrawanyCOnClusionsbecausetheactivecontroIs，ParOXetineandfluoxetine，  

failedtodifftrentiatefromplacebo．  
Efncacywasalsoobservedinmoreseverelydepressedpatients（baselineHAM－D≧25）inallpositive  
Placebo－COntrOlledstudies．  

Responserateswerestatistical1ysignificantlyhigherwithValdoxancomparedwithplacebo・  
Themaintenanceofantidepressantemcacywasdemonstratedinarelapsepreventionstudy・Patients  

respondingto8／10－Weeksofacutetreatmentwithopen－labelValdoxan25－50mgoncedailywere  
randomisedtoeitherValdoxan25－50mgoncedailyorplacebofbrfurther6－mOnths・Valdoxan25－  
50mgoヮcedai1ydemonstratedastatisticallysigni且cantSuPeri0ritycomparedtoplacebo（p＝0・0001）  
OntheprlmaryOutCOmemeaSure，thepreventionofdepressIVerelapse，aSmeaSuredbytimetorelapse・  

Theincidenceofrelapseduringthe6－mOnthsdouble－blindfo1lowupperiodwas22％and47％for  
Valdoxanandplacebo，reSPeCtively．   

Valdoxandoesnotalterdaytimevigilanceandmemoryinhealthyvolunteers・Indepressedpatients，  

treatmentwithValdoxan25mgincreasedslowwavesleepwithoutmodincationofREM（RapidEye  

Movement）sleepamOuntOrREMlatency・Valdoxan25mgalsoinducedanadvanceofthetimeof  
Sleeponsetandofminimumheartrate・Fromthefirstweekoftreatment，OnSetOfsleepandthequality  

OfsleepweresignificantlyimprovedwithoutdaytimeclumSinessasassessedbypatients・  
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InaspeCificsexualdysfunctioncomparativestudywithremitteddepressedpatients，therewasa  
numericaltrend（notstatisticallysignincant）towardslesssexualemergentdysfunctionthan  

VenlafhxineforSexEfftctsScale（SEXFX）drivearousalororgasmscoresonValdoxan・Thepooled  
analysisofstudiesusingtheArizonaSexualExperlenCeScale（ASEX）showedthatValdoxanwasnot  
associatedwithsexualdysfunction・InhealthyvolunteersValdoxanpreservedsexualfunctionin  
COmParisorlwithparoxetine．   

Valdoxanhadneutraleffectonbodyweight，heartrateandbloodpressureinclinicalstudies．   

InastudydesignedtoassessdiscontinuationsymptomsbytheDiscontinuationEmergentSignsand  
Symptoms（DESS）check－1istinpatientswithremitteddepression，Valdoxandidnotinduce  

discontinuationsyndromea負erabrupttreatmentcessation．  
Valdoxanhasnoabusepotentialasmeasuredinhealthyvolunteerstudiesonaspecificvisual  
analoguescaleortheAddictionResearchCenterInventory（ARCI）49check－1ist．   

5・2  Pharmacokineticproperties   

J／・、・川丁・J／＝〃・仙／／｛・ハ、り山／－′／／ハ  

Agomelatineisrapidlyandwell（≧80％）absorbedafteroraladministration．Absolutebioavailabilityis  
low（＜5％atthetherapeuticoraldose）andtheinterindividualvariabilityissubstantial．The  
bioavailabilityisincreasedinwomencomparedtomen．Thebioavailabilityisincreasedbyintakeof  
OralcontraceptlVeSandreducedbysmoking．Thepeakplasmaconcentrationisreachedwithin1to2  
hours．   

Inthetherapeuticdose－range，agOmelatinesystemicexposureincreasesproportionallywithdose．At  

higherdoses，aSaturationofthefirst－paSSeffectoccurs・  

Foodintake（standardmealorhighfhtmeal）doesnotmodifythebioavailabilityortheabsorptionrate．  
Thevariabilityisincreasedwithhighfatfbod．   

上）′∫Jr∫占〟Jわ〃．・  

Steadystatevolumeofdistributionisabout351andplasmaproteinbindingis95％irrespectiveofthe  
COnCentrationandisnotmodinedwithageandinpatientswithrenalimpalrmentbutthefreefraction  
isdoubledinpatientswithhepa‡icimpalrment．   

／〃・一丁′●J〃ゾ＝川＝／′川J・  

FollowlngOraladministration，agOmelatineisrapidlymetabolisedmainlyviahepaticCYPIA2；  
CYP2C9andCYP2C19isoenzymesarealsoinvoIvedbutwithalowcontribution．  
Them往IOrmetabolites，hydroxylatedanddemethylatedagomelatine，arenOtaCtiveandarerapidly  
COrリugatedandeliminatedintheurine．   

gJわ〃わ7α／わ〃．・  

Eliminationisrapid，themeanplasmahalfJlifeisbetweenland2hoursandtheclearanceishigh  
（aboutl，100ml／min）andessentiallymetabolic．  
Excretionismainly（80％）urinaryandintheformofmetabolites，Whereasunchangedcompound  

recoverylnurineisnegligible・  
Kineticsarenotmod沌eda負errepeatedadministration．   

肛／J．J＝Jり・り汗〃川J  

Norelevantmodificationofpharmacokineticparametersinpatientswithsevererenalimpalrmenthas  
beenobserved（n＝8，Singledoseof25mg），butcautionshouldbeexercisedinpatientswithsevereor  
moderaterenalimpairmentasonlylimitedclinicaldataareavailableinthesepatients（SeeSeCtion4、2）．   

／／小出し・／′叩、・ノ訂仙川－  

InaspeCi員cstudyinvolvingcirThoticpatientswithchronicmild（Child－PughtypeA）or㍗Oderate  

（Child－PughtypeB）liverimpairment，eXPOSuretOagOmelatine25mgwassubstantiallylnCreaSed（70－  

timesand140－times，reSPeCtlVely），COmParedtomatchedvolunteers（age，Weightandsmokinghabit）  
withnoliverfailure（seesection4．2，4．3and4．4）．  
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＝／桝ん・．ヾJ川ヴ・・ヾ、  

Thereisnodataontheinfluenceofraceonagomelatinepharmacokinetics．   

5．3  Preclinicalsafe吋data   

Inmice，ratSandmonkeyssedativeefftctswereobservedafterslrlgleandrepeatedadministrationat  
highdoses．  
Inrodents，amarkedinductionofCYP2BandamoderateinductionofCYPIAandCYP3Awereseen  
ffom125mgkg／daywhereas子n 

． 

studies．  

AgomelatinepassesintotheplacentaandfbetuseSOfpregnantrats・  
Reproductionstudiesintheratandtheral）bitshowednoe舵ctofagomelatineonftrtility，  
embryofbetaldevelopmentandpre－andpostnataldevelopment・  
Abatteryofinvifroandinvivostandardgenotoxicityassaysconcludestonomutagenicorclastogenic  
potentialofagomelatine．   

Incarcinogenicitystudiesagomelatineinducedanincreaseintheincidenceoflivertumoursintherat  
andthemouse，atadoseatleastllO－fo1dhigherthanthetherapeuticdose・Livertumoursaremost  
likelyrelatedtoenzymeinductionspec摘ctorodents・Thefrequencyofbenignmammary  
fibroadenomasobservedintheratwasincreasedwithhighexposures（60－foldtheexposureatthe  
therapeuticdose）butremainsintherangeofthatofcontroIs・   

SafttyphamacologystudiesshowednoefftctofagomelatineonhERG（humanEtheraLgO－gO  
RelatedGene）currentorondogPurkirtjecellsactionpotential．Agomelatinedidnotshow  
proconvulsivepropertiesatipdosesupto128mgn（ginmiceandrats・  

6  PⅡARMACEUTICALPARTICULARS   

6．1 Listofexcipients   

Tabletcore：  

－  Lactosemonohydrate  
＿   Maizestarch  

＿   Povidone  

－  SodiumstarchglycolatetypeA  
＿   Stearicacid  

－  Magnesiumstearate  
－  Silica，COlloidalanhydrous   

Film－COatlng：  

－  Hypromellose  
－  Yellowironoxide（E172）  

－  Glycerol  
－  Macrogol  
－  Magnesiumstearate  
－  Titaniumdioxide（E171）   

Printinginkcontainingshe11ac，prOpyleneglycolandindigotine（E132）aluminiumlake・   

6．2 Incompatibilities   

Notapplicable．   

‘．3  Sbelrlifb  
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3years・   

6・4  Specialprecautionsforstorage   

ThismedicinalproductdoesnotrequlreanySPeCialstorageconditions・   

6．5  Natureandcontentsofcontainer   

Aluminium／PVCblisterpackedincardboardboxes（calendar）．  

Packscontaining7，14，28，42，56，84and98且1m－COatedtablets，  
PacksoflOOⅢm－COatedtablets丘）rhospltaluse・  
Notallpacksizesmaybemarketed・   

6・6  Specialpreca11tionsfordisposal   

No special requirements. 

7  MARKETINGAUTHORISATIONHOLI）ER  

LesLaboratoiresServier  
22，rueGarnier  
F－92200Neuilly－SurqSeine  

France  

8  MARKETINGAUTHORISATIONNUMBER（S）  

9  I）ATEOFTIIEFIRSTAUTHORISATION／RENEWALOFTHEAUTⅡORISATION  

10   DATEOFREVISIONOFTHETEXT   

DetailedinfbrmationonthismedicinalproductisavailableonthewebsiteoftheEuropeanMedicines  
Agency（EMEA）i叫）‥／！’tvも、ニur・en3e乙！・CtlrOr）a・eu！・   



ANNEXII   

A．MANtJFACTURNGAtlTHORISATIONHOLDERRESPONSIBLE  
FOR BATCH RELEASE 

B．CONDITIONSOFTHEMARKETINGAUTHORISATION  
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A MANUFACTURINGAUTHORISATlONtlOLDERRESPONSIBLEFORBATCti  

RELEASE   

≠11】ユ＼、＿Jm】こ＝＝1ヾ・）＝lll＝l）州l直吋l廿‖－lし・・、い川川卜】し・l川二卜．tlしll－－l・】し・・l・：！、   

LesLaboratoiresServierIndustrie，905，rOutedeSaranN45520Gidy，France  
Servier（Ireland）IndustriesLtd，GoreyRoad－Arklow－Co．Wicklow，Ireland  
PrzedsiebiorstwoFarmaceutyczneANPHARMS．A．，ul．Annopo16B－03－236Warszawa，Poland  

Theprintedpackageleafletofthemedicinalproductmuststatethenam占andaddressofthemanufacturer  

responsibleforthereleaseoftheconcernedbatch・  

B CONDITIONSOFTHEMARKETINGAUTHORISATION   

●   CONDITIONSORRESTRICTIONSREGARI）INGSUPPLYANDUSEIMPOSEDON  
THE MARKETING AUTHORlSATlON HOLDER 

MedicinalproductsuりjecttomedicalprescrlPtlOn   

●   CONDITIONSORRESTRICTIONSWITHREGARDTOTHESAFEANI）EFFECTIVE  
USROFTI壬EMEDICINALIIROl）UCT   

TheMarketingAuthorisationHolder（MAH）shallensurethat，atlaunch，a11healthcareproftssionalswho  
areexperiencedtoprescribe／useValdoxanareprovidedwitheducationalmaterialscontalnlngthe  
払1lowlng：   

AsdescribedintheRMP，additionalriskminimisationactivityincludingeducationalmaterialwi11be  
providedtoprescribers・   

りIl－…再ヽぐヾ＝I、；tリ‖lltl・l廻iltl・l・、Illl…li＝＝1上こ吐   

TheprescribereducationalmaterialaboutValdoxan／Thymanaxwi11befbcusedon：   

－Thepotentialrisksofagomelatine  
＿TransaminasesElevations  

－InteractionswithpotentCYPIA2inhibitors（e・g・f］uvoxamine，Cipronoxacin）・   

－Guidancefbrhepaticfunctionscreening（Needtoperformliverfunctiontestsina11patients＝atinitiation  
oftreatment，andthenperiodicallyafteraroundsixweeks（endofacutephase），tWelveweeksandtwenty  
fburweeks（endofmaintenancephase）andthereafterwhenclinicallyindicated；   

TGuidanceincaseofclinicalsymptomsorliverfunctiontestsabnormality；   

－Cautiontobeexercisedwhentherapyisadministeredtopatientswhoconsumesubstantialquantitiesof  
alcoholorwhoaretreatedwithmedicinalproductsassociatedwithriskofhepaticlrUury；   

－Contra－indicationinpatientswithhepaticimpairment（i・e．Cirrhosisoractiveliverdisease）；   

－Contra－indicationinpatientsrecelVlngCOnCOmitantlypotentCYPIA2inhibitors・  
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●   OTIIERCONDITIONS   

タカαr椚αCOVJg血〃Ceサ∫re′〃   

TheMAHmustensurethatthesystemofpharmacovigilance，aSdescribedinversion4・Opresentedin  
Modulel．8．1．oftheMarketingAuthorisationApplication，isinplaceandfunctioningbeforeandwhilst  
theproductisonthemarket．   

月f∫た肋〃〟ge∽eJ7JPJα〃   

TheMAHcommitstoperformingthestudiesandadditionalpharmacovigi1anCeaCtivitiesdetailedinthe  
PharmacovigilancePlan，aSagreedintheversion4．00ftheRiskManagementPlan（FMP）presentedin  
themodulel．8．20ftheMarketingAuthorisationApplicationandanysubsequentupdatesoftheRMP  
agreedbytheCHMP，   

AspertheCHMPGuidelineonRiskManagementSystemsformedicinalproductsforhumanuse，the  
updatedRMPshouldbesubmittedatthesametimeasthenextPeriodicSafttyUpdateReport（PSUR）・   

Inaddition，anupdatedRMPshouldbesubmitted   
・WhennewinformationisreceivedthatmayimpactonthecurrentSafbtySpecincation，  
PharmacovigilanCePlanorriskminimisationactivities   

・Within60daysofanimportant（pharmacovigilanceorriskminimisation）mi1estonebeingreached   
・ attherequestoftheEMEA  

12  

ワ‾  モー′ 



ANNRXIII  

LABELLINGANDPACKAGELEAFLET  
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A．LABELLING  
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PARTICULARSTOAPPEARONTHEOUTERPACKAGING  

Outer carton 

OFTHEMEDICINALPRODUCT  

Valdoxan25mg坑Im－COatedtablets  
Agomelatine  

2．  STATEMENTOFACTIVESUBSTANCE  

Eachtabletcontains25mgofagornelatine．  

3． LISTOFEXCIPIENTS  

Containslactose．  
Seepackageleafletforfurtherinformation・  

4． PHARMACEUTICALFORMANDCONTENTS  

hlm－COatedtablets  

5． METHOI）ANDROUTE  OF ADMINISTRATION 

Readthepackageleanetbefbreuse・  

Oraluse．  

6． SPECIALWARNINGTIIATTHEMEI）ICINALPRODUCTMtJSTBESTOREDOUT  

OFTHEREACHANDSIGHTOFCHILDREN  

Keepoutofthereachandsightofchildren・  

7． OTHERSPECIALWARNING（S  ，IFNECESSARY  
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8． EXPIRYDATE  

EXP  

9． SPECIALSTORAGECONDITIONS  

10． SPECIALPRECAUTIONSFORDISPOSALOFUNUSEDMEI）ICINALPROI）UCTS  

ORWASTEMATERIALSI）ERIVEDFROMSUCHMEDICINALPRODtJCTS，IF  

APPROPRIATE  

11． NAMEANDADDRESSOFTHEMARKETINGAUTHORISATIONHOLDER  

LesLaboratoiresServier  
22，meGamier  
FN92200Neuilly－Sur－Seine  

France  

12． MARKETINGAUTHORISATIONNUMBER  

EU／0／00／000／000  

13． BATCHNUMBER  

Batch  

14． GENERALCLASSIFICATIONFORSUPPLY  

MedicinalproductsubjecttomedicalprescriptlOn．  

15．INSTRUCTIONSONVSE  

1‘． IN下ORMATIONINおRAILLE  

Valdoxan25mg  

lb   



MINIMUMPARTICULARSTOAPPEARONBLISTERSORSTRIPS  

BLISTER  

1．  NAMEOFTHEMEDICINALPROI）UCT  

Valdoxan25mgtablets  
Agomelatine  

2． NAMEOFT且EMARKETINGAt）THORISATIONHOLl）ER  

LesLaboratoiresServier  

3．  EXPIRYI）ATE  

EXP（MM／YYYY）  

4．  BATCHNけMI主ER  

Lot〈number）  

5． OTIIER  

M
。
N
T
U
E
W
E
。
T
H
。
m
S
A
T
紺
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B．PACKAGELEAFLET  
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PACKAGELEAFLET：INFORMATIONFORTHEUSER  

Valdoxan25mgfi］m－COatedtablets  

Agomelatine   

ReadaIlofthis）eafletcarefuIIybeforeyoustarttakingthismedicine．  

Keepthisleanet・Youmayneedtoreaditagaln・   

lfyouhaveanyfurtherquestions，aSkyourdoctororpharmacist．  

Thismedicinehasbeenprescribedfbryou．Donotpassitontoothers・Itmayharmthem，eVenif  

theirsymptomsarethesameasyours・  

Tfanyofthesideef托ctsgetserious，Orifyounoticeanysideefftctsnotlistedinthisleaflet，Please  

tellyourdoctororpharmacist・   

Inthisleaflet：  

1． WhatValdoxanisandwhatitisusedfor  
2． BeforeyoutakeValdoxan  
3． HowtotakeValdoxan  
4． Possiblesideefftcts  

5  HowtostoreValdoxan  
6． FurtheTinbma‡ion  

1． WHATVALI）OXANISANDWHATITISUSEDFOR   

ValdoxanbelongstoagroupofmedicinescalledantidepressantsandyouhavebeenglVenValdoxanto  
treatyourdepression・   

Depressionisacontinuingdisturbanceofmoodthatinterfereswitheverydaylife・Thesymptomsof  
depressionvary丘ornonepersontoanother，butoftenincludedeepsadness，ftelingsofworthlessness，loss  
ofinterestinfavouriteactivities，Sleepdisturbances，ftelingofbeingsloweddown，fbelingsofanxiety，  

Changesinweight．  

2． BEFOREYOUTAKEVALDOXAN  

DomottakeValdoxan   

ifyouareallergic（hypersensitive）toagomelatineoranyoftheotheringredientsofValdoxan（see  
’matfbldoxancontains’insection6）．   

ifyouaretakingfluvoxamine（anothermedicineusedinthetreatmentofdepression）or  
Cipronoxacin（anantibiotic）・   

ifyourliverdoesnotworkproperly（hepaticimpairment）・   

TakespecialearewithValdoxan  
TherecouldbesomereasonswhyValdoxanmaynotbesuitablefbryou：   
Ifyouhavealreadye竺Periencedorifyoudevelopmanicsymptoms（aperiodofabnormallyhigh  
excitabilityandemotlOnS）talktoyourdoctorbebreyoustarttakingthismedicineorcontinuewith  
thismedicine．   

1fyouaretakingmedicineknowntoafftcttheliver．Askyourdoctorforadviceonwhichmedicine  
thatis．  

Somepatientsmaygetincreasedlevelsofliverenzymesintheirbloodduringtreatmentwith  
Valdoxan．Yourdoctorwi11thereforerunlaboratoryteststocheckthatyourliverisworking  
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properlyattheinitiationofthetreatmentandthenperiodicallyduringtreatment・Basedonthe  

evaluationoftheseteststhedoctorwilldecidewhetheryoushouldcontinueusingValdoxanornot   
（seealsounder“1hwto（akefbldbxanninsection3），   
Ifyouaresufftringfromdementia，yOurdoctorwi11makeanindividualevaluationofwhetheritis  
SaftforyoutotakeValdoxan．   

Valdoxanisnotintendedforuseinchildrenandadolescents（under18yearsold）．   

乃0〟g加∫q／∫〟ねんねα〃dwor∫e〃f〃gめ0〟r（ブ如re∫∫わ〃  

IfyouaredepressedyoucansometimeshavethoughtsofharmlrlgOrkillingyourselfこThesemaybe  
increasedwhennrststartingantidepressants，Sincethesemedicinesalltaketimetowork，uSuallyabout  
twoweeksbutsometimeslonger．   

Youmaybemorelikelytothinklikethis：  
－ifyouhavepreviouslyhadthoughtsaboutkillingorharmlngyOurSelf．  
－ifyouareayoungadult．Information丘omclinicaltrialshasshownanincreasedriskofsuicidal  

behaviourinyoungadults（agedlessthan25years）withpsychiatricconditionswhowerebeingtreated  
Withanantidepressant．  
IfyouhavethoughtsofharmlngOrkillingyourselfatanytlme，COntaCtyOurdoctororgotoahospital  
Straightaway．   

Youmay重ndithelpfu1totellarelativeorclosefriendthatyouaredepressedandaskthemtoreadthis  
leaflet・YoumightaskthemtotellyouiftheythinkyourdepressionisgettlngWOrSe，Oriftheyare  
WOrriedaboutchangeSinyourbehaviour．   

Takingothermedicines  
Pleasetellyourdoctororpharmacistifyouaretakingorhaverecentlytakenanyothermedicines，  
includingmedicinesobtainedwithoutaprescrlptlOn・   

YoushouldnottakeValdoxantogetherwithcertainmedicines（Seealsounder砧Donottake拍lゐxan”in  
SeCtipn2）：fluvoxamine（an0thermedicineusedinthetreatmentofdepression），Ciprofloxacin（an  
antibiotic）．   

TakingValdoxanwithfbodanddrink  
Valdoxancanbetakenwithorwithoutfood．  

ItisnotadvisabletodrinkalcohoIwhileyouarebeingtreatedwithValdoxan．   

Pregmancy  
Talktoyourdoctorifyoubecomepregnant（orplantObecomepregnant）whileyouare．takingValdoxan．  
Askyourdoctororpharmacistforadvicebefbretakinganymedicine．   

Breast一鮎eding  

Talktoyourdoctorifyouarebreast－ftedingorintendingtobreast－ftedasbreastfbedingshouldbe  
discontinuedifyoutakeValdoxan，  
Askyourdoctororpharmacistforadvicebefbretakinganymedicine・   

Drivingandusingmachines  
Youmightexperiencedizzinessorsleepinesswhichcouldaffbctyourabilitytodriveoroperate  
machinery・MakesurethatyourreactionsarenormalbeforedrivingoroperatlngmaChines．   

ImportantinfbrmationaboutsomeoftheingredjentsofVa）doxan  
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Thismedicinecontainslactose．Ifyouhavebeentoldbyyourdoctorthatyouhaveanintolerancetosome  
SugarS，talktoyourdoctorbefbretakingValdoxan．  

3．  HOWTOTAKEVALI）OXAN   

AIwaystakeValdoxanexactlyasyourdoctorhastoldyou．Youshouldcheckwithyourdoctoror  
pharmacistifyouarenotsure・   

TherecommendedqoseofValdoxanisonetablet（25mg）atbedtime．Insomecases，yOurdoctormay  
prescribeahigherdose（50mg），i・e・tWOtabletstobetakentogetheratbedtime・   

Valdoxanstartstoactonsymptomsofdepressioninmostdepressedpeoplewithintwoweeksofstarting  
treatment．YourdoctormaycontinuetoglVeyOuValdoxanwhenyouareftelingbettertopreventyour  
depressionfromreturnlng・   

Donotstoptakingyourmedicinewithouttheadviceofyourdoctorevenifyoufもelbetter．   

Valdoxanisfbroraluse．Youshouldswallowyourtabletwithadrinkofwater．Valdoxancanbetaken  
withorwithoutfbod．   

Yourdoctorwi11runlaboratoryteststocheckthatyourliverisworkingproperlyattheinitiationof  
treatmentandthenperiodicallyduringtreatment，uSuallyafter6weeks，12weeksand24weeks，  
Therea氏ertestswi11betakenifthedoctorfindsitnecessary．  

YoumustnotuseValdoxanifyourliverdoesnotworkproperly・   

Ifyouhavetroublewithyourkidneys，yOurdoctorwi1lmakeanindividualevaluationofwhetheritissafe  
fbryoutotakeValdoxan・   

IfyoutakemoreValdoxanthallyOuShould  
IfyouhavetakenmoreValdoxanthanyoushould，Oriffbrexampleachildhastakenmedicineby  
accident，COntaCtyOurdoctorimmediately．  
TheexperienceofoverdoseswithValdoxanislimitedbutreportedsymptomsincludepalnintheupper  
PartOfthestomachanddrowsiness・   

IfyouforgettotakeValdoxan  
Donottakeadoubledosetomakeupfbrafbrgottendose．Justcarryonwiththenextdoseattheusual  
time．  

Thecalendarprintedontheblistercontalnlngthetabletsshouldhelpyourememberingwhenyoulasttook  
atabletofValdoxan．   

Ifyouhaveanyfurtherquestionsontheuseofthisproduct，pleaseaskyourdoctororpharrnaCist．  

4． POSSIBLESIDEEFFECTS   

Likeallmedicines，Valdoxancancausesideeffbcts，althoughnoteverybodygetsthem．   

Mostsideefftctsaremi1dormoderate．Theyusuallyoccurwithinthenrsttwoweeksofthetreatmentand  
are usually temporary. 
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Thefrequencyofpossiblesideeffbctslistedbelowisde重nedusingthefollowingsystem：   
・VeryCOmmOn（afftctsmorethanluserinlO）   
・COmmOn（af托ctsltolOusersin100）   
・unCOmmOn（afftctsltolOuserSin1，000）   
・ rare（affktsltolOusersin10，000）   
・Veryrare（afftctslessthanluse；in10，000）   
・nOtknown（倉equencycannOtbeestimated丘omtheavailabledata）   

Thesesideeffbctsinclude：  

Commbnsideefftcts：dizziness，Sleepiness（somnolence），difncultyinsleeping（insomnia），  
migraine，headache，ftelingsick（nausea），diarThoeチCOnStipation，upperabdominalpain，FXCeSSive  

SWeating（hyperhidrosis），backpain，tiredness，anXlety，increasedlevelsofliverenzymeslnyOur  
blod．  

Uncommonsideefftcts：Pinsandneedlesinthefingersandtoes（paraesthesia），blurredvisionand  
eCZema．  

Raresideefftcts‥SeriousskineruPtion（erythematousraSh），hepatitis．  
Othert）OSSiblesideefftcts：Suicidalthoughtsorbehaviour仲equencynotknown）．   

IfanyOfthesidee脆ctsgetserious，Orifyounoticeanysideefftctsnotlistedinthisleaflet，pleasetell  
yourdoctororpharmacist．  

5． HOWTOSTOREVALDOXAN   

Keepoutofthereachandsightofchildren．   

DonotuseValdoxanaftertheexpirydatewhichisstatedonthecartonandblister．Theexpirydaterefbrs  
tothelastdayofthatmonth．   

ThismedicinedoesnotrequlreanySpeCialstorageconditions．   

Medicinesshouldnotbedisposedofviawastewaterorhouseholdwaste．Askyourpharmacisthowto  
disposeofmedicinesnolongerrequired．Thesemeasureswillhelptoprotecttheenvironment．  

6．   FURTHERINFORMATION  

WbatValdoxan coれtai爪S  

TheactivesubstanCeisagomelatine．Eachtabletcontains25mgofagomelatine．  

Theotheringredientsare：  
・tabletcore‥1actosemonohydrate，maizestarch，POVidone，SOdiumstarchglycolatetypeA，  

・Stearicacid，magneSiumstearate，CO1loidalanhydroussilica．  

・tabletmm－COatlng‥hypromellose，glycerol，maCrOgOl，magneSiumstearate，ye1lowiron  

OXide（E172）andtitaniumdioxide（E171）．  

・Printingink：She11ac，prOpyleneglycolandindigotine（E132）aluminiumlake   

WhatVaIdoxanlookslikeandcontentsofthepack  
Valdoxan25mgfilm－COatedtabletsareoblong，Orange－yellowwithablueimprlntOf’companylogo’  
○ごゝ  
くこ7 0nOneSide．  

Valdoxan25mgnlm－COatedtabletsareavailableincalendarblisters．Packscontain7，14，28，42，56，84  

0r98tablets．PacksoflOOfilm－COatedtabletsarealsoavailableforhospitaluse．  
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Notal1packsizesmaybemarketed・   

MarketingAuthorisationHolderandManufhcturer：   

MarketingAuthorisationHolder  
LesLaboratoiresServier  
22，meGamier  
92200NeuillysurSeine－France   

Manuねcturer  

LesLaboratoiresServierIndustrie  
905，rOutedeSaran  
45520 Gidy 
Franc6   

Servier（Ireland）IndustriesLtd  

Gorey road 
Arklow－Co．Wicklow－lreland  

and   

Anpharm Przedsiebiorstwo Farmaceutyczne S.A. 
03－236Wa柑ZaWa  

ul．Annopo16B  
Poland   

Foranyinfbrmationaboutthismedicine，PleasecontactthelocalrepresentativeoftheMarketing  
AuthorisationHolder．  

Luxembourg／Luxemburg  
S．A．ServierBeneluxN．V．  

Tel：＋32（0）25294311   

Magyarorszag  
SeTVierHungaTiaK魚・  

Tel：＋3612387799  

Malta  

GALEPHARMALtd  
Tel：＋（356）21247082   

Nederland  

ServierNederlandFarmaB．V．  

Tel：＋31（0）715246700   

Norge  
ServierDanmarkA／S  
Tほ＋45364422（50  

ijsterreich 
ServierAustriaGmbH  

おelgi芭／Belgique／Belgien  

S．A．ServierBeneluxN．V．  

Tel：十32（0）25294311   

6も皿rapIⅢ  

CepB仏eMe脚X皿EOO苫  

TeJl．：十35929215700   

Cesk点republika  
Serviers．【．0．  

Tel：十420222118111  

Danmark  

ServierDanmarkA／S  
Tlf：＋4536442260  

Deutschlamd  

ServierDeutschlandGmbH  
Tel：＋49（0）895709501   

Eesti  

CentralPharmaCommunicationsOU  
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Tel：＋43（1）5243999   

PoIska  

ServierPoIskaSp．zo．0．  

Tel：＋48（0）225949000   

PortugaI  
ServierPortugal，Lda  
Tel∴＋351213122000  

Rom会nia  

ServierPharmaSRL  

Tel：＋40214020911   

SlovenlJa  
ServierPharma，d．0．Oっ  

Tel∴＋386（0）15634811   

SloveJ）Sk去republika  

ServierSlovenskospol．sr．0．  

Tel．：＋421（2）59204111  

Tel：＋3726400007  

E山鳥8α  

∑EPBIEE∧AA∑◎APMAKEYTIKHEnE  
T小・：＋302109391000   

Espa岳a  

LaboratoriosServierS．L，  

Tel：＋34917489630  

Framce  

LesLaboratoiresServier  

Tel：＋33（0）155726000   

Ireland  

ServierLaboratories（Ireland）Ltd．  

Tel：＋353（0）16638110   

Island  
Servier Laboratories 

C／0Icepharmahf  
Simi：＋3545408000  

Italia  

ServierItaliaS．p．A．  

Tel：＋39（06）669081   

Kli叩0弓  

Ⅹ．A．Ⅲα冗αg）ふ叩／α⊆＆∑iα八丁8  

T小：＋35722741741   

LatYija  
SIAServierLatvia  
Tel：＋37167502039  

LietuYa  

UAB“SERVIERPHAR舶M  
Tel：＋370（5）2638628  

Suomi／Finland  

ServierFinlandOy  
PuUTel：＋358（0）92798080   

Sverige  
ServierSverigeAB  
Tel：＋46（8）52250800   

United Kingdom 
ServierLaboratoriesLtd  

Tel：十44（0）1753666409  

Thisleafletwaslastapprovedin（dat？〉   

DetailedinformationonthismedicineisavailableontheEuropeanMedicinesAgency（EMEA）website  
r11tpニ／′‘www．enlea．el】1■OPa．eLl／  
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資料3－ 2  プラスグレル  （prasugrel）   



ANNEXI  

SUMMARYOFPROI）UCTCIIARACTERISTICS   



1． NAMEOFTIIEMEDICINALPRODUCT   

E頁ent5mgnlm－COatedtablets．  

2． QUALITATIVEANDQUANTITATIVECOMPOSITION   

Eachtabletcontains5mgprasugrel（ashydrochloride）・  
Excipient：Eachtabletcontains2，7mglactose・   

Forafu111istofexclplentS，SeeSeCtion6．1．  

3． PHARMACEUTICALFORM   

Film－COatedtablet（tablet）．   

Yellowanddouble－arrOW－Shapedtablets，debossedwith“5mg”ononesideand“4760”ontheother・  

4． CLINICALPARTICULARS   

4．1 Therapeutieindications   

Efient，CO－administeredwithacety1salicylicacid（ASA），isindicatedforthepreventionof  
atherotl甘Omboticeventsinpatientswithacutecoronarysyndrome（i・e．unStal）1eangina，nOn－ST  
segmentelevationmyocardialinfarction［UA／NSTEMI］orSTsegmentelevationmyocardial  
infarction［STEMI］）undergoingprimaryordelayedpercutaneouscoronaryintervention（PCr）・   

Forfurtherinformationpleasereftrtosection5．1．   

4．2 Posologyandmethodofadministration   

Posology   

．・IlムJ／Jヾ  

Efientshouldbeinitiatedwithasingle60mgloadingdoseandthencontinuedatlOmgonceaday．  
PatientstakingEfientshouldalsotakeASAdaily（75mgto325mg）・   

Inpatientswithacutecoronarysyndrome（ACS）whoaremanagedwithPCI，Premature  
discontinuationofanyantiplateletagent，includingEnent，COuldresultinanincreasedriskof  
thrombosis，myOCardialinfarctionordeathduetothepatient’sunderlyingdisease．Atreatmentofup  
to12monthsisrecommendedtlnlessthediscontinuationofE頁entisclinicallyindicated（SeeSeCtions  
4．4and5．1）．   

肋≧75γeα∫0〟  

TheuseofEnentinpatients≧75yearsofageisgenerallynotrecommended．If；afteracarefu1  
individualbenenthiskevaluationbytheprescribingphysician（seesection4A），treatmentisdeemed  
necessaryinthepatientsagegroup≧75years，thenfo1lowlnga60mgloadingdoseareduced  
maintenancedoseof5mgshouldbeprescribed．Patients≧75yearsofagehavegreatersensitivityto  
bleedingandhigherexposuretotheactivemetaboliteofprasugrel（seesections4・4，4・8，5・1and5・2）・  
Theevidencefbrthe5mgdoseisbasedonlyonphamacodynamic／pharmacokineticanalysesandno  
Clinicaldahcurrentlyexistonthesafttyofthisdoseinthepatientsagegroup≧75years・   

妙夜伽〃g＜（和短  

Efientshouldbegivenasaslngle60mgloadingdoseandthencontinuedata5mgoncedailydose・  

√【弓】   



ThelOmgmaintenancedoseisnotrecommended・Thisisduetoanincreaseinexposuretotheactive  
metaboliteofprasugrel，andanincreasedriskofbleedinglnpatientswithbodyweight＜60kgwhen  

glVena10mgoncedailydose comparedwithpatients≧60kg・E捕cacyandsafbtyofthe5mgdose  
havenotbeenprospectivelyassessed（seesections4．4，4・8and5．2）・   

尺ビ〃（7／高け－止汗〃けJJ／  

Nodoseaqjustmentisnecessaryfbrpatientswithrenalimpalrment，includingpatientswithendstage  

renaldisease（seesection5．2）．Thereislimitedtherapeuticexperienceinpatientswithrenal  
impairrnent（seesection4・4）．   

肋pdJた～椚pαJ／7乃e〃J  

Nodoseadjustmentisnecessaryinsubjectswithmildtomoderatehepaticimpairment（ChildPugh  
ClassAandB）（seesection5．2）．Thereis）imitedtherapeuticexperienceinpatlentSwithmi1dand  

moderatehepaticdysfunction（seesection4．4）．   

CJ7fJdre〃〟〃d〟doJg∫CeJ7J∫  

Enentisnotrecommendedfbruseinchildrenbelowage18duetoalackofdataonsafetyand  
e用cacy．   

Methodofadministration  

Fororaluse．Efientmaybeadministeredwithorwithoutfood．Administrationofthe60mgprasugre1  
loadingdoseinthefastedstatemayprovidemostrapidonsetofaction（SeeSeCtion5．2）．DonotcruSh  

orbreakthetablet．  

4．3  Contraindications   

HyperSenSitivitytotheactivesubstanceortoanyoftheexcipients．  
ActivepathologlCalbleeding．  
Historyofstrokeortransientischaemicattack（TIA）．  
Severehepaticimpairment（ChildPughclassC）．   

4．4 SpecialwarnlngSandprecautionsfbruse   

／〟tい（豆uJ・八人  

Inthephase3clinicaltrialkeyexclusioncriteriaincludedanincreasedriskofbleeding；anaemia；  
thrombocytopaenia；ahistoryofpathologlCalintracranialnndings・Patientswithacutecoronary  
SyndromesundergoingPCItreatedwithEfientandASAshowedanincreasedriskofm年iorandminor  
bleedingaccordingtotheTIMIclass捕cationsystem・Therefore，theuseofEfientinpatientsat  

increasedriskofbleedingshouldonlybeconsideredwhenthebeneⅢsintermsofpreventionof  
ischaemiceventsaredeemedtooutweightheriskofseriousbleedings・Thisconcemappliesespecially  
topatients：  
・≧75yearsofage（seebelow）．  

・withapropensitytobleed（e．g・duetorecenttrauma，reCentSurgery，reCentOrreCurrent  

gastrointestinalbleeding，OraCtivepepticulcerdisease）  
・withbodyweightく60kg（SeeSeCtions4．2and4・8）・InthesepatientsthelOmgmaintenancedoseis  
notrecommended．A5mgmaintenancedoseshouldbeused．  
・withconcomitantadministrationofmedicinalproductsthatmaylnCreaSetheriskofbleeding，  
including 

． 

ForpatientswithactivebleedingfbrwholnreVerSalofthepharmacologicalefftctsofEfientis  
required，Platelettransfusionmaybeapproprlate・   

TheuseofEfientinpatients≧75yearsofageisgenerallynotrecommendedandshouldonlybe  
undertakenwithcautionafteracarefu1individualbenefit／riskevaluationbytheprescribingphysician  
indicatesthatbenentsintermsofpreventionofischaemiceventsoutweightheriskofserious  
bleedings．Inthephase3clinicaltrialthesepatientswereatgreaterriskofbleeding，1nCludinghtal  
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bleeding，COmparedtopatients＜75yearsofage・Ifprescribed，alowermaintenancedoseof5mg  
Shouldbeused；thelOmgmaintenancedoseisnotrecommended（SeeSeCtions4．2and4，8）．   

Therapeuticexperiencewithprasugrelislimitedinpatientswithrenalimpairment（includingESRD）  
andinpatientswithmoderatehepaticimpalrment．Thesepatientsrnayhaveanincreasedbleedingrisk．  
Therefore，praSugrelshouldbeusedwithcautioninthesepatients．   

TherapeuticexperlenCewithprasugrelislimitedinAsianpatients．Therefbre，praSugrelshouldbeused  
withcautioninthesepatients．   

PatientsshouldbetoldthatitmighttakelongerthanusualtostopbleedingwhentheytakepraLSugrel  
（incombinationwithASA），andthattheyshouldreportanyunusualbleeding（siteorduration）totheir  
physician．   

也l二江  

Patientsshouldbeadvisedtoinformphysiciansanddentiststhattheyaretakingprasugrelbeforeany  
SUrgerylSSCheduledandbeforeanynewmedicinalproductistaken．Ifapatientistoundergoelective  
Surgery，andanantiplateletefftctisnotdesired，Efientshouldbediscontinuedatleast7daysprlOrtO  
Surgery・Increasedfrequency（3－fbld）andseYerityofbleedingmayoccurinpatientsundergoing  
CABGsurgerywithin7daysofdiscontinuat10nOfprasugrel（see4．8）．Thebenentsandrisksof  
prasugrelshouldbecarefu11yconsideredinpatientsinwhomthecoronaryanatomyhasnotbeen  
de貞nedandurgentCABGisapossibility．   

乃ro研ゐoJわ7Ⅵro椚占ocγわpαe乃fcf，〟rロ〟rαmJ  

TTPhasbeenreportedwiththeuseofotherthienopyridines．TTPisaseriousconditionandrequlreS  
PrOmPttreatment・EfientwasnotassociatedwithTTPinclinicaltrialssupportingreglStration．   

ムざビJの∫ビ  

PatientswithrarehereditaryproblemsofgalactoseintoleranCe，theLapplactasedeficiencyorglucose－  
galactosemalabsorpt10nShouldnottakeEfient   

4・5 Interactionwithothermedicinalproductsandotherfbrmsofinteraetion   

抒bdZ7rin：ConcomitantadministrationofEfientwithcoumarinderivativesotherthanwarfarinhasnot  

beenstudied・Becauseofthepotentialforincreasedriskofbleeding，Warfarin（orothercoumarin  
derivatives）andprasugrelshouldbeco－administeredwithcaution（SeeSeCtion4．4）．   

Non－SterOihlanti－i7dlammatoTyd7LgS叩1Dり：ConcomitantadministrationwithchronicNSAlDs  
hasnotbeenstudied，BecauseOfthepotentialfbrincreasedriskofbleeding，ChronicNSAIDs  
（includingCOX－2inhibitors）andE頁entshouldbeco－administeredwithcaution（SeeSeCtion4．4）．   

E丘entcanbeconcomitantlyadministeredwithmedicinalproductsmetabolisedbycytochromeP450  
enzymes（includingstatins），Ormedicinalproductsthatareinducersorinl1ibitorsofcytochromeP450  
enzymes・EfientcanalsobeconcomitantlyadministeredwithASA，heparin，digoxin，andmedicinal  
PrOductsthatelevategastricpH，includingprotonpumpinl1ibitorsandH2blockers．Althoughnot  
StudiedinspeCincinteractionstudies，E貞enthasbeenco－administeredinthephase3clinicaltrialwith  
lowmolecularweightheparin，bivalirudin，andGPIIb／IIIainhibitors（noinformationavai1able  
regardingthetypeofGPIIbnIIainl1ibitorused）withoutevidenceofclinicallysignificantadverse  
interactions．   

鳥山二虹止連出辺地如れ／J…ノ叫．ヾ・ゼJ 

Aceo｝Lyaliq｝licacid：Efientistobeadministeredconcomitantlywithacety1salicylicacid（ASA）．  
AlthoughapharmacodynamicinteractionwithASAleadingtoanincreasedriskofbleedingis  
POSSible，thedemonstrationoftheefficacyandsafetyofprasugrelcomesfrompatientsconcomitantly  
treatedwithASA．  



Hq，arin：Asingleintravenousbolusdoseofun丘actionatedheparin（100U／kg）didnotsignificantly  

altertheprasugrelLmediatedinhibitionofplateletaggregation，Likewise，PraSugreldidnot  
Significantlyaltertheef詣ctofheparinonmeasuresofcoagulation．Therefbre，bothmedicinalproducts  
Canbeadministeredconcomitantly．AnincreasedriskofbleedinglSPOSSiblewhenEfientisco－  
administeredwithheparin・   

Statins：Atorvastatin（80mgdaily）didnotalterthepharmacokineticsofprasugrelanditsinhibitionof  
plateletaggregation・Therefbre，StatinsthataresubstratesofCYP3AarenotantlClpatedtohavean  
effectonthepharmacokineticsofprasugreloritsinhibitionofplateletaggregation   

AゐdicinalproductsthatelevategastricpH：Dailyco－administrationofranitidine（anH2blocker）or  

lansoprazole（aprotonpumpinhibitor）didnotchangetheprasugrelactivemetabolite’sAUCandTmax，  
butdecreasedtheCmaxby14％and29％，reSpeCtively．Inthephase3clinicaltrial，Enentwas  
administeredwithoutregardtoco－administrationofaprotonpumpinhibitororH2blocker．  
Administrationofthe60mgprasugrelloadingdosewithoutconcomitantuSeOfprotonpump  
inhibitorsmayprovidemostrapidonsetofaction．   

1hhibitorsQ／Ci？3A：Ketoconazole（400mgdaily），aSelectiveandpotentinhibitorofCYP3A4and  

CYP3A5，didnotafftctprasugrel－mediatedinl1ibitionofplateletaggregationortheprasugrelactive  
metabolite’sAUCandTmax，butdecreasedtheCma。（by34％to46％．Therefbre，CYP3Ainhibitors  

SuChasazolantiRlngals，HIVproteaseinhibitors，Clarithromycln，telithromycln，Verapami1，diltiazem，  
indinavir，Ciprofloxacin，andgrapefruitJulCearenOtanticipatedtohaveasign漬canteffectonthe  

Pharmacokineticsoftheactivemetabolite・   

1nducersqfq；tOChromesP450：Rifampicin（600mgdaily），apOtentinducerofCYP3AandCYP2B6，  
andaninducerofCYP2C9，CYP2C19，andCYP2C8，didnotsignificantlychangethe  

Pharmacokineticsofprasugrel．Therefore，knownCYP3AinducerssuchasrifampICln，  
Carbamazeplne，andotherinducersofcytochromesP450arenotantlClpatedtohavesignincante脆ct  
Onthepharmacokineticsoftheactivemetabolite．   

亜cf∫Or且釣れJoれOf毎r〃7e（ガcわ7βタロrαねcJ∫了   

Digoxin：praSugrelhasnoclinicallysignificantefftctonthepharmacokineticsofdigoxin．   

Medicinalproductsme（aboILsedbyC｝ア2C9：praSugreldidnotinhibitCYP2C9，aSitdidnotafftctthe  

PharmacokineticsofS－Warfarin・Becauseofthepotentialforincreasedriskofbleeding，Warfarinand  
Enentshouldbeco－administeredwithcaution（SeeSeCtion4．4）．   

Mdicinalproductsmetabolisedb｝C｝ア2B6ニPraSugrelisaweakinhibitorofCYP2B6．Inhealthy  
Subjects，PraSugreldecreasedexposuretohydroxybuproplOn，aCYP2B6－mediatedmetaboliteof  
buproplOn，by23％・ThiseffectislikelytobeofclinicalconcernOnlywhenprasugrelisco－  
administeredwithmedicinalproductsforwhichCYP2B6istheonlymetabolicpathwayandhavea  
narrowtherapeuticwindow（e．g．cyclophosphamide，efavirenz）．   

4．6 PregnaneyandIactation   

Noclinicalstudyhasbeenconductedinpregnantorlactatingwomen．   

Animalstudiesdonotindicatedirectharmfu1efftctswithrespecttopregnancy，embryonal／foetal  
development，parturitionorpostnataldevelopment（SeeSeCtion5・3）・Becauseanimalreproduction  
Studiesarenotalwayspredictiveofahumanresponse，Efientshouldbeusedduringpregnancyonlyif  
thepotentialbenenttothemotherjustinesthepotentialrisktothefoetus．   

rtisunknownwhetherprasugrelisexcretcdinhumanbreastmilk・Animalstudieshaveshown  
excretionofprasugrelinbreastmilk．TheuseofprasugrelduringbreastftedinglSnOtreCOmmended．   



Prasugrelhadnoeffbctonfertilityofmaleandfbmaleratsatoraldosesuptoanexposure240times  
therecommendeddailyhumanmaintenancedose（basedonmg／m2）．   

4．7 Effectsonabilitytodriveandusemachines   

Nostudiesontheeffectsonabilitytodriveandusemachineshavebeenperfbrmed・Prasugrelis  
expectedtohavenoornegligibleinnuenceontheabilitytodriveandusemachines・   

4．8 Undesirableeffもcts   

SafbtyinpatientswithacutecoronarysyndromeundergoingPCIwasevaluatedinoneclopidogrel－  
controlledstudy（TRITON）inwhich6741patientsweretreatedwithprasugrel（60mgloadingdose  

andlOmgoncedailymaintenancedose）foramedianof14．5months（5802patientsweretreatedfbr  
OVer6months，4136patientsweretreatedformorethanlyear）・Therateofstudydrug  
discontinuationduetoadverseeventswas7．2％forprasugreland6．3％fbrclopidogrel・Ofthese，  

bleedingwasthemostcommonadversereactionforbothdrugsleadingtostudydrugdiscontinuation  
（2．5％forprasugrelandl．4％forclopidogrel）■   

／量・ゝ血   

．＼－＝〃－（’りJ・＝川JJ：l、．J〃亘l・坤丁、りヾ．ヾりJ・lイi†（二川川J・しイIJ／l・J川」・l／叫ヾ  

InTRJTON，thefrequencyof＿patientsexperienclnganOn－CABGrelatedbleedingeventisshownin  
Tablel．TheincidenceofNon－CABG－relatedTIMIm往iorbleeding，lnCludinglifb－threatenlngand  

fatal，aSWe11asTIMIminorbleeding，WaSStatisticallysignincantlyhigherinsubjectstreatedwith  
prasugrelcomparedtoclopidogrelintheUA朋STEMIandAllACSpopulations・Nosignincant  
differencewasseenintheSTEMIpopulation・Themostcommonsiteofspontaneousbleedingwasthe  
gastrointestinaltract（1．7％ratewithprasugrelandl・3％ratewithclopidogrel）；themostfrequentsite  
ofprovokedbleedingwasthearterialpuncturesite（1・3％ratewithprasugrelandl・2％with  
Clopidogrel）・  

Tablel：IncidenceofNon－CABGrelatedbleeding且（％Patients）  

Evellt   A11ACS  UA／NSTEMI  STEMI  

Prasugrelb  Clopidogrel  Prasugrelb  Clopidogrel  Prasugrelb  Clopidogrel  
＋ASA   

b   

＋ASA   
b   

＋ASA   
b  

（N＝6741）   ＋ASA  （N＝5001）   ＋ASA  （N＝1740）   ＋ASA  

（N＝‘71‘）  （N＝4980）  （N＝1736）   

TIMIm勾or  2．2   1．7   2．2   1．6   2．2   2．0   

bleedingC  

Lifb－threateningd   1．3   0．S   1．3   0．8   1．2   1．0   

Fatal   0．3   0．1   0．3   0．1   0．4   0．1   

Symptomatic  0．3   0．3   0．3   0．3   0．2   0．2   

ICHe  

Requiring  0．3   0．1   0．3   0．1   0．3   0．2   

inotropes  

Requiring  0．3   0．3   0．3   0．3   0．1   0．2   

SurglCal  

interventlOn  

Requiring  0．7   0．5   0．6   0．3   0．8   0．8   

trans餌sion（≧4  

units）  

TIMI minor 2．4   1．9   2．3   1．6   2．7   2．6   

bleedingf  
dCe〃J川砂β〃〟dfcα′gdgve〃／∫卿〃ed毎血乃ro∽占0ウ∫f∫f〃A少ocαr‘如ノブゆrc血〃仰∫J〟みGro岬Cr血rfα・  

占0／加r∫ね〃血dJんer甲Je∫Wereルビdα∫qJ甲r甲rfα／g．  

cノ1町加血Crα扉♂JんαgmOrr月αgeβ川町CJ～乃fcα坤ove′J占kgdf〃gα∫∫OCfd／edwf′力αカ／Ji〃んde〝70gJ赫〃当身旭・  
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dエ殖－／毎eα／e〃′〃g占／eed7〃g′∫α∫〃占∫g／q「〃ル〟椚吋Or抽edわ唱α〃d血c／〟虎∫／力2りpg∫J〃滋〃Je銅ビJow．Pd庇nね椚叩占e  

c（フMJピJ～〃別Org／ろロ〃0〃grO肌  

eJC〃＝f〃／和Cr‘プ〃fd川βe肌Orr／7〟ge．  

′C／′〃メc（7坤over／抽edi〃gα！∫OC7β／edw油〟カJJf〃厄e椚Ogわぁf〃q／≧ig7比占〟／＜5が北．   

辿坐一≧75veαr∫0揖  

Inthephase3clinicaltrial，nOn－CABG－relatedTIMImaJOrOrminorbleedingratesforpatientsintwo  

agegroupswereasfbl］ows：  

Age  Prasugrel   Clopidogrel   
≧75years（N＝1785）   9．0％（1・0％ねtal）   6．9％（0．1％ねtal）   

＜75years（N＝11672）   3．8％（0．2％htal）   2．9％（0．1％ねtal）   

ク〟〟e〃′∫＜∂0反  

Inthephase3clinicaltrial，nOn－CABG－relatedTIMImaJOrOrminorbleedingratesfbrpatientsintwo  
Weightgroupswereasfb1lows：  

Weight   Prasugrel   Clopidogrel   
く60kg（N＝664）   10．1％（0％ねtal）   6．5％（0，3％htal）   

≧60kg（N＝12672）   些塑 3・3％（0・1％ねtal）   

Inpatients≧60kgandage＜75years，nOn－CABG－relatedTIMIm年IOrOrminorbleedingrateswere  
3．6％fbrprasugreland2・8％fbrclopidogre］；rateSfbrfatalbleedingwereO・2％fbrprasugrelandO・1％  
fbrclopidogrel．   

l－．Lいノハ（叫ミt／．りt・、・〟JJ∴  

Inthephase3clinicaltrial，437patientsunderwentCABGduringthecourseofthestudy．Ofthose  
Patients，therateofCABG－relatedTIMIm年】OrOrminorbleedingwas14．1％fbrtheprasugrelgroup  
and4．5％intheclopidogrelgroup．Thehigherriskfbrbleedingeventsinsubjectstreatedwith  
prasugrelperSistedupto7days丘omthemostrecentdoseofstudydrug・Forpatientswhoreceived  
theirthienopyridinewithin3daysprlOrtOCABG，thefrequenciesofTIMIm叫OrOrminorbleeding  
Were26．7％（120f45palients）intheprasugrelgroup，COmParedwith5・0％（30f60patients）inthe  
Clopidogrelgroup・Forpatientswhorecejvedtheirlastdoseofthienopyridinewithin4to7dayspr10r  
toCABG，the丘equenciesdecreasedtol13％（90f80patients）intheprasugrelgroupand3．3％（30f  
90patients）intheclopidogrelgroup・Beyond7daysafterdrugdiscontinuation，theobservedratesof  
CABG－relatedbleedingweresimi1arbetwe6ntreatmentgroups（SeeSeCtion4．4）．   

ddver∫e尺eαCfわn∫  

Table2summariseshaemorrhagicandnon－haemorrhagicadver畠ereactionsinTRITONclass捕edby  
丘equencyandsystemorganclass・Frequenciesaredefinedasfollows‥  
Verycommon（≧1／10）；COmmOn（≧1／100to＜1／10）；unCOmmOn（≧1／1000to＜1／100）；  

rare（≧1／10，000to＜1／1，000）；Veryrare（＜1／10，000）；nOtknown（CannOtbeestimatedfiomthe  

availabledata）．  

Table2：HaemorrhaicandNon－haemorrhagicadversereactions   
SystemOr已anClass  Common   Uncommon   Rare   

βわodα〃d身〝甲力α〟c  

勘∫Jemd如r〔お門   

砂e訪∫Or（おr∫  Eyehaemorrhae  
レb∫C〟J〟r上）f∫βr〔おr∫   Haematoma  

尺e平～r‘血り，J力0用Cfc  Epistaxis   Haemoptysis  
α〃d∽edJα∫J∫〝α／  

df∫OJ・（おr5  

G（フ∫Jrog〃Je∫J血dJ   Gastrointestinalhaemorrhage   Retroperitonealhaemorrhage  
d～∫Or（お才一∫  Rectal haemorrhage 

Haematochezia  



Gingivalbleeding  
j漉f〃α〃d∫〟占c王Jね〃gO〟∫  Rash  

血∫〟eゐor（おr∫   Ecchymosis   
月e〝αJd〃d〟r∫〃αワ  Haematuria  
ゐor（お／了  

Ge〃er（才Jゐor（おJ了α〃d  Vesselpuncturesitehaematoma  
αd〃f〃f∫JrαJわ〃∫fJe  Puncture site haemorrhage 
co〃dJわ〃∫  

旬〟JγpO王∫0〃‡喝α〃d  Post－prOCeduralhaemorrhage   Subcutaneous  
クrOCe血rαJ  haematoma   

CO椚〆icαJわ〃∫   

InpatientswithorwithoutahistoryofTIAorstroke，theincidenceofstrokeinthephase3clinical  
trialwasasfb1lows（SeeSeCtion4．4）：  

HistoryofTIAor   Prasugrel   Clopidogrel   
stroke  

Yes（N＝518）   6．5％（2．3％ICH＊）   l．2％（0％ICH＊）   

No（N＝13090）   0．9％（0，2％ICH＊）   1．0％（0．3％ICH＊）  

り（∵／血J′・．′げ・∫′山川り川…・′・／山W・   

4．9 0verdose   

OverdoseofEnentmayleadtoprolongedbleedingtimeandsubsequentbleedingcomplications・No  
dataareavailableonthereversalofthepharmacologicalefftctofprasugrel；however，ifprompt  
COrreCtionofprolongedbleedingtlmeisrequired，Platelettransfusionand／orotherbloodproductsmay  
beconsidered．  

5． PHARMACOLOGICALPROPERTIES   

5．1 Pharmacodynamicproperties   

Pharmacotherapeuticgroup：Notyetasslgned．ATCcode：Notyetasslgned・   

P厄J7〃αC血∽fc．ゞ  

Prasugrelisaninl1ibitorofplateletactivationandaggregationthroughtheirreversiblebindingofits  
activemetabolitetotheP2Y12ClassofADPreceptorsonplatelets．SinceplateletspartlClpateinthe  
initiationand／orevolutionofthromboticcomplicationsofatheroscleroticdisease，inhibitionofplatelet  
functioncanresultinthereductionoftherateofcardiovasculareventssuchasdeath，myOCardial  
infarction，OrStrOke．   

Followlnga60mgloadingdoseofprasugrel，inl1ibitionofADP－inducedplateletaggregationoccursat  
15minuteswith5llMADPand30minuteswith20llMADP．Themaximuminl1ibitionbyprasugrel  
OfADP－inducedplateletaggregationis83％with5トIMADPand79％with20トIMADP，inbothcases  
With89％ofhealthysubiectsandpatientswithstableatherosclerosisachievingatleast50％inhibition  
ofplateletaggregationbylhour・Prasugrel－mediatedinhibitionofp】ateletaggregationexhibitslow  
between－Sub5ect（12％）andwithin－Subject（9％）variabilitywithboth5pMand20トIMADP・Mean  
Steady－Stateinhibitionofplateletaggregationwas74％and69％respectivelyfor5トIMADPand20  
LIMADP，andwasachievedfo1lowing3to5daysofadministrationofthelOmgprasugrel  
maintenanCedoseprecededbya60mgloadingdose．Morethan98％ofsu切ectshad≧20％inhibition  
of platelet aggregation during maintenance dosing. 

Plateletaggregationgraduallyretumedtobaselinevaluesaftertreatmentin7to9daysafter  
administrationofasingle60mgloadingdoseofprasugrelandin5daysfo1lowingdiscontinuationof  
maintenancedosingatsteady－State．   



CloDidoErel：Followlngadministrationof75mgclopidogreloncedailyforlOdays，40healthy  
SubjectswereswitchedtoprasugrellOmgoncedailywithorwithoutaloadingdoseof60mg．  
Simi1arorhigherinhibitionofplateletaggregationwasobservedwithprasugre）．Switchingdirectlyto  
prasugre160mgloadingdoseresultedinthemostrapidonsetofhigherplateletinhibition，Followlng  
administrationofa900mgloadingdoseofclopidogrel（withASA），56su句ectswithACSwere  

treatedfor14dayswitheitherprasugrel・10mgoncedailyorclopidogrel150mgoncedaily，andthen  

SWitchedtoeitherclopidogrel150mgorprasugre110mgfbranother14days・Higherinhibitionof  
PlateletaggregationwasobservedinpatientsswitchedtoprasugrellOmgcomparedwiththosetreated  
Withclopidogrel150mg．NodataareavailableonswitchingfromacIopidogrelloadingdosedirectly  
toaprasugrelloadingdose・   

／：豆いり－り′～J」！・〃こ・tl吐・Il叫二“し－げ・ごt！J′ニト＼り′・カ●‥′′′‥J（－・†一  

Thephase3TRITONstudycomparedEfient（prasugrel）withclopidogrel，bothco－administeredwith  
ASAandotherstandardtherapy．TRITONwasa13，608patient，multicentreintemational，  
randomised，doubleblind，para11elgroupstudy．PatientshadACSwithmoderatetohighriskUA，  

NSTEMI，OrSTEMIandweremanagedwithPCI・   

PatientswithUA／NSTEMIwithin72hoursofsymptomsorSTEMIbetween12hoursto14daysof  
SymptOmSWererandomiseda－fterknowledgeofcoronaryanatomy・PatientswithSTEMIwithin12  
hoursofsymptomsandplannedforprlmaryPCIcouldberandomisedwithoutknowledgeofcoronary  
anatomy．Forallpatients，theloadingdosecouldbeadministeredanytlmebetweenrandomisationand  
lhouraf［erthepatientleftthecatheterisationlab．   

Patientsrandomisedtoreceiveprasugrel（60mgloadingdosefbllowedbylOmgoncedaily）or  

Clopidogrel（300mgloadingdosefb1lowedby75mgoncedaily）weretreatedforamedianof14．5  
months（maximumof15monthswithaminimumof6monthsfollow－up）．PatientsalsoreceivedAS＾  

（75mgto325mgoncedaily）・Useofanythienopyridinewithin5daysbeforeenrolmentwasan  
exclusioncriterion．OthertherapleS，SuChasheparinandGPIIbnHainhibitors，Wereadministeredat  
thediscretionofthephysician．Approximately40％ofpatients（ineachofthetreatmentgroups）  
receivedGPIIb几ⅠIainhibitorsi？SuPPOrtOfPCI（noinfbrmationavailableregardingthetypeOfGP  
IrbnIIainl1ibitorused）・Approxlmately98％ofpatients（ineachofthetreatmentgroups）received  

antithrombins（heparin，lowmolecularweightheparin，bivalirudin，OrOtheragent）directlyinsupport  
ofPCI．   

Thetrial’sprimaryoutcomemeasurewasthetimetohrstoccurrenceofcardiovascular（CV）death，  
non－fhtalmyocardialinfhrction（MI），OrnOn－fhtalstroke・AnalysisofthecompositeendpointintheAll  

ACSpopulation（combinedUA／NSTEMIandSTEMIcohorts）wascontingentonshowingstatistical  
SuPeriorityofprasugrelversusclopidogrelintheUA／NSTEMIcohort（p＜0・05）・   

AllAC∫DODulation：Enentshowedsuperiorefncacycomparedtoclopidogrelinreducingtheprlmary  
compositeoutcomeeventsaswe11asthepre－SpeCinedsecondaryoutcomeevents，includingstent  
thrombosis（SeeTable3）．Thebenentofprasugrelwasa如arentwithinthefirst3daysanditpersisted  
totheendofstudy．Thesuperiorefncacywasaccompaniedbyanincreaseinmajorbleeding（see  
SeCtions4．4and4．8）・Thepatientpopulationwas92％Caucasian，26％female，and39％≧65yearsof  
age．Thebenentsassociatedwithprasugrelwereindependentoftheuseofotheracuteandlong－term  
cardiovasculartherapies，includingheparin／lowmolecularweightheparin，bivalirudin，intravenous  
GPIIb／IIIainhibitors，1ipid－lower）ngmedicinalproducts，beta－blockers，andanglOtenSinconverting  
enzymeinhibitors．TheefncacyofprasugrelwasindependentoftheASAdose（75mgto325mgonce  

daily）．TheuseOforalanticoagulants，nOn－StudyantipユateletmedicinalproductsandchronicNSAIDs  
WaSnOtallowedinTRITON．IntheAllACSpopulation，PraSugrelwasassociatedwithalower  

incidenceofCVdeath，nOn－fatalMI，OrnOn－fhtalstrokecomparedtoclopidogrel，regardlessof  

baselinecharacteristicssuchasage，SeX，bodyweight，geOgraPhicalreglOn，uSeOfGPIIb／IIIa  
inhibitors，andstenttype．Thebene重twasprimarilyduetoasignificantdecreaseinnon－fatalMI（See  
table3）．Subjectswithdiabeteshadsignificantreductionsintheprimaryanda11secondarycomposite  
endpoints・   



Theobservedbenentofprasugrelinpatients≧75yearswaslessthanthatobservedinpatients＜75  
years．patients≧75yearswereatincreasedriskofbleeding，includingfatal（SeeSeCtions4・2，4・4，and  
4．8），Patients≧75yearsinwhomthebenefitwithprasugrelwasmoreevidentincludedthosewith  
diabetes，STEMI，higherriskofstentthrombosis，OrreCurrenteVentS・   

PatientswithahistoryofTIAorahistoryofischaemicstrokemorethan3monthsprlOrtOpraSugrel  
therapyhadnoreductionintheprlmaryCOmPOSiteendpoint・   

Table3：PatientswithOutcomeEventsinTRITONPrimaryAnalysis  

Prasugret   Clopidogrel  HazardRatio（HR）  p－  
＋ASA   ＋ASA   （，5％CI）   Yalue   

OutcomeEvents  

（N＝6＄13）   （Nニ67，5）   

AllACS  ％  ％   

PrimaryCompositeOutcomeEvents  9．4   11．5   0．812（0．732，0．902）  ＜0．001  

Cardiovascular（CV）death，nOnfatalMI，Or  

nonfatalstroke  

PrimarylndividualOutcomeEvents   

CVdeath   2．0   2．2   0．886（0．701，1．118）  0．307   

Non払tal～Ⅱ   7．0   9．1   0．757（0．672，0．g53）  ＜0．00l   

Nonfatalstroke   0．9   0．9   1．016（0．712，l．451）  0．930   

t］A／NSTEMI   （N＝5044）   （N＝5030）  

一山maryCompositeOutcomeEYentS   ％   ％   

CVdeath，nOnfatalMI，OrnOnfatalstroke   9．3   ll．2   0．820（0．726，0．927）  0．002   

CVdeath   1．8 1．8   0．979（0．732，1．309）  0．g85   

NonfatalMI   7．1   9．2   0．7（；1（0．663，0．g73）  ＜0．001   

Nonfatalstroke   0．g   0．8   0．979（0．633，l．513）  0．922   

STEMI   （N＝176，）   （N＝17‘5）  

PrjmaryCompositeOutcomeEvents   ％   ％   

CVdeath，nOnfhtalMI，OrnOnfatalstroke   9．8   12．2   0．793（0，649，0．96g）  0．019   

CVdeath   2．4   3．3   0．738（0．497，1．094）  0．129   

NonhtalM   6．7   S．8   0．746（0．588，0．948）  0．016   

Nonfatalstroke   1．2   1．1   1．097（0．590，2．040）  0．770   

IntheAllACSpopulation，analysisofeachofthesecondaryendpointsshowedasignificantbenefit  
（p＜0．001）forprasugrelversusclopidogrel・Theseincludeddefiniteorprobablestentthrombosisat  
studyend（0．9％vsl．8％；HRO．498；CIO．364，0．683）；CVdeath，nOnfatalMI，OrurgenttargetVeSSel  
revascularisationthrough30days（5．9％vs7．4％；HRO．784；CIO，688，0・894）；allcausedeath，nOnfatal  
MI，OrnOnfatalstrokethroughstudyend（10．2％vs12．1％；HRO，831；CIO・751，0・919）；CVdeath，  
nonfatalMI，nOnfhtalstrokeorrehospitalisationforcardiacischaemiceventthroughstudyend（11・7  
％vs13．8％；HRO．838；CIO．762，0．921）．Analysisofal1causedeathdidnotshowanySignincant  
difftrencebetweenprasugrelandclopidogrelintheAl1ACSpopulation（2・76％vs2・90％），inthe  
UA／NSTEMIpopulation（2．58％vs2．41％），andintheSTEMIpopulation（3・28％vs4・31％）・   

Prasugrelwasassociatedwitha50％reductioninstentthrombosisthroughthe15monthfo1low－uP  
period・ThereductioninstentthrombosiswithEfientwasobservedbothearlyandbeyond30daysfor  
bothbaremetalanddrugelutingstents・   

Inananalysisofpatientswhosurvivedanischaemicevent，PraSugrelwasassociatedwithareduction  
intheincidenceofsubsequentprimaryendpointevents（7．8％fbrprasugrelvsll・9％forclopidogrel）・   

Althopghbleedingwasincreasedwithpra5ugrel，ananalysisofthecompositeendpointofdeathfrom  
anycause，nOnfatalmyocardialinfarction，nOnfatalstroke，andnon－CABG－relatedTIMIm年lOr  
haemorrhagefavouredE頁entcomparedtoclopidogrel（HaLZardratio，0・87；95％CI，0・79toO・95；  
p＝0．004）．InTRITON，fbreverylOOOpatientstreatedwithEfient，therewere22ftwerpatientswith  
myocardialinfarction，and5morewithnon－｛ABG－relatedTIMImqjorhaemorrhages，COmparedwith  
patientstreatedwithclopidogrel・  
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5．2 Pharmacokineticproperties   

Prasugrelisaprodrugandisrapidlymetabolisedinvivotoanactivemetaboliteandinactive 
metabolites・Theactivemetabolite’sexposure（AUC）hasmoderatetolowbetween－Sub5ect（27％）and  
within－Sub3ect（19％）variability・Prasugrel’spharmacokineticsaresimi1arinhealthysubjects，patients  
withstableatherosclerosis，andpatientsundergolngPerCutaneOuSCOrOnarylnterVention．   

1恒肌両州  

Theabsorptionandmetabolismofpr警ugrelarerapid，withpeakplasmaconcentration（Cmax）ofthe  

activemetaboliteoccurringinapproxlmately30minutes・Theactivemetabolite’sexposure（AUC）  
increasesproportionallyoverthetherapeuticdoserange．Inastudyofhealthysubjects，AUCofthe  
activemetabolitewasunaffectedbyahighht，highcaloriemeal，butCmaxwasdecreasedby49％and  
thetimetoreachCrnax（T，。aLX）wasincreasedftomO．5tol．5hours．Efientwasadministeredwithout  

regardtofoodinTRITON・Therefore，E壬1entcanbeadministeredwithoutregardtofood；however，the  
administrationofprasugrelloadingdoseinthefastedstatemayprovidemostrapidonsetofaction（see  
SeCtion4．2）．   

β′∫什∫占乙〟わ〝  

Activemetabolitebindingtohumanserumalbumin（4％bufferedsolution）was98％．   

」りしイ〃／－（）／J封7J  

Prasugrelisnotdetectedinplasmafb1lowlngOraladministration．Itisrapidlyhydrolysedinthe  
intestinetoathiolactone，Whichisthenconvertedtotheactivemetabolitebyaslnglestepof  
CytOChromeP450metabolism，prlmarilybyCYP3A4andCYP2B6andtoalesserextentbyCYP2C9  
andCYP2C19・TheactivemetaboliteisfurthermetabolisedtotwoinactivecompoundsbyS－  
methylationorcoruugationwithcysteine，   

Inhealthysu句ects，patientswithstableatherosclerosis，andpatientswithACSreceivingEnent，there  
WaSnOrelevantefftctofgeneticvariationinCYP3A5，CYP2B6，CYP2C9，OrCYP2C190nthe  

Pharmacokineticsofprasugreloritsinhibitionofplateletaggregation．   

g／わ扉〃αJわ〃  

Approximately68％oftheprasugreldoseisexcretedintheurineand27％inthefaeces，aSinactive  
metabolites．Theactivemetabolitehasaneliminationhalf二1ifbofabout7．4hours（range2to15  
hours）．   

．＼／・－・一両／什〃舟虹挫．   

EMerlv：Inastudyofhealthysu句ectsbetweentheagesof20and80years，agehadnosignincant  
effectonpharTnaCOkineticsofprasugreloritsinhibitionofplateletaggregation．Inthelargephase3  
Clinicaltrial，themeanestimatedexposure（AUC）oftheactivemetabolitewas19％higherinvery  
elderlypatients（≧75yearsofage）comparedtosubjects＜75yearsofage．Prasugrelshouldbeused  
Withcautioninpatients≧75yearsofageduetothepotentialriskofbleedinginthispopulation（see  
SeCtions4．2and4．4）．   

HeDaticimDairmen［＝Nodoseadjustmentisnecessaryfbrpatientswithmildtornoderateimpaired  
hepaticfunction（ChildPughClassAandB）・Pharmacokineticsofprasu竿relanditsinl1ibitionof  

Plateletaggregationweresimilarinsu句ectswithmi1dtomoderatehepatlCimpalrmentCOmParedto  
healthysubjects，Pharmacokineticsandpharmacodynamicsofprasugrelinpatientswithseverehepatic  
impalrmenthavenotbeenstudied・Prasugrelmustnotbeusedinpatientswithseverehepatic  
impairment（SeeSeCtion4・3）・   

RenalimDatrment：Nodosageadjustmentisnecessaryfbrpatientswithrena＝mpairment，including  
Patientswithendstager竺aldisease（ESRD）・Pharmacokineticsofprasugrelanditsinhibitionof  
Plateletaggregationareslmilarinpatientswithmoderaterenalimpairment（GFR30－＜50  

ml／min／1．73m2）andhealthysubjects．Prasugreトmediatedinhibitionofplateletaggregationwasalso  

ll   



Simi）arinpatientswithESRDwhorequiredhaemodialysiscomparedtohealthysu句ects，although  
CmaxandAUCoftheactivemetabolitedecreased51％and42％，reSpeCtively，inESRDpatients・   

Bodvweight：Themeanexposure（AUC）oftheactivemetaboliteofprasugre＝sapproximately30to  
40％higherinhealthysu切ectsandpatientswithabodyweightof＜60kgcomparedtothoseweighing  
≧60kg・Prasugrelshouldbeusedwithcautioninpatientswithabodyweightof＜60kgduetothe  
POtentialriskofbleedinginthispopulation（SeeSettion4．4）．   

EthniciO）：Inclinicalpharmacologystudies，afteraqiustingforbodyweight，theAUCoftheactive  
metabolitewasapproximately19％higherinChinese，Japanese，andKoreansuqectscoヮparedtothat  

OfCaucasirs，predominantlyrelatedtohigherexposureinAsianSubjects哺Okg・TherelSnO  

diffbrencelneXpOSureamOngChinese，Japanese，andKoreansu句ects．ExposureinsubjectsofAfiican  
andHispanicdescentiscomparabletothatofCaucasians．Nodosea4justmentisrecommendedbased  
Onethnicityalone．   

辿：Inhealthysubjectsandpatients，thepharmacokineticsofprasugrelaresimilarinmenand  
WOmen．   

Chikb・enanda‘わIescents：Pharmacokineticsandpharmacodynamicsofprasugrelhavenotbeen  
evaluatedinapaediatricpopulation（SeeSeCtion4．2）．   

5・3 Preclinicalsafetydata   

Non－Clinicaldatarevealnospecialhazardforhumansbasedonconventionalstudiesofsaftty  
PharmaCOlogy，repeat－dosetoxicity，genOtOXicity，CarCinogenicpotential，OrtOXicitytoreproduction．  

Efftctsinnon－Clinicalstudieswereobservedonlyatexposuresconsideredsumcientlyinexcessofthe  
maximumhumanexposureindicatinglittlerelevancetoclinicaluse．   

Embryo－fbetaldevelopmentaltoxicologystudiesinratsandrabbitsshowednoevidenceof  

malformationsduetoprasugrel・Ataveryhighdose（＞240timestherecommendeddai1yhuman  
maintenancedoseonamg／m2basis）thatcausedefftctsonmaternalbodyweightand／orfbod  
COnSumPtion，therewasaslightdecreaseinoffbpringbodyweight（relativetocontroIs）．Inpre－and  

post－natalratstudies，maternaltreatmenthadnoefftctonthebehaviouralorreproductive  
developmentoftheo脆pringatdosesuptoanexposure240timestherecommendeddailyhuman  
maintenancedose（basedonmg／m2）．   

Nocompound－relatedtumourswereobservedina2－yearratStudywithprasugrelexposuresranglngtO  

greaterthan75timestherecommendedtherapeuticexposuresinhumans（basedonplasmaexposures  
totheactiveandmqiorcirculatinghumanmetabolites）．Therewasanincreasedincidenceoftumours  

OlepatOCe11ularadenomas）inmiceexposedfor2yearstohighdoses（＞75timeshumanexposure），but  
thiswasconsideredsecondarytoprasugrel－induceden野me－induction・Therodent－SpeCincassociation  

OflivertumOurSanddrug－inducedenzymeinductioniswelldocumentedintheliterature．Theincrease  
in1ivertumourswithprasugreladministrationinmiceisnotconsideredarelevanthumanrisk．  

6． PHARMACEUTICALPARTICtJLARS   

6・l Listofexcipients   

TabletCore：  

Microcrystalline cellulose 
Marmitol（E421）  

Croscarme1losesodium  

Hypromellose（E464）  
Magnesiumstearate   
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Film－Coat：  

Lactose monohydrate 
Hyprome1lose（E464）  
Titaniumdioxide（E171）  
Triacetin（E1518）  

Ironoxideye1low（E172）  

Talc   

6・2 Incompatibilities   

Notapplicable・   

‘．3 Shelflifb   

2years．   

rヽ  

6．4 Specialprecautionsfbrstorage   

ThismedicinalproductdoesnotrequlreanySPeCialtemperatureStOrageCOnditions．Storeinthe  
Orlglnalpackagetoprotectfromairandmoisture・   

6．5  Natureandcontentsofeontainer   

Aluminiumfoilblistersincartonsof14，28，30（Xl），56，84，90（Xl）and98tablets．  

Notallpacksizesmaybemarketed．   

6．6 SpeCialprecautionsfordisposal   

No special requirements. 

7． MARKETINGAtJTHORISATIONHOLDER   

EliLillyNederlandBV，Grootslagト5，NL－3991RArIouten，TheNetherlands・  

8． MARKETINGAUTIIORISATIONNUMBER（S）  

9． DATEOFFIRSTAUTHORISATION／RENEWALOFTHEAUTHORISATION   

＜〈DDmonthYYYY）＞  

10． DATEOFREVISIONOFTHETEXT   

iMM／YYYY）  
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1． NAMEOFTHEMEDICINALPRODUCT   

EnentlOmgⅢm－COatedtablets．  

2． QUALITATⅣEANI）QUANTITATⅣECOMPOSITION   

EachtabletcontainslOmgprasugrel（ashydrochloride）．  
Excipient：Eachtabletcontains2．1mglactose．   

Foraful11istofexcipients，SeeSeCtion6・1．  

3． PHARMACEUTICALFORM   

Film－COatedtablet（tablet）．   

Beigeanddouble－arrOWShapedtablets，debossedwith“10mg”ononesideand“4759”ontheother．  

4． CLINICALPARTICULARS   

4・1 Therapeuticindications   

Enent，CO－administeredwithacetylsalicylicacid（ASA），isindicatedforthepreventionof  

atherothromboticeventsinpatientswithacutecoronarysyndrome（i．e．unstableangina，nOn－ST  
Segmentelevationmyocardialinfarction［UA／NSTEMI］orSTsegmentelevationmyocardial  
infarction［STEMI］）undergoingprimaryordelayedpercutaneousCOrOnaryintervention（PCI）．   

Forfurtherinfbrmationpleaserefbrtosection5．1．   

4．2 Posologyandmethodofadministration   

Posology   

ノl（九JJ∫  

E茄entshouldbeinitiatedwithasingle60mgloadingdoseandthencontinuedatlOmgonceaday．  
PatientstakingEfientshouldalsotakeASAdaily（75mgto325mg）．   

Inpatientswithacutecoronarysyndrome（ACS）whoaremanagedwithPCI，Premature  
discontinuationofanyantiplateletagent，includingEfient，COuldresultinanincreasedriskof  
thrombosis，fnyocardialinfarctionordeathduetothepatient’sunderlyingdisease．Atreatmentofup  
to12monthsisrecommendedun1essthediscontinuationofEnentisclinical1yindicated（seesections  
4．4and5．1）．   

肋≧75γe椚0揖  
TheuseofEfientinpatients≧75ye訂SOfageisgenerallynotrecommended．If，a氏eracareful  
individualbenefit／riskevaluationbytheprescribingphysician（SeeSeCtion4．4），treatmentisdeemed  
necessaryinthepatientsagegroup≧75years，thenfo1lowlnga60mgloadingdoseareduced  
maintenancedoseof5mgshouldbeprescribed．Patients≧75yearsofagehavegreatersensitivityto  
bleedingandhigherexposuretotheactivemetaboliteofprasugrel（SeeSeCtions4．4，4．8，5．1and5・2）・  
Theevidencefbrthe5mgdoseisbasedonlyonpharmacodynamic／pharmacokineticanalysesandno  
ClinicaldatacurTentlyexistonthesafttyofthisdoseinthepatientsagegroup≧75years．   

劫楠血川幼弱ね＜∂0たど  

Enentshouldbegivenasaslngle60mgloadingdoseandthencontinuedata5mgoncedailydose・  
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ThelOmgmaintenanCedoseisnotrecommended．Thisisduetoanincreaseinexposuretotheactive  
metaboliteofprasugrel，andanincreasedriskofbleedinglnpatientswithbodyweight＜60kgwhen  
givenalOmgoncedailydose comparedwithpatients≧60kg・Efncacyandsafbtyofthe5mgdose  
havenotbeenprospeCtivelyassessed（SeeSeCtions4・4，4・8and5・2）・   

尺e〃αJわ7Pαfr椚e〃r  

Nodoseaqjustmentisnecessaryforpatientswithrenalimpalrment，includingpatientswithendstage  
renaldisease（seesection5．2）．Thereislimitedtherapeuticexperienceinpa土ientswithrenal  
impainnent（SeeSeCtion4．4）．   

〟eβαJfc∫∽pαわ■me〃J  

Nodosea（りustmentisnecessaryinsubjectswithmi1dtomoderatehepaticimpairment（ChildPugh  
classAandB）（seesection5．2）．Thereislimitedtherapeuticexperienceinpatientswithmi1dand  

moderatehepaticdysfunction（SeeSeCtion4・4）・   

C／7抜かe〃〃〃d〝（永）Je∫C（ヲ〃わ  

E頁entisnotrecommendedforuseinchildrenbelowage18dtletOalackofdataonsafetyand  
e用cacy・   

Methodofadministration  

Fororaluse．Efientmaybeadministeredwithorwithoutfood．Administrationofthe60mgprasugrel  
loadingdoseinthefastedstatemayprovidemostrapidonsetofaction（SeeSeCtion5・2）・DonotcruSh  

orbreakthetablet．  

4．3  Contraindications   

HypersensitivitytotheactivesubstanceortoanyOftheexcipients・  
Active pathological bleeding. 
Historyofstrokeortransientischaemicattack（TIA）・  
Severehepaticimpairment（ChildPughclassC）・   

4A SpecialwamlngSandprecautionstbruse   

βJeed～〃grねた  

1nthephase3clinicaltrialkeyexclusioncriteriaincludedanincreasedriskofbleeding；anaemia；  
thrombocytopaenia；ahistoryofpathologlCalintracranialhdings・Patientswithacutecoronary  

SyndromesundergoingPCItreatedwithE壬ientandASAshowedanincreasedriskofmajorandminor  
bleedingaccordingtotheTIMIclass浦cationsystem・Therefore，theuseofEfientinpatientsat  
increasedriskofbleedingshouldonlybeconsideredwhenthebenentsintermsofpreventionof  
ischaemiceventsaredeemedtooutweightheriskofseriousbleedings．Thisconcemappliesespecially  
topatients：  
・≧75yearsofage（seebelow）・  

・withaproperlSitytobleed（e・g・duetorecenttrauma，reCentSurgery，reCentOrreCurrent  

gastrointestinalbleeding，OraCtivepepticulcerdisease）  

・withbodyweight＜60kg（seヲSeCtlOnS4・2and4・8）・InthesepatientsthelOmgmaintenancedoseis  

notrecommended．A5mgmalntenanCedoseshouldbeused・  

・withconcomitantadministrationofmedicinalproductsthatmaylnCreaSetheriskofbleeding，  
including 

． 

ForpatientswithactivebleedingfbrwhomreversalofthepharmacologlCaleffectsofEnentis  
required，PlatelettranSfusionmaybeapproprlate・   

TheuseofEfientinpatients≧75yearsofageisgenerallynotrecommendedandshouldonlybe  
undertakenwithcautionafteracarefu1individualbenent／riskevaluationbytheprescribingphysician  
indicatesthatbene貞tsintermsofpreventionofischaemiceventsoutweightheriskofserious  
bleedings．Inthephase3clinicaltrialthesepatientswereatgreaterriskofbleeding，mCludingfatal  
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bleeding，COmParedtopatients＜75yearsofage・Ifprescribed，alowermaintenancedoseof5mg  

Shouldbeused；thelOmgmaintenancedoseisnotrecommended（SeeSeCtions4．2and4・8）．   

Therapeuticexperiencewithprasugrelislimitedinpatientswithrenalimpairment（includingESRD）  
andinpatientswithmoderatehepaticimpalrment．Thesepatientsmayhaveanincreasedbleedingrisk・  
Therefore，praSugrelshouldbeusedwithcautioninthesepatients・   

TherapeuticexperlenCeWithprasugrelislimitedinAsianpatients・Therefore，praSugrelshouldbeused  
WithcautioninthesepaIients．   

Patientsshouldbetoldthatitmighttakelongerthanusualtostopbleedingwhentheytakeprasugrel  
（incombinationwithASA），andthattheyshouldreportanyunusualbleeding（siteorduration）totheir  
physician・   

迦払出ご  

Patientsshouldbeadvisedtoinformphysiciansanddentiststhattheyaretakingprasugrelbeforeany  
SurgerylSSCheduledandbefbreanynewmedicinalproductistaken．Ifapatientistoundergoelective  
Surgery，andanantiplateletefftctisnotdesired，Efientshouldbediscontinuedatleast7dayspnorto  
Surgery・Increasedfrequency（3－fo1d）andseYerityofbleedingmayoccurinpatientsundergoing  
CABGsurgerywithin7daysofdiscontinuatlOワOfprasugrel（See4・8）・Thebenentsandrisksof  

prasugrelshouldbecarefu11ycorlSideredinpatlentSinwhomthecoronaryanatomyhasnotbeen  
definedandurgentCABGisapossibility・   

地凸通し∴／叫丹山一′′しユニ／リーりリーハJJr〟J・り！r／ソン  

TTPhasbeenreportedwiththeuseofotherthienopyridines．TTPisaseriousconditionandrequlreS  
PrOmpttreatment．EfientwasnotassociatedwithTTPinclinicaltrialssupportingregistration・   

エαCわ∫e  

Patientswithrarehereditaryproblemsofgalactoseintolerance，theLapplactasedeficiencyorglucose－  
galactosemalabsorpt10nShouldnottakeEnent・   

4．5 Interactionwithothermedicinalproductsandotherfbrmsofinteraction   

WadZ7rin：ConcomitantadministrationofE丘entwithcoumarinderivativesotherthanWarfarinhasnot  
beenstudied．BecauseOfthepotentialforincreasedriskofbleeding，Warfarin（OrOthercoumarin  
derivatives）andprasugrelshouldbeco－administeredwithcaution（seesection4．4）．   

Non－SterOidblanti一坤7ammatoTydⅦ即（Ⅳ叫：ConcomitantadministrationwithchronicNSAIDs  

hasnotbeenstudied．BecauseOfthepotentialforincreasedriskofbleeding，ChronicNSAIDs  
（includingCOX－2inhibitors）andEnentshouldbeco－administeredyithcaution（seesection4・4）・   

EfientcanbeconcomitantlyadministeredwithmedicinalproductsmetabolisedbycytochromeP450  
enzymes（includingstatins），Ormedicinalproductsthatareinducersorinl1ibitorsofcytoch∫OmeP450  
en町meS．E缶entcanalsobeconcomitantlyadministeredwithASA，heparin，digoxin，andmedicinal  
productsthatelevategastricpH，includingprotonpumpinhibitorsandH2blockers・Althoughnot  
StudiedinspeCincinteractionstudies，Enenthasbeenco－administeredinthephase3clinicaltrialwith  
lowmolecularweightheparin，bivalirudin，andGPIIb／Ⅲainhibitors（noinfbrmationavai1able  

regardingthetypeofGPIIb／IIIainhibitorused）withoutevidenceofclinicallysignificantadverse  
interactions．  

E／籍cJ∫0′0′力erJ乃e成c加αJpro血cね0〃郎e〃J．・   

Aceo）Lsaliqylicacid：E貞entistobeadministeredconcomitantlywithacety1salicylicacid（ASA）・  
AlthoughapharmaCOdynamicinteractionwithASAleadingtoanincreasedriskofbleedinglS  
possible，thedemonstrationoftheefncacyandsafttyofprasugrelcomesfrompatientsconcomitantly  
treatedwithASA．  

16   



Heparin：Asingleintravenousbolusdoseofun舟actionatedheparin（100U／kg）didnotsignificantly  

altertheprasugrel－mediatedinhibitionofplateletaggregation．Likewise，praSugreldidnot  
Signincantlyaltertheeffectofheparinonmeasuresofcoagulation・Therefbre，bothmedicinalproducts  
Canbeadministeredconcomitantly．AnincreasedriskofbleedinglSPOSSiblewhenEfientisco－  

administeredwithheparin．   

S（atins：AtorvaStatin（80mgdaily）didnotalterthepharmacokineticsofprasugrelanditsinhibitionof  
plateletaggregation・Therefbre，StatinsthataresubstratesofCYP3Aarenotanticipatedtohavean  
efftctonthepharmacokineticsofprasugreloritsinhibitionofplateletaggregation．   

Medicinalproducfsthateleva（egastricpH：Dailyco－administrationofranitidine（anH2blocker）or  
lansoprazole（aprotonpumpinhibitor）didnotchangetheprasugrelactivemetabolite’sAUCandTm。X，  

butdecreasedtheCmaxby14％and29％，reSPeCtively．Inthephase3clinicaltrial，E貞entwas  
administeredwithoutregardtocoLadministrationofaprotonpumpinhibitororH2blocker．  
Administrationofthe60mgprasugre1loadingdosewithoutconcomitantuseofprotonpump  
inhibitorsmayprovidemostrapidonsetofaction．   

h7hibitorsqrCYP3A：Ketoconazole（400mgdaily），aSelectiveandpotentinhibitorofCYP3A4and  

CYP3A5，didnotaffectprasugrel－mediatedinhibitionofplateletaggregationortheprasugrelactive  

metabolite’sAUCandTmax，butdecreasedtheCmaLXby34％to46％・Therefore，CYP3Ainhibitors  

SuChasazolantifungals，HIVproteaseinhibitors，Clarithromycin，telithromycln，Verapami1，diltiazem，  
indinavir，CIPrOfloxacin，andgrape丘uitjuicearenotanticipatedtohaveasign浦canteffectonthe  
phamacokineticsoftheactivemetabolite．   

1nducersQ［q｝tOChromesP450：Rifampicin（600mgdaily），apOtentinducerofCYP3AandCYP2B6，  

andaninducerofCYP2C9，CYP2C19，andCYP2C8，didnotsign摘cantlychangethe  
pharmacokineticsofprasugrel．Therefore，knownCYP3AinducerssuchasrifampICln，  
Carbamazeplne，andotherinducersofcytochromesP450arenotantlCIPatedtohavesign摘cantefftct  
Onthepharmacokineticsoftheactivemetabolite・   

／専＝小・ニ／／迫ノJ／‥′い・／／…二伸・・／／lイ′～・′／ノリ宮／Ⅲイ・、   

Digoxin：PraSugrelhasnoclinicallysignincantefftctonthepharmacokineticsofdigoxin．   

ル免dicinalproductsmetabolisedb）Cn）2C9：PraSugreldidnotinhibitCYP2C9，aSitdidnotafftctthe  
pharmacokineticsofS－Warfarin・Becauseofthepotentialforincreasedriskofbleeding，Warfarinand  
E丘entshouldbeco－administeredwithcaution（seesection4．4）．   

MdtcinalproductsmetabolisedbyCYP2B6：praSugrelisaweakinhibitorofCYP2B6．Inhealthy  
Su切ects，PraSugreldecreasedexposuretohydroxybuproplOn，aCYP2B6－mediatedmetaboliteof  
buprop10n，by23％・Thiseffectislikelytobeofclinicalconcernonlywhenprasugrelisco－  
administeredwithmedicinalproductsfbrwhichCYP2B6istheonlylnetabolicpathwayandhavea  
narrowtherapeuticwindow（e．g・CyClophosphamide，efhvirenz）．   

4．6 Ⅰ｝regnancyandlactation   

NoclinicalstudyhasbeenconductedinpregnantorlactatlngWOmen．   

Animalstudiesdonotindicatedirecthamfu1efftctswithrespecttopregnancy，embryonal／foetal  
development，Parturitionorpostnataldevelopment（seesection5・3）・Becauseanimalreproduction  
Studiesarenotalwayspredictiveofahumanresponse，Enentshouldbeusedduringpregnancyonlyif  
thepotentialbenenttothemotherjustifiesthepotentialrisktothefbetus・   

ltisunknownwhetherprasugrelisexcretedinhumanbreastmilk・Animalstudieshaveshown  
excretionofprasugrelinbreastmilk・TheuseofprasugrelduringbreastfeedinglSnOtreCOmmended．  
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Prasugrelhadnoefftctonfヒrtilityofmaleandftmaleratsatoraldosesuptoanexposure240times  
therecommendeddailyhumanmaintenancedose（basedonmg／m2）．   

4・7 Efrectsonabilitytodriveandusemachines   

Nostudiesontheeffbctsonabilitytodriveandusemachineshavebeenperfbrmed・Prasugrelis  
expectedtohavenoornegligibleinfluenceontheabilitytodriveandusemachines．   

4．8  Undesirableeffbcts   

SafttyinpatientswithacutecoronarysyndromeundergoingPCIwasevaluatedinoneclopidogrel－  
COntrO11edstudy（TRITON）inwhich6741patientsweretreatedwithprasugrel（60mgloadingdose  

andlOmgoncedailymチintenancedose）foramedianof14・5months（5802patientsweretreatedfbr  

OVer6months，4136patlentSWeretreatedfbrmorethanlyear）．Therateofstudydrug  
discontinuationduetoadverseeventswas7・2％forprasugreland6・3％forclopidogrel・Ofthese，  
bleedingwasthemostcommonadversereactionforbothdrugSleadingtostudydrugdiscontinuation  
（2．5％fbrprasugrelandl．4％forclopidogrel）．   

β／詑‘ガ′曙   

・＼川＝l’川●川＝′二l・・J′●J巧、り伸一′ヾ・ヾ（恒／Jl（二lβ川ハイーJ／t・t／／イ…／恒ゞ  

InTRITON，thefiequencyofpatientsexperienclnganOn－CABGrelatedbleedingeventisshownin  

Tablel・TheincidenceofNon－CABG－relatedTIMImqjorbleeding，1nCludinglift－threateningand  
fatal，aSWellasTIMIminorbleeding，WaSStatisticallysignincantlyhigherinsubjectstreatedwith  
PraSugrelcomparedtoclopidogrelintheUA／NSTEMIandAllACSpopulations・Nosignificant  

difftrencewasseenintheSTEMIpopulation．Themostcommonsiteofspontaneousbleedingwasthe  
gastroirlteStinaltract（1・7％ratewithprasugrelandl・3％ratewithclopidogrel）；themostfrequentsite  

Ofprovokedbleedingwasthearterialpuncturesite（1，3％ratewithprasugrelandl．2％with  
Clopidogrel）・  

Tablel：IncidenceofNon－CABGrelatedbleedinga（％Patients）  

EYent   A11ACS  UAノNSTEMI  STEMI  

Prasugrelb  Clopidogrel  Prasugrelb  Clopidogrel  Prasugrelb  C）opidogrel  
＋ASA   

b   ＋ASA   b   ＋ASA   b  

（N＝‘741）   ＋ASA  （N＝5001）   ＋ASA  （N＝1740）   ＋ASA  

（N主‘71‘）  （N＝4粥0）  （N＝173‘）   

TIMIm勾Or  2．2   1．7   2．2   1．6   2．2   2．0   

bleedingC  

Lifb－threateningd   1．3   0．8   1．3   0．8   1．2   1．0   

Fatal   0．3   011   0．3   0．1   0．4   0．1   

Symptomatic  0．3   0．3   0．3   0．3   0．2   0．2   

ICHC  

Requiring  0．3   0．1   0．3   0．1   0．3   0．2   

inotropes  

Requiring  0．3   0．3   0．3   0．3   0．1   0．2   

SurglCal  

intervent10n  

Requiring  0．7   0．5   0．6   0．3   0．8   0．8   

transfusion（≧4  

units）  

TIMI minor 2．4   1．9   2．3   1，6   2．7   2．6   

bleedingf  
αCe〃／rα砂8〃〟d7c〟′edeve痛瑚〃gd妙J力e乃rom占0少∫豆f〃A少ocαr‘7f8Jノゆrc血〃叩節〃㊥Gro岬C′血r血  

占OJ加r∫ね〃血r‘ブ書方er甲Je∫Wereぴedα∫（坪r（軍rfα′g．  

C．4叩f〃／r‘7Crα〃′αJろαemOrr力♂ggOrα叩C／加fc‘フ砂ovgr／占存ed〃g（】∫∫OCfα′edwf才力αカ／／如月αe椚Ogわム7〃≧Fgンセ比．  
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d上殖－／ろreロJ錯∽g占ねedfれgf∫α蝕占∫e‘げ〃几〟m可Or占Jged血gd＝dinc／以de∫血押e∫∫〝de〃Jgd如才o肌Pβ虚〃／∫研町占e  

co〟〃JedJカ∽Or（，／力α〃0〃erOW．  

g／C〃＝′〃JrαCrd〃～ロ拍αe〃70rr力dge．  

′C／f〃血／少over′ム／egd∫〃gβ∫∫OC′β／ビdw油αカ／／加ゎ〟ビmOgわぁ7〝q／ゴg／耽占〃／くjg／t比＿   

地≧75γeα∫0〟  

Inthephase3clinicaltrial，nOn－CABG－rela‡edTIMlm句OrOrminorbleedingratesforpatientsintwo  

agegroupswereasfbllows：  

Age   Prasugrel   Clopidogrel   
≧75years（N＝1785）   9．0％（l．0％ねtal）   6．9％（0．1％ねtal）   

＜75years（N＝11672）   3．8％（0．2％ねt扇）   2．9％（0，1％htal）   

タα〆ね〃J∫＜∂0ね  

Inthephase3clinicaltrial，nOn－CABG－rClatedTIMIm往IOrOrminorbleedingratesforpatientsintwo  
Weightgroupswereasfb1lows‥  

Weight   Prasugrel   Clopidogrel   

＜60kg（N＝664）   10・1％（0％htal）   6．5％（0．3％ねtal）   

≧60kg（N＝12672）   4．2％（0．3％ねtal）   3．3％（0．1％htal）   

Inpatients≧60kgandage＜75years，nOn－CABGrrelatedTIMIm叫OrOrminorbleedingrateswere  

3・6％forprasugreland2・8％forclopidogrel；rateSfbrfatalbleedingwereO．2％forprasugrelandO．1％  
forcIopidogrel・   

CAβG－re／融‘噸  

1nthephase3clinicaltrial，437patientsunderwentCABGduringthecourseofthestudy．Ofthose  

patients，therateofCABG－relatedTIMIm年lOrOrminorbleedingwas14・1％fbrtheprasugrelgroup  
and4．5％intheclopidogrelgroup．Thehigherriskfbrbleedingeventsinsubjectstreatedwith  

PraSugrelpersistedupto7daysfromthemostrecentdoseofsttldydrug．Forpatientswhoreceived  
theirthienopyridinewithin3dayspr10rtOCABG，thefrequenciesofTIMIm句OrOrminorbleeding  
Were26・7％（120f45patients）intheprasugrelgroup，COmparedwith5・0％（30f60patients）inthe  

Clopidogrelgroup・Forpatientswhoreceivedtheirlastdoseofthienopyridinewithin4to7daysprlOr  
toCABG，thefrequenciesdecreasedtoll・3％（90f80patients）intheprasugrelgroupand3・3％（30f  

90patients）intheclopidogrelgroup．Beyond7daysaf【erdrugdiscontlnuation，theobservedratesof  
CABG－relatedbleedingweresimi1arbetweentreatmentgroups（SeeSeCtion4．4）．   

」dver∫2月eαCJわ〃∫  

Table2summariseshaemorrhagicandnon－haemoIThagicadversereactionsinTRITONclass漬edby  
frequencyandsystemorganclass．Frequenciesaredefinedasfbllows：  

Verycommon（≧1／10）；COmmOn（≧1／100to＜1／10）；unCOmmOn（≧1／1000to＜1／100）；  

rare（≧1／10，000to＜1／1，000）；Very 

availabledata）．  

TabIe2：HaemorrhagicandNon－haemorrhagicadversereaetions   
SystemOrganClass  Common   Uncommon   Rare   

βJoo（プロ〃dわ′〝pわα〟c  

伽／e∽ゐor（おノ一∫   

砂ed加「（尭r∫  Eyehaemorrhage  
l匂∫C乙／ねrβf∫Or（おr∫   Haematoma  

尺e軍わ一αわJツ，／力or（！Cfc  Epistaxis   Haemoptysis  
〟〃d椚e（滋α∫J加d／  

（茄∫Or（おr∫  

G（フ∫Jr（フ∫〃Je∫Jf〝αJ   Gastrointestinalhaemorrhage   Retroperitonealhaemorrhage  
訪∫Or（おr∫  Recta‖1aemOrl・hage  

Haematochezia   
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Gingivalbleeding  
∫たf〃α〃d∫〟占c以Jα〃eO〟∫  Rash  

Jね∫〟eゐor（おr∫   Ecchymosis   
尺e〃αJα〃d〟r加αワ  Haematuria  
d7∫Or（おノー  

Ge〃grαJゐor〔おr∫α〝d  Vesselpuncturesitehaematoma  

仇加扉血知れ加わ〝扇加  Puncture site haemorrhage 
co〃（ガ′わ〃∫  

坤〟り1クOJ∫0乃JJ唱α〃d  Post－prOCeduralhaemorrhage   Subcutaneous  
クrOCe血rαJ  haematoma   
C（）J叩フノブc（フ〟0〃∫   

InpatientswithorwithoutahistoryofTIAorstroke，theincidenceofstrokeinthephase3clinical  
trialwasasfb1lows（seesection4．4）：  

HistoryofTIAor   Prasugrel   Clopidogrel   

stroke  

Yes（N＝5用）   6．5％（2．3％ICH＊）   1．2％（0％ICH＊）   

No（N＝13090）   0．9％（0．2％ICH＊）   1．0％（0．3％ICHり  

＊JC〝＝∫〃加C用乃∫α川αe椚Orrろαge・   

4．9  0verdose   

OverdoseofE幻entmayleadtoprolongedbleedingtimeandsubsequentbleedingcomplications・No  

dataareavailableonthereversalofthepharmacologlCalefftctofprasugrel；however，ifprompt  
correctionofprolongedbleedingtimeisrequired，platelettransfusionand／orotherbloodproductsmay  
beconsidered．  

5． PHARmCOLOGICALPROPERTIES   

5．1 Pharmacodynamicproperties   

Pharmacotherapeuticgroup‥Notyetasslgned・ATCcode‥Notyetassigned・   

ア如r∽dCαか〃〝〃gC∫  

Prasugrelisaninhibitorofplateletactivationandaggregationthroughtheirreversiblebindingofits  
activemetabolitetotheP2Y12ClassofADPreceptorsonplatelets・Sinceplateletsparticipateinthe  
initiationand／orevolutionofthromboticcomplicationsofatheroscleroticdisease，inhibitionbfplatelet  
functioncanreSultinthereductionoftherateofcardiovasculareventssuchasdeath，myOCardial  
infarCtion，OrStrOke．   

Followlnga60mgloadingdoseofprasugrel，inhibitionofADP－inducedplateletaggregationoccursat  
15minuteswith5ト⊥MADPand30minuteswith20トIMADP・Themaximuminl1ibitionbyprasugrel  
ofADP－inducedplateletaggregationis83％with5LIMADPand79％with201⊥MADP，inbothcases  
with89％ofhealthysubjectsandpatientswithstableatherosclerosisachievingatleast50％inhibition  
ofplateletaggregationbylhour・Prasugrel－mediatedinhibitionofplateletaggregationexhibitslow  
between－Subject（12％）andwithin－Subject（9％）variabilitywithboth5LIMand20LIMADP・Mean  
steady－Stateinhibitionofplateletaggregationwas74％and69％respectivelyfor5LIMADPand20  
LIMADP，andwasachievedfo1lowing3to5daysofadministrationofthelOmgprasugrel  
maintenancedoseprecededbya60mgloadingdose・Morethan98％ofsubjectshad≧20％inhibition  
Ofplateletaggregationduringmaintenancedosing・   

Plateletaggregationgradual1yretumedtobaselinevaluesaRertreatmentin7to9daysafter  
administrationofasingle60mgloadingdoseofprasugrelandin5daysfb1lowingdiscontinuationof  
maintenancedosingatsteady－State．  
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CloDido訂el：Fo1lowlngadministrationof75mgclopidogreloncedailyfbrlOdays，40healthy  

Su句ectswereswitchedtoprasugre110mgoncedailywithorwithoutaloadingdoseof60mg．  
Similarorhigherinl1ibitionofplateletaggregationwasobservedwithprasugrel，Switchingdirectlyto  
PraSugre160mgloadingdoseresultedinthemostrapidonsetofhigherplateletinhibition．Followlng  
administrationofa900mgloadingdoseofclopidogrel（withASA），56su句ectswithACSwere  
treatedfbr14dayswitheitherprasugre110mgoncedailyorclopidogrel150mgoncedaily，andthen  
SWitchedtoeitherclopidogre1150mgorprasugrellOmgforanother14days・Higherinl1ibitionof  
Plateletaggregationwasobservedinpatientsswitchedtoprasugre110mgcomparedwiththosetreated  
withclopidogre1150mg・Nodataareavailableonswitchingfromaclopidogre‖oadingdosedirectly  

toaprasugre1loadingdose・   

／・加－・（J・二！： 

Thephase3TRITONstudycomparedEfient（prasugrel）withcIopidogrel，bothcoTadministeredwith  
ASAandotherstandardtherapy．TRITONwasa13，608patient，multicentreinternational，  
randomised，doubleblind，parallelgroupstudy．PatientshadACSwithmoderatetohighriskUA，  

NSTEMI，OrSTEMIandweremanagedwithPCI．   

PatientswithUA／NSTEMIwithin72hotlrSOfsymptomsorSTEMIbetween12hoursto14daysof  
SymPtOmSWererandomisedafterknowledgeofcoronaryanatomy・PatientswithSTEMIwithin12  
hoursofsymptomsandplarmedfbrprlmaryPCIcouldberandomisedwithoutknowledgeofcoronary  
anatomy．Fora11patients，theloadingdosecouldbeadministeredanytlmebetweenrandomisationand  
lhourafterthepatientleftthecatheterisationlab・   

Patientsrandomisedtoreceiveprasugrel（60mgloadingdosefollowedbylOmgoncedaily）or  
Clopidogrel（300mgloadingdosefo1lowedby75mgoncedaily）weretreatedfbramedianof14．5  
months（maximumof15monthswithaminimumof6monthsfollow－up）．PatientsalsoreceivedASA  
（75mgto325mgoncedaily）・Useofanythienopyridinewithin5daysbefbreenrolmentwasan  
exclusioncriterion．OthertherapleS，SuChasheparinandGPIIb／川ainhibitors，Wereadministeredat  
thediscretionofthephysician．Approximately40％ofpatients（ineachofthetreatmentgroups）  
receivedGPIIb〟IIainhibitorsiヮsupportofPCI（noinfbrmationavailableregardingthetypeofGP  
lIb／1IIainhibitorused）．Approxlmately98％ofpatients（ineachofthetreatmentgroups）received  
antithrombins（heparin，lowmolecularweightheparin，bivalirudin，OrOtheragent）directlyinsupport  
of■pcI．   

Thetrial’sprimaryoutcomemeasurewasthetimetofirstoccurTenCeOfcardiovascular（CV）death，  
non－fhtalmyocardialinfarction（MI），OrnOn－htalstroke．AnalysisofthecompositeendpointintheAll  
ACSpopulation（COmbinedUA丑寸STEMlandSTEMIcohorts）wascontingentonshowingstatistical  
SuperiorityofprasugrelversusclopidogrelintheUA／NSTEMIcohort（P＜0・05）・   

AllACSpqpulation：E貞entshowedsuperiorefficacycomparedtoclopidogrelinreducingtheprlmary  
composlteOutCOmeeVentSaSWellasthepre－SpeCinedsecondaryoutcomeevents，includingstent  
thrombosis（seeTable3）．Thebenefitofprasugrelwasapparentwithinthefirst3daysanditpersisted  
totheendofstudy・Thesuperiorefficacy 

． 

age．Thebenentsassociatedwithprasugrelwereindependentoftheuseofotheracuteandlong－term  
CardiovasculartherapleS，includingheparirJlowmolecularweightheparin，bivalirudin，intravenous  
GPHb／IIIainhibitors，1ipid－lowerlngmedicinalproducts，beta－blockers，andanglOtenSinconvertlng  
enzymeinhibitors．TheefncacyofprasugrelwasindependentoftheASAdose（75mgto325mgonce  
daily）．TheuseoforalanticoagulantS，nOn－StudyantiplateletmedicinalproductsandchronicNSAlDs  
WaSnOtallowedinTRITON．IntheA11ACSpopulation，PraSugrelwasassociatedwithalower  
incidenceofCVdeath，nOn－fatalMI，OrnOn－fatalstrokecomparedtoclopidogrel，regardlessof  
baselinecharacteristicssuchasage，SeX，bodyweight，geOgraPhicalreglOn，uSeOfGPIIb／IIIa  
inhibitors，andstenttype．Thebenentwasprimari1yduetoasign頂cantdecreaseinnon－fatalMI（See  
table3）．Sub5ectswithdiabeteshadsignincantreductionsintheprimaryandallsecondarycomposite  
endpoints・  
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Theobservedbene貞tofprasugrelinpatients≧75yearswaslessthanthatobservedinpatients＜75  
years■ 

4・8）・Patients≧75yearslnWhomthebenefitwithprasugrelwasmoreevidentincludedthosewith 
diabetes，STEMI，higherriskofstentthrombosis，OrreCurrenteVentS．   

PatientswithahistoryofTIAorahistoryofischaemicstrokemorethan3monthsprlOrtOPraSugrel  
therapyhadnoreductionintheprlmaryCOmpOSiteendpoint．   

Table3：PatientswithOutcomeEventsinTRITONPrimaryAnalysis  

Prasugrel   C］opidogrel  HazardRatio（HR）  p－  
＋ASA   ＋ASA   （95％CI）   Value   

OutcomeEYentS  

（N＝‘813）   （N＝‘7，5）   

A）lACS  ％  ％   

PrimaryCompositeOutcomeEvents  9．4   11．5   0．812（0．732，0．902）  ＜0．001  

Cardiovascular（CV）death，nOnfatalMI，Or  

nonfatalstroke  

PriTr）aryIndividualOutcomeEvents   

CVdeath   2．0   2，2   0．8g6■（0．701，1．118）  0．307   

NonfatalMl   7．0   9．1   0．757（0．672，0．B53）  ＜0．001   

Nonfatalstroke   0．9   0．9   1．016（0．712，1．451）  0．930   

UA／NSTEMI   （N＝5044）   （N＝5030）  

PrimaryCompositeOutcomeEvents   ％   ％   

CVdeath，nOnfatalM［，OrnOnfatalstroke   9．3   11．2   0．820（0．726，0．927）  0．002   

CVdeath   1．8   1．8   0．979（0．732，1．309）  0．885   

Nonhtal～Ⅲ   7．1   9．2   0．761（0．663，0．873）  ＜0．00l   

Nonfatalstroke   q．g   0．8   0．979（0．633，l．513）  0．922   

STEMI   （N＝17‘9）   （N＝17‘5）  

PrimaryCompositeOutcomeEvents   ％   ％   

CVdeath，nOn血talMl，OrnOnfatalstroke   9．8   12．2   0．793（0．649，0．968）  0．019   

CVdeath   2．4   3．3   0．73g（0．497，1．094）  0．129   

Non払talかⅢ   6．7   乱暴   0．746（0．588，0．948）  0．01（；   

Nonfatalstroke   1．2   1．097（0．590，2．040）  0．770   

IntheAl1ACSpopulation，analysisofeachofthesecondaryendpointsshowedasignincantbene缶t  
（p＜0．001）forprasugrelversusClopidogrel．Theseincludedde丘niteorprobablestentthrombosisat  

Studyend（0．9％vsl．8％；HRO．498；CIO．364，0．683）；CVdeath，nOnfatalMI，OrurgenttargetVeSSel  

revascularisationthrough30days（5．9％vs7．4％；HRO．784；CIO．688，0．894）；allcausedeath，nOnfatal  

MI，OrnOnfatalstrokethroughstudyend（10．2％vs12．1％；HRO．831；CIO．751，0．919）；CVdeath，  
nonfatalMI，nOnねtalstrokeorrehospitalisationforcardiacischaemiceventthroughstudyend（11・7  
％vs13．8％；HRO．838；CIO．762，0．921）．Analysisofallcausedeathdidnotshowanysignincant  

diffbrencebetweenprasugrelandclopidogrelintheAllACSpopulation（2．76％vs2．90％），inthe  

UA胴STEMIpopulation（2．58％vs2．41％），andintheSTEMIpopulation（3．28％vs4．31％）．   

Prasugrelwasassociatedwitha50％reductioninstentthrombosisthroughthe15monthfo1low－uP  
period．ThereductioninstentthrombosiswithE缶entwasobservedbothearlyandbeyond30daysfor  
bothbaremetalanddrugelutingstents．   

Inananalysisofpatientswhosurvivedanischaemicevent，PraSugrelwasassociatedwithareduction  
ihtheincidenceofsubsequentprimaryendpointevents（7．8％fbrprasugrelvsll．9％fbrclopidogrel）．   

Althoughbleedingwasincreasedwithprasugrel，ananalysisofthecompositeendpointofdeath丘om  
anycause，nOnfatalmyocardialinfarction，nOnfatalstroke，andnon－CABG－relatedTIMIm年IOr  
haemorrhagefavouredEnentcomparedtoclopidogrel（Hazardratio，0・87；95％CI，0・79toO・95；  
P＝0．004）・InTRITON，fbreverylOOOpatientstreatedwithEfient，therewere22fbwerpatientswith  
myocardialinfarction，and5morewithnonLCABG－relatedTIMIm可orhaemorrhages，COmParedwith  
Patientstreatedwithclopidogrel・  
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5・2 Pharmacokineticproperties   

PrasugrelisaprodrugandisrapidlymetabolisedinvivotoanactivemetaboIiteandinactive  
metabolites・Theactivemetabolite’sexposure（AUC）hasmoderatetolowbetween－Su句ect（27％）and  
within－Subject（19％）variability・Prasugrel’spharmacokineticsaresimi1arinhealthysu句ects，Patients  
Withstableatherosclerosis，andpatientsundergolngPerCutaneOuSCOrOnaryintervention・   

堰わ〃  
TheabsoIPtionandmetabolismofpr警ugrelarerapid，withpeakplasmaconcentration（Cm）ofthe  

activemetaboliteoccuminginapproxlmately30minutes・Theactivemetabolite’sexposure（AUC）  
increasesproportionallyoverthetherapeuticdoserange．Inastudyofhealthysu句ects，AUCofthe  
activemetabolitewasunaf托ctedbyahighfht，highcaloriemeal，butCmaxwasdecreasedby49％and  

thetimetoreachCmax（Tmax）wasincreasedfromO．5tol．5hours．Efientwasadministeredwithout  

regardtofoodinTRITON．Therefore，Enentcanbeadministeredwithoutregardtofbod；however，the  
administrationofprasugrelloadingdoseinthefhstedstatemayprovidemostrapidonsetofaction（See  
SeCtion4．2）．   

エ）～∫什7占∽わ〃  

bolitebindingtohumanserumalbumin（4％bufftredsolution）was98％．  

l／tイ．小ノ左上′り  

Prasugrelisnotdetectedinplasmafb1lowlngOraladministration．Itisrapidlyhydrolysedinthe  
intestinetoathiolactone，Whichisthenconvertedtotheactivemetabolitebyaslnglestepof  
CytOChromeP450metabolism，PrimarilybyCYP3A4andCYP2B6andtoalesserextentbyCYP2C9  
andCYP2C19．TheactivemetaboliteisfurthermetabolisedtotwoinactivecompoundsbyS－  
methylationorco叫ugationwithcysteine．   

Inhealthysubjects，patientswithstableatherosclerosis，andpatientswithACSreceivingEfient，there  
WaSnOrelevantefftctofgeneticvariationinCYP3A5，CYP2B6，CYP2C9，OrCYP2C190nthe  
pharmacokineticsofprasugreloritsinhibitionofplateletaggregation．   

gJわ7わ7αJわ〃  

Approximately68％oftheprasugreldoseisexcretedintheurineand27％inthefaeces，aSinactive  
metabolites．TheactivemetabolitehasaneliminationhalfJlifeofabout7．4hours（range2to15  

hours）．   

ぶpeciαノア∂p〟JαJわ那．・   

Fhhrb）．・Inastudyofhealthysut夷ectsbetweentheagesof20and80years，agehadnosignincant  
effectonpharmacokineticsofprasugreloritsinhibitionofplateletaggregation・Inthelargephase3  
Clinicaltrial，themeanestimatedexposure（AUC）oftheactivemetabolitewas19％higherinvery  
elderlypatients（≧75yearsofage）comparedtosubiects＜75yearsofage．Prasugrelshouldbeused  
Withcautioninpatients≧75yearsofageduetothepotentialriskofbleedinginthispopulation（See  
SeCtions4．2and4．4）．   

HeDaticimDai77nent：Nodoseadjustmentisnecessaryfbrpatientswithmildtomoderateimpaired  
hepaticfunction（ChildPughClassAandB）・Pharmacokineticsofprasu竿relanditsinl1ibitionof  

Plateletaggregationweresimilarinsu句ectswithmi1dtomoderatehepatlCimpalrmentCOmParedto  
healthysubjects・Pharmacokineticsandpharmacodynamicsofprasugrelinpatientswithseverehepatic  
impalrmenthavenotbeenstudied・Prasugrelmustnotbeusedinpatientswithseverehepatic  
impairment（seesection4．3）・   

Renalin7Pairmen（：Nodosagea〔りustmentisnecessary丘）rpatientswithrenalimpalrment，including  
Patientswithendstager竺aldisease（ESRD）・Pharmacokineticsofprasugrelanditsinl1ibitionof  

Plateletaggregationareslmilarinpatientswithmoderaterenalimpairment（GFR30－＜50  
ml／min／1．73m2）andhealthysubjects．Prasugreトmediatedinl1ibitionofplateletaggregationwasalso  
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SimilarinpatientswithESRDwhorequiredhaemodialysiscomparedtohealthysu叫ects，although  
CmaxandAUCoftheactivemetabolitedecreased51％and42％，reSpeCtively，inESRDpatients・   

Bodvweighf・’Themeanexposure（AUC）oftheactivemetaboliteofprasugre‖sapproximately30to  
40％higherinhealthysubjectsandpatientswithabodyweightof＜60kgcomparedtothoseweighing  
≧60kg・Prasugrelshouldbeusedwithcautioninpatientswithabodyweightof＜60kgduetothe  
potentialriskofbleedinginthispopulation（seesection4．4）．   

EthniciO）：Inclinicalpharmacologystudies，afteradjustingfbrbodyweight，theAUCoftheactive  
metabolitewasapproximately19％higherinChinese，JapaneSe，andKoreansubjectscomparedtothat  
OfCaucasiチnS，PredominantlyrelatedtohigherexposureinAsiansuqects鴫Okg・Thereisno  

diffbrencelneXpOSureamOngChinese，Japanese，andKoreanSu句ects．ExposureinsubjectsofAfHcan  
andHispanicdescentiscomparabletothatofCaucasians．Nodosea句ustmentisrecommendedbased  
Onetlmicityalone．   

Gendb・：Inhealthysubjectsandpatients，thepharmaCOkineticsofprasugrelaresimilarinmenand  
WOmen．   

Chikb′enandadblescents：Pharmacokineticsandpharmacodynamicsofprasugrelhavenotbeen  
evaluatedinapaediatricpopulation（SeeSeCtion4．2）．   

5．3 Preclinicalsafetydata   

Non－ClinicaldatarevealnospecialhazardforhumanSbasedonconventionalstudiesofsaftty  
pharmacology，rePeat－dosetoxicity，genOtOXicity，CarCinogenicpotential，OrtOXicitytoreproduction．  

Efftctsinnon－Clinicalstudieswereobservedonlyatexposuresconsideredsumcientlyinexcessofthe  
maximumhumanexposureindicatlnglittlerelevancetoclinicaluse．   

Embryo－foetaldevelopmentaltoxicologystudiesinratsandrabbitsshowednoevidenceof  
malfbrmationsduetoprasugrel．Ataveryhighdose（＞240timestherecommendeddailyhuman  
maintenancedoseonamg／m2basis）thatcausedefftctsonmaternalbodyweightand／orfood  
COnSumption，therewasaslightdecreaseino脆pringbodyweight（relativetocontroIs）．Inpre－and  

post－natalratstudies，maternaltreatmenthadnoefftctonthebehaviouralorreproductive  

developmentoftheof熟pringatdosesuptoanexposure240timestherecommendeddailyhuman  

maintenaJICedose（basedonmg／m2）．   

NocompoundqrelatedtumOurSWereObservedina2－yearratStudywithprasugrelexposuresranglngtO  
greaterthan75timestherecommendedtherapeuticexposuresinhumans（basedonplasmaexposures  
totheactiveandmqjorcirculatinghumanmetabolites）．Therewasanincreasedincidenceoftumours  

（hepatocellularadenomas）inmiceexposedfor2yea柑tOhighdoses（＞75timeslmmaneXpOSure），but  

thiswasconsideredsecondarytoprasugrel－inducedenzyme－induction．Therodent－SPeCificassociation  
Oflivertumoursanddrug－inducedenzymeinductioniswelldocumentedintheliterature．Theincrease  

inlivertumourswithprasugreladministrationinmiceisnotcoruideredarelevanthumanrisk．  

6． PHARMACEUTICALPARTICULARS   

6．1 Listofexcipients   

TabletCore：  

Microcrystalline cellulose 
Mannitol（E421）  

Croscarmellose sodium 
Hypromellose（E464）  
Magnesiumstearate   
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Film－Coat：  

Lactose monohydrate 
Hyprme1lose（E464）  
Titanlumdioxide（E171）  

Triacetin（E1518）  

Ironoxidered（E172）  
Ironoxideyellow（E172）  

Talc   

6・2 Incompatibilities   

Notapplicable．   

6．3  Shelfli艶   

2years．   

6.4 Special precautions for storage 

ThismedicinalproductdoesnotrequlreanySpeCialtemperaturestorageconditions．Storeinthe  
Orlglnalpackagetoprotect丘omairandmoisture・   

6．5 Natureandcontentsofcontainer   

Aluminiumfbilblistersincartonsof14，28，30（Xl），56，84，90（Xl）and98tablets．  
Notallpacksizesmaybemarketed・   

6.6 Special precautions for disposal 

No special requirements. 

7． n4ARKETINGAUTHORISATIONHOLI）ER   

EliLillyNederlandBV，Grootslagl－5，NL－3991RAHouten，TheNetherlands・  

8． MARKETINGAUTHORISATIONNUM二BER（S）  

9． DATEOFFIRSTAUTHORISATION／RENEWALOFTIIEAUTIlORISATION   

＜（DDmonthYYYY）＞  

10． DATEOFREVISIONOFTHETEXT   

（MM／YYYY）  
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ANNEXII  

MANUFACTURING AUTHORISATION HOLDER 

RESPONSIBLEFORBATCIIREl．EASE  

CONDITIONSOFTIIEMARKETINGAUTHORISATION  

A．  

B．  
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A． MANUFACTURINGAUTHORISATIONHOLDERRESPONSIBLEFORBATCH  
RELEASE  

Nameandaddressofthemanufacturerresponsiblefbrbatchrelease   

Li11yS・A・  

AvdadelaIndustria30  

E－28108AIcobendas（Madrid）  

Spain  

B． CONDITIONSOFTHEMARKETINGAUTIIORISATION  

●   CONDITIONSORRESTRICTIONSREGARI）INGSUPPLYANDtJSEIMPOSEDON  
THE MARKETING AUTKORISATION HOLDER 

Medicinalproductsut力ecttomedicalprescrlPtlOn・   

●   CONDITIONSORRESTRICTIONSWITHREGARDTOTHESAFEANI）  
EFFECTrvEUSEOFTfIEMEDICINALPRODUCT   

TheMAHshouldprovideeducationalmaterialtoallphysicianswhomaybeinvoIvedintreating  
patientswithprasugrel・Theformatandmeansofdissemination，Ofthismaterialshouldbediscussed  

withtheapproprlatelearnedsocieties・Theresultsofthediscussion，andwhereapproprlatethe  
material，Shouldbeagreedwiththenationalcompetentauthorityandbeavailablepriortolaunchin  
eachmemberstate．  

Theeducationalmaterialshouldinclude：   

・AcopyoftheSPC   

・ Emphasisthat：  

O Severehaemorrhagiceventsaremorefrequentinpatients≧75yearsofage（including  

fatalevents）orthoseweighing＜60kg  
O Treatmentwithprasugrelisgenerallynotrecommendedfbrpatientsof≧75yearsof  

age・  

0If，afteracarefu1individualbenefit／riskevaluationbytheprescribingphysician，  
treatmentisdeemednecessaryinthe≧75yearsagegroupthenfollowlngaloading  
doseof60mg，areducedmaintenancedoseof5mgshouldbeprescribed．  
0 Patientsweighing＜60kgshouldhaveareducedmaintenancedoseof5mg  
O Theevidencefbra5mgdoseisbasedonlyonPK／PDanalysesandnoclinicaldata  
Currentlyexistonthesafbtyofthisdoseintheatrisksubgroups・   

● OTHERCONI）ITIONS   

／ソ＝J・…．∴川、ノミJ〟・抑・・・＼l、／川J  

TheMAHrnustensurethatthesystemofpharmacovigi1ance，aSdescribedinversionv2・1presentedin  

Modulel．8．1．oftheMarketingAuthorisationApplication，isinplaceandfunctioningbefbreand  

Whilsttheproductisonthemarket・  

い＼（lいり・い・…川′／出り  

TheMAHcommitstoperformlngthestudiesandadditionalpharmacovigi1anceactivitiesdetailedin  
thePharmacovigilancePlan，aSagreedinRevisionl・40ftheRiskManagementPlan（RMP）presented  
inModulel．8．2．oftheMarketingAuthorisationApplicationandanysubsequentupdatesoftheRMP  

agreedbytheCHMP・  
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AspertheCHMPGuidelineonRiskManagementSystemsfbrmedicinalproductsfbrhumanuse，the  
updatedRMPshouldbesubmittedatthesametimeasthenextPeriodicSafttyUpdateReport  
（PSUR）．   

Inaddition，anupdatedRMPshouldbesubmitted   

・WhennewinformationisreceivedthatmayimpactonthecurrentSafttySpecification，  
PharmacovigilancePlanorriskminimisationactivities   
・Within60daysofanimportant（pharmacovigi1anceorriskminimisation）mi1estonebeing  
reached   

・AttherequestoftheEMEA  

28   



ANNEXIII   

LABELLINGANI）PACKAGELEAFLET  
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A．LABELLING  
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PARTICULARSTOAPPEARONTHEOUTERPACKAGING   

CARTONOF5mgFILM－COATEDTABLETS  

1． NAMEOFTHEMEDICINALPRODUCT  

Enent5mg創m－COatedtablets  

prasugrel  

2． STATEMENTOFACTIVESUBSTANC呵（S）  

Eachtabletcontains5mgprasugrel（ashydrochloride）  

3． LIST OFEXCIPIENTS  

Containslactose．Seeleanetfbrfurtherinfbrmation．  

4． PHARMACEUTICALFORMANDCONTENTS  

14丘1m－COatedtablets  

5． METHOI）ANDROUTE（S）OFAI）MINISTRATION  

Readthepackageleanetbeforeuse．  
Oral use 

6． SPECIALWARNINGTHATTHEMEDICINALPRODUCTM二USTBESTOREI）OUT  

OFTHEREACHANI）SIGHTOFCHILDREN  

Keepoutofthereachandsightofchildren・  

7． OTIIERSPECIALWARNING（S），IFNECESSARY  

8． EXPIRYI）ATE  

EXP   
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9． SPECIALSTORAGECONDITIONS  

Storeintheorlglnalpackagetoprotect斤omairandmoisture．  

10． SPECIALPRECAUTIONSFORDISPOSALOFUNUSEDMEDICINALPRODUCTS  

ORWASTEMATERIALSDERrVEDFROMSUCHMEDICINALPRODUCTS，IF  
AIIPROPRIATE  

11． NAMEANDAI）DRESSOFTIIEMARKETINGAtJTHORISATIONHOLDER  

EliLillyNederlandBV，Grootslagl－5，NL－3991RAHouten，TheNetherlands．  

12・MARKETINGAUTIIORISATIONNtJMBER（S）  

13． BATCHNUMBER  

14． GENERALCLASSIFICATIONFORSUPPLY  

Medicinalproductsubiecttomedicalprescription  

15． INSTRtJCTIONSON＝USE  

1‘．INFORMATIONINおRAILLE  

E重ent5mg  
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MINIMUMPARTICt）LARSTOAPPEARONBLISTERSORSTRIPS   

BLISTEROF5mgFILM－COATEDTABLETS  

1． NAMEOFTHEMEI）ICINALPRODUCT  

Enent5mgⅢm－COatedtablets  

PraSUgrel  

2． NAMEOFTHEMARKETINGAUTHORISATIONIIOLDER  

3． EXPIRYI）ATE  

4． BATCHNUMBER  

5．  OTHER  

＜MON，TUE，WED，THU，FRl，SAT，SUN，＞  
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PARTICULARSTOAPPEARONTHEOUTERPACKAGING   

CARTONOFlOmgFILM－COATEDTABLETS  

1． NAMEOFTHEMEl）ICINALPRODUCT  

EnentlOmgnlm－COatedtablets  
PraSugrel  

2・ STATEMENTOFACTrVEStJBSTANCE（S）  

EachtabletcontainslOmgprasugrel（ashydrochloride）  

3． LISTOFEXCIPIENTS  

Containslactose．Seeleanetforfurtherinformation．  

4． PHARMACEUTICALFORMANDCONTENTS  

14film－COatedtablets  

5・ METHOI）ANDROUTE（S）OFADMINISTRATION  

Readthepackageleafletbefbreuse．   

Oral use 

6． SPECIALWARNINGTHATTHEMEDICINALPRODUCTMtJSTBESTOREDOIJT  
OFTHEREACIIANDSIGHTOFCIIILI）REN  

Keepoutofthereachandsightofchildren．  

7・ OTHERSPECIALWARNING（S），IFNECESSARY  

8．  EXPIRYDATE  

EXP  
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9．  SPECIALSTORAGECONDITIONS  

Storeintheorlglnalpackagetoprotect丘omairandmoisture．  

10． SPECIALPRECAUTIONSFORDISPOSALOFUNUSEDMEDICINALPROI）UCTS  

ORWASTEMATERIALSI）ERIVEI）FROMSUCHMl己DICINALPRODUCTS，IF  

APPROPRIATE  

11． NAMEANDAI）I）RESSOFTHEMARKETINGAUTI壬ORISATIONIIOLDER  

EliLi11yNederlandBV，Groots】agl－5，NL－3991RAHouten，TheNetherlands．  

12・MARKETINGAUTHORISATIONNl）MBER（S）  

13． BATCHNUMI主ER  

14． GENERALCLASSIFICATIONFORSUPPLY  

MedicinalproductsubjecttomedicalprescrlptlOn  

1（i．INSTRtJCTIONSONUSE  

1（i．INIrORMATIONINBRAILLE  

EfientlOmg  
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MINIMUMPARTICULARSTOAPPEARONBLISTERSORSTRIPS   

BLISTEROFlOmgFILM－COATEDTABLETS  

l． NAMEOFTI‡EMEDICINALPRODUCT  

E坑entlOmgfilm－COatedtablets  
prasugrel  

2． NAMEOFTIIEMARKETINGAUTIIORISATIONHOLI）ER  

3．  EXPIRYDATE  

4．  BATCHNUMBER  

Lot：  

5． OTHER  

＜MON，TUE，WED，THU，FRI，SAT，SUN，＞  
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B．PACKAGELEAFLET  
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PACKAGELEAFLET：INFORMATIONFORTIIEUSER  

EfientlOmgfilm－COatedtablets  
Efient5mgfiIm－COatedtablets  

Prasugrel   

Readallofthisleafletcarefullybefbreyoustarttakingthismedicine．  
Keepthisleaflet．Youmayneedtoreaditagam．  
Ifyouhaveanyfurtherquestions，aSkyourdoctororpharmacist．  
Thismedicinehasbeenprescribedforyou．Donotpassitontoothers．Itmayharmthem，eVen  
iftheirsymptomsarethesameasyours．  
1fanyofthesideeffbctsgetsserious，Orifyounoticeanysidee舵ctsnotlistedinthisleaflet，  
pleasetellyourdoctororpharmacist．   

Inthisleaflet：  

1． WhatEfientisandwhatitisusedfbr  

2． BefbreyoutakeE貞ent  
3．  HowtotakeEnent  

4． Possiblesideefftcts  

5． HowtostoreEfient  

6． Furtherinformation  

1． WHATEFIENTISANDWIIATITISUSEDFOR   

Efient，belongstoagroupofmedicinesca11edantl－plateletagents．Plateletsareverysmallcellparticles  

thatcirculateintheblood．Whenabloodvesselisdamaged，forexampleifitiscut，plateletsclump  

togF：thertohelpfbrmabloodclot（thrombus）・Therefbre，Plateletsareessentialtohelpstopbleeding・If  
Clotsformwithinahardenedbloodvesselsuchasanarterytheycanbeverydangerousastheycancut  
Offthebloodsupply，CauSingaheartattack（myocardialinfhrction），StrOkeordeath．Clotsinarteries  

SupPlyingbloodtotheheartmayalsoreducethebloodsupply，CauSingunstableangina（aseverechest  

Pain）・   

E鎖entinhibitstheclumplngOfplateletsandsoreducesthechanceofabloodclotformlng．   

YouhavebeenprescribedEnentbecauseyouhavealreadyhadaheartattackorunstableanglnaand  
youhavebeentreatedwithaproceduretoopenblockedarteriesintheheart．Youmayalsohavehad  
OneOrmOreStentSPlacedtokeepopenablockedornarrowedarterysupplyingbloodtotheheart．  
Enentreducesthechancesofyouhavingafurtherheartattackorstrokeorofdyingfromoneofthese  
atherothromboticevents．Yourdoctorwillalsogiveyouacety1salicylicacid（e．g．aspirin），anOtheranti－  

plateletagent．  

2． BEFOREYOUTAKEEFIENT  

DonottakeEnent   

Ifyoareallergic（hypersensitive）toprasugreloranyoftheotheringredientsofEnent・An  
allerglCreaCtionmayberecognisedasarash，itching，aSWOllenface，SWOllenlipsorshortnessof  
breath．Ifthishashappenedtoyou，tellyourdoctor．  
Ifyouhaveamedicalconditionthatiscurrentlycausingbleeding，SuChasbleedingfromyour  
stomachorintestines．  

IfyouhaveeverhadastrokeoratranSientischaemicattack（TIA）・  

Ifyouhavesevereliverdisease．  
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TakespecialearewithEnent  
Youshouldte11yourdoctorbeforetakingEflentifanyofthesituationsmentionedbelowapplyto  
yOu：  

Ifyouhaveanincreasedriskofbleedingsuchas：  

ageof75yearsorolder・Yourdoctorshouldprescribeadailydoseof5mgasthere  
isagreaterriskofbleedinglnPatientsolderthan75years  

arecentseriouslrリury  

recentsurgery（includingsomedentalprocedures）  

recentorrecurrentbleedingfromthestomachorintestines（e．g．astomachulcer，  
COlonpolyps）  

bodyweightoflessthan60kg・Yourdoctorshouldprescribeadailydoseof5mg  
OfEfientifyouweighlessthan60kg  
renal（kidney）diseaseormoderateliverproblems  
takingcertaintypesofmedicines（see’Takingothermedicines’below）  
Plannedsurgery（includingsomedentalprocedures）inthenextsevendays．Your  

doctormaywishyoutostoptakingEfienttemporarilyduetotheincreasedriskof  

bleeding  
lfyouareAsian－thereislimitedexperienceofEfientuseinAsians  
AlthoughnocaseshavebeenseenwithEnent，withcertainotherantiplateletagentsaveryrare  

COnditioncalledThromboticThrombocytopenicPurpura（TTP）canoccur．TTPisassociatedwith  
fever，tlnyrOundpin－pOintpurplish－redbruises，Smalltomedium－Sizedbmises，COnfusion，headaches  
andadecreaseinthenumberofplatelets・IfyounoticetlnyrOundpinqpolntpurPlishィedbruises，  
Pleasecontactyourdoctorimmediately・   

Takingothermedieimes  

Pleasetellyourdoctorifyouaretakingorhaverecentlytakenanyothermedicines，including  
medicinesobtainedwithoutaprescrlption，dietarysupplementsandherbalremedies．Itisparticularly  
importanttotellyourdoctorifyouarebeingtreatedwithclopidogrel（ananti－Plateletagent），Warfarin  
（ananti－COagulant），Or“nOnSterOidalantiinflammatorydrugs”forpainandfbver（SuChasibuproftn，  
naproxen，etOricoxib）・IfgiventogetherwithEfientthesemedicinesmayincreasetheriskofbleeding   

OnlytakeothermedicineswhileyouareonEfientifyourdoctortellsyouthatyoucan．   

TakingEfientwithfbodanddrillk  
Enentmaybetakenwithorwithoutfood・   

Pregnancyandbreast－feeding  

TellyourdoctorifyoubecomepregnantoraretrylngtObecomepregnantwhileyouaretakingEnent．  
YoushoulduseE貞entonlya魚erdiscusslngwithyourdoctorthepotentialbenemsandanypotential  
riskstoyourunbornchild．  
Ifyouarebreast－feeding，aSkyourdoctororpharmacistfbradvicebefbretakinganymedicine．   

Drivingandusingmachines  

NostudiesontheefftctsofEfientontheabilitytodriveandusemachineshavebeenperfbrmed．  
Elientisunlikelytoafftctyourabilitytodriveorusemachines．   

ImportantinfbrmationaboutsomeoftheingredientsofEfient  

E貞entcontainslactose・Ifyouhavebeentoldbyadoctorthatyouhaveanintolerancetosomesugars，  
contactyourdoctorbefbretakingthismedicinalproduct．  

39   



3． IIOWTOTAKEEFIENT   

AIwaystakeE貞entexactlyasyourdoctorhastoldyou．Youshouldcheckwithyourdoctoror  

pharmacistifyouarenotsure．   

Yourdoctorwillte11youhowmanyEfienttabletstotake．TheusualdoseofE貞entislOmgperday・  
Youwillstartthetreatmentwithasingledoseof60mg．  
Ifyouweighlessthan60kgoraremorethan75yearsofage，thedoseis5mgEnentperday・  

Yourdoctorwillalsote11youtotakeacetylsalicylicacid－（S）hewillte11youtheexactdosetotake  
（usua11ybetween75mgand325mgdaily）．   

YoumaytakeEfientwithorwithoutfood．Takeyourdoseatatoundthesametimeeveryday．Donot  

breakorcruShthetablet．   

Itisimportantthatyoutellyourdoctor，dentistandpharmacist，thatyouaretakingE貞ent・  

Efientshouldnotbeusedinchildrenandadolescentsbelow18yearsofage．   

IfyoutakemoreEfientthanyoushollld  

Contactyourdoctororhospitalstraightaway，aSyOumaybeatriskofexcessivebleeding．Youshould  
ShowthedoctoryourpackofEnent・   

IfyoufbrgettotakeEfient  
Ifyoumissyourscheduleddailydose，takeEfientwhenyouremember．Ifyouforgetyourdosefbran  

entireday，JuStreSumetakingE重entatitsusualdosethenextday．Donottaketwodosesinoneday・  

Forthe14，28，5684and98tabletpacksizes，yOuCanCheckthedayonwhichyoulasttookatabletof  

Efientbyreftrringtothecalendarprintedontheblister．   

IfyoustoptakingEfient  

DonotstoptakingEfientwithoutconsultingyourdoctor．Itisespeciallyimportanttodiscusswith  
yourdoctorbefbrestoppingE重entbecauseboththerisksandthebene且tsarebasedonregularuse・   

Ifyouhaveanyfurtherquestionsontheuseofthismedicine，aSkyourdoctororpharmacist・  

4． POSSIBLESIDEEFFECTS   

Likeallmedicines，E重entcancausesideefftcts，althoughnoteverybodygetsthem・   

・ Frequenciesoftheobservedsideefftctsaredefinedas：  

・ VeryCOmmOn：afftctsmorethanluserinlO  

●   COmmOn：afftctsltolOusersinlOO  
・  unCOmmOn：afftctsltolOusersinl，000  

・  rare：a脆ctsltolOusersinlO，000  

・ Veryrare：afftctslessthanluserinlO，000  

・ nOtknown：frequencycannotbeestimated什omtheavailabledata   

Contactyourdoctorimmediatelyifyounoticeanyofthefbllowlng：  

・ Suddennumbnessorweaknessofthearm，1egorface，eSPeCiallyifonlyononesideof  

thebody  
・  Suddencon血sion，difncultyspeakingorunderstandingothers  

・  Suddendi租cultylnWalkingorlossofbalanceorco－Ordination  
●  Suddendizzinessorsuddensevereheadachewithnoknowncause   

Alloftheabovemaybesignsofastroke．StrokeisanuncommonsideefftctofE貞entinpatients   

Whohaveneverhadastrokeortransientischaemicattack（TIA）．  
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Tellyourdoctorpromptlyifyounoticeanyofthefo1lowlng：  

・ Bloodinyoururine  

・ Bleedingftomyourrectum，bloodinyourstooIsorblackstooIs  
・ Uncontrollablebleeding，fbrexamplefromacut   

Alloftheabovemaybesignsofbleeding，themostcommonsideefftctwithEfient・Although  

uncommon，SeVerebleedingcanbelife－threatening・   

SideeffectsseeninclinicaltrialswithEfientinclude：   

CoJ乃椚0〃∫∫（お宅炉cJ∫  

Bleedinginthestomachorbowels  
Bleeding魚■Omaneedlepuncturesite  

Nose bleeds 

Skin rash 

Smallredbruisesontheskin（ecchymoses）  

Bloodinurine  

Haematoma（bleedingundertheskinatthesiteofani句ection，Orintoamuscle，CauSingswelling）  

Lowhaemoglobinorredbloodce11count（anaemia）  

Bruislng   

〔加co椚7乃07？通恒靡血  

Spontaneousbleedingfromtheeye，reCtum，gumSOrintheabdomenaroundtheinternalorgans  

Bleedingaftersurgery  
Coughingupblood  
BloodinstooIs  

Raresideeffects  

Subcutaneoushaematoma（bleedingundertheskincausingaswelling）   

Ifanyofthesideeffectsgetsserious，Orifyounoticeanysideeffbctsnotlistedinthisleanet，please  

tellyoudoctororpharmacist・  

5． ⅡOWTOSTORl己EFIENT   

Keepoutofthereachandsightofchildren・   

DonotuseEnentaftertheexpirydate，WhichisstatedontheblisterandcartonafterEXP・Theexplry  
datereferstothelastdayofthatmonth・   

Storeintheorlglnalpackagetoprotectfromairandmoisture・  

6． FURTH甘RINFORMATION  

What Efient contains 

Theactivesubstanceisprasugrel・  

EnentlOmg：EachtabletcontainslOmgofprasugrel（ashydrochloride）・  

Efient5mg：Eachtabletcontains5mgofprasugrel（ashydrochloride）・  
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Theotheringredientsaremicrocrystallinece11ulose，mannitol（E421），CrOSCarmellosesodium，  

hypromellose（E464）magnesiumstearate，1actosemonohydrate，titaniumdioxide（E171），  

triacetin（E1518），ironoxidered（10mgtabletsonly）（E172），ironoxideyellow（E172）andtalc・   

WhatEfientlookslikeandcontentsofthepack  
E茄entlOmg：Thetabletsarebeigeanddouble－arrOWShaped，With”10mg’’debossedononesideand  
“4759”ontheother．   

E負ent5mg‥Thetabletsareye1lowanddouble－arrOW－Shaped，with㍑5mgMdebossedononesideand  
“4760nontheother．   

E員entisavailableinpacksof14，28，30，56，84，90and98tablets・  
Nota11packsizesmaybemarketed．   

MarketingAuthorisationHolder  
EliLillyNederlandBV  
Grootslagl－5  
NL－3991RA，Houten  

TheNetherlands．  

Malluねcturer：  

Li11yS．A．  

Avda．delaIndustria30  

28108 Alcobendas 

Madrid  

Spain．   

Foranyinformationaboutthismedicine，pleasecontactthelocalrepresentativeoftheMarketing  
AuthorisationHolder．  

Belgique／BelgiyBelgien  
DaiichiSankyoBelgiumN．V．－S．A  

Tel／Tel：＋32（0）10489595  

Eも皿rapl川  

TIl”EJIHJImHHeJlePJIaHA’r6・B・－Bt・Jlrap朋  

TeJI．＋35924914140  

Cesk益republika  

ELILILLYCR，S．r．0．  
Tel：＋4202346（；4111  

Danmark  

EliLillyDanmarkA／S  
Tlf：＋4545266000  
Deutschland  

DaiichiSankyoDeutschlandGmbH  
Tel．十49（0）6950985341  

Eesti  

EliLillyHoldingsLimitedEestinliaal  
Tel：＋3726441100  

E九九d8α  

◎APMA∑EPB－＾I＾＾YA．E．B．E．  

T申：＋302106294600  

Espa魚a  

DaiichiSankyoEspaaa，S．A．  
Tel：＋34（0）915399911  

Luxembourg／Luxemburg  
DaiichiSankyoBelgiumN．Ⅴ．－S．A  

T丘1／Tel：＋32（0）10489595  

Magyarorszag  
DaiichiSankyoEuropeGmbH  
Tel：＋49（0）8978080  

Malta  

CharlesdeGiorgioLtd．  
Tel：＋35625600500  
Nederland  

DaiichiSankyoNederlandB・V．  

Tel：＋31（0）204072072  

Norge  
EliLillyNorgeA．S．  

Tlf：＋4722881800  

ijsterreich 
DaiichiSankyoAustriaGmbH  
Tel：＋43（0）14810645  
PoIska  

DaiichiSankyoEuropeGmbH  
Tel∴＋49（0）8978080  
Portugal  
DaiichiSankyoPortugal，Lda．  

Tel：＋351214232010  

42   



Romania  

EliLillyRomaniaS・R．L．  

Tel：＋40214023000  

SlovenlJa  
EliLillyfhrmacevtskadru宣ba，d．0．0．  

Tel：十386（0）15800010  
Slovensk畠republika  

EliLillySlovakia，S，r，0．  
Tel：＋42122066：～111  

Suomi／Finland  

OyEliLillyFinlandAb  
Puh／Tel：＋358－（0）98545250  

SYerige  
EliLillySwedenAB  
Tel：＋46（0）87378800  

United Kingdom 
DaiichiSankyoUKLtd  
Tel：＋44（0）1753893600  

France  

DaiichiSankyoFranceSAS  
T占1：＋33（0）155621460  

1reland  

DaiichiSankyoUKLtd  
Tel：＋44（0）1753893600  

Island  
lcepharmahf・  

Simi：＋3545408000  

Italia  

DaiichiSankyoItaliaS・P・A・  

Tel：＋39（0）06852551  

K山叩0⊆  

Phadisco Ltd 

T11九：＋35722715000  

Latvija  
EliLillyHoldingsLimitedparstavniec7baLatvij豆  

TeI：＋37167364000  

Lietuva  

EliLillyHoldingsLimitedatstovybe  
Tel．＋370（5）2649600  

Thisleanetwaslastapprovedin  

DetailedinfbrmationonthismedicineisavailableontheEuropeanMedicinesAgency（EMEA）web  
Site：http／／ww・emea・eurOPa・eu  
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資料3q3  アーテメター／ルメフアントリン（artemether／lumefantrine）   



・ HalofaTltnneandCoaTtemTab7etsshou7dnotbeadministeTedwi鮎none  
¶廿DnthofeachotherduetopotenぬIadditiveefftctsontheQTintml＿  
（5・l，5・2，12・3）  

● Antlrna】aTla】sshouldnotbeglVenCOnCOTnitantly，tm7essthereisnootheT  
け㍑tmentDP扇m，dueto】imlとd㍊たけda払．（5．2）  

● QTpTD】ongi71gdrl）gS，hc7udingquinhleandquinidine，Shouldbeused  
CaUtious】yわ】10WlngCoart印1Tab】eb；（51，5・2，7・6，Ⅰ2．3）  

● SubstTateS，inhibitDTS，OTjnducersofCYP3A4，incIudjngantiretrovITal  
medicalions，Shouldbeusedcautiousfyw圧hCoartemTab7ets，duetoa  
POterltiaHossofefricacyoftheconcomitantdrugoradditiveQT  
proIoT】騨貢on（5＿3，7∴7．3）  

机 AI）VERSEREACT10NS一－．一・．㌦、M  

侮mostcomonadve持eT㍑Ctfmsh血】b（＞鍾％）∽b㍑dache・抑Ore  
diz引ne∬，aSth帥ja，aれhほl即a耶－dmyalgほ・Tlem∝tCOmmnadve儲react】OnS  
incもぅldTm（＞12％）訂epyreXうa，COuれvom－1ing，anOreXiaandh鴇血che＿（62）   

ToreportSUSPECTEI）ADVERSEREACTIONS，COntnctNovartis  
Pharmaceutic3［sCorporzLtionatl－き8Rp669・66820rFDAatトR00－FDA－1088  
0rⅥ■w，Ⅲ乱20Y／medヽ▼at⊂h．  

州… DRUGINTERACTIONS＿   仙  
● CYP3＾4hlhibitors＝Usecautious7yduetopotentla7forQTpTOtOngation   

（5，3．7・り  

●  Mefloqu】ne二7fusedfmJTdiatelybefbretTeatment，rTK）nitorわーdecTeaSed  
efficacyofCouTtCn－TablじtSandcncouragefbodconsuTTrPtic・n（2l，72）  

●  HoTTnOnalContraceptlVeS：EffectlVeneSSmaybeTeduced；USeanaddItlOna7  
melhodorb行mcoれけ01（5．3，7，3）  

● AJltiLRebrovirals：uSじCnulic・uS7yduelopo（enlialLbTQTpTO†ongation，loss  
Of．antl－ViTa】e何cacy，Orlo∬Ofantima7arlale用cacyofCoarterTITab】ets   
（5▲3，7・3）  

● CYP2D6Sub＝ales‥MoniIoTbradversercnctionsandpoIcntialQT  
prol州8川inn（5．l，5、4，7．4）  

血 USErNSPECIF［CPOPt）LATTONSm＿  
・ h℃印卸CγBasdonanjローaldaね，myincr閉SCfhal】nss．（8．1）  

● 独壁融通企如墳‥Useca11【kmwh訂＝涙miれisteHng10anurSingwoman   
（8．3）  

● 地地＝Studiedinchi】dT川2rnonthso［agealldoIdじrW7tha  
bdyⅣeigh10r5kgand訂∽1er．（g．4）  

・ 如p巾鼠裏鱒：Not封UJiじdi目上ミ血a扇cpalicnlS（8．5）  

See17rbrPATTENTCOl］NSELrNGINFORMATION抑dFDA＿  
approvedpAt沌Iltl力beIi明  

ReYised：4／ヱ00，  

fllGHLIGHTSOFPRESCRIBINGINFORMATION  

ThesehjghfightsdoJlOtincludea［1theinformatjonr，eededtotJ5e  

CoartemTable（SSafelyandefrectively・SeefLJIIpres⊂ribinginfbrmation  

brCoartem Tabl8tS．   

CoaTtem（artemether／Iumefantrine）TabIets  

InitiaIU・S・Approva】：ヱ0脚  

－－＿＿－JNDICATIONSAN】）USAGE一－－－－N一一－  

・ Coartem（artemetheTandlumefhntrine）Tab】etsaTeindicatedfor  

什eatmeTltOraCute，UnCOmPlicaledn籠1arlainfヒctionsdue10PJ那椚D〟血m  

ノわJc¢βm別inpati印bor5kgbodyweightand∂bve（り  

・ CoaIlemTabtetshaYel）eenShowntobeef詣ctivejngeographical  
regionswbereresislancetochloroquinehasbeenreported（り  

・ CoaziemTab】etsshouldnotbeused10tTeatSeVereTna】arlaOTtOPTeVent  

malana（1）  

p－－－ DOSAGEANDADMINISTRAT10N－－～－－  

・ CoartemTab】etsshou7dbetakt：nWithlbDd．（2．1，5．2）  

・ Tab】etsTnaybecnlShedandmixedwlthonetotwoteaspoollS（－f．wateT   

imrnediatelypriortoadministratjontopalien【S，iTIC】udingchildren（2－1）  

●  CoartemTabletsshouldbeadministeTedoveT3－daysforatota】of6  

dc，SeS：arlinitlaldose，SeCOnddoseaner冨hoursandthentwicedai】y   

（moT¶ingandevenjng）hrthefb】】owingtwodays（2・2，2－3）  

●  meadultdosagefo†patほntSWitllb（元y〟eighto†35kgaTldaboYeうs4  

tab】etspcrdosefbralotalor6doses（2－2）  

・ nenumbcroft且bletsperdoseforchildrenisdetcrmi11edby  
bodyweight，aSShowTlinthechartbelow（2・3）：  

TユbJelsperdosebyb．｝dylYC転ht；1o（a］or6血sesoYer3days  

ーー∴DOSAGEliORMSÅNl）STRETIGTHS－∴－－  

Tab】etsarescoredandco†1tain20mgaTternelhcrand120mglumefantrine．（3）  

＿＿～＿一CONT】lAlrlDICAT10NS－∵－－一－－  

・ Pa［ieTltSllyPeTSCnSitivetoこInCme仇eT，tu－nefhnhi7－C，OTtOanyOrthe  
excjpieTlb（4・l）  

－＿∴－－WARNTNGSANDP71EC＾UTIONS－－－W  

・ Avojduseinpa扇eTlbwi111bown（〕Tprolongation，those＼Ⅵth  
hypokaLemlaOrhypomagT）eSema，andthosetakingotheTdrlJgSthat  

prolongtheqTintcrval（5・い2・5）  

7．4CYP2Dr）Sl】t）Slrales  
7－5S亡qUC仙nlUseorquiれine  

8 1JSEtNSPEC）FICPOPULAT10NS  
8－1Preg11anCy  
8・3Nursil柑Mothers  

8．4Pe（】iatパcUsc  

8．5Ger】alIicUsc  

8.6 Wcpnlic and Renal lmpairment 

lO OVEIIDOSAGE  

ll DESCluPT10N  

12 CuNIC＾LPHARMACOLOGY  
12．1MccIl；lnismorAction  
・12．3Pharn】aCOkinelic5  

12、4Microbioloじy  

12・5Er托cIsO－11heモ・1eclrocardio訂am  

13 NONCLINICALTOXICOLOGY  
13・lCarcinoじeneSis．Mulagenesis，lm押1mC¶tOfFertitily  

i3・2AnⅢlalToxico】ogyand／oTPhaTmnCOIDgy  

14 CL・1NIC＾LSTUT）1ES  

14・1 TrcatmcntofAcute，UncomplicaledP．jhh：ipL7用mMal；na  

16 HOWSUPPLIEl）／STORAGEANDHANDLING  
17 P＾TIENTCOUNSEL）NGINFOMATtON  
17．1blfbmalionfbrSarcUse  
17・2FDÅ－AppTOVedPatientLabc7ing  

＊SectionsoTSubsectionso汀雨ted丘omthefullpTeSCrlbinglnhmationareno＝1Sted   

FULLPRRSC7tlBINGINFOllMÅT】ON：CONTE7qTS★  

】 mDrCATIONSANDUSAGE  
2 DOSAGEAND ADMITIISTRATION  

乙IAdmirlislrationJns打uCtions  

2－2DosagcinAdultPa血nts（＞16yearsorag亡）  

2．3Dos叱CinPediathcPaticnts  

乙4DosagじjnI－alicnlSWjlhl毎patjcorRenaIlTl－palmeれt  

3 DOSAGEFORMSANDSTRENGTHS  

4 CONTRAINDICATIONS  
4．1Hypersc耶it】Vlly  

5 W＾RNINGSANDPJtECAUTJONS  
5．1‡〉rolor）酢Iionc・rtheqTTntじⅣa1  

5．2UseofQTPTOlorlgingDmgsnn（JOlher＾nlirmlar－als  

5．3mg7nteractionswithCYP3A4  
5．4上方IjgIntcrac百onswt】1CYア2D6  
5，5Recmdcscence  

5．6Hepatic：1ndRenallmpalmen1  

6 ADVERSEREACTIONS  
6．1SeTうousAdver5eReactions  

6．2ClinicalStudiesExperlenCe  
6．3PostmarketingExperieれCe  

7 DRUGINTERACTTONS  
7．1Ketoconazo】e  
7＿2PhoTUs亡DfMc¶oqulne  

73CYP3A4MetaboTjsrn：Hom10nalCoTltTaCePtlVeSaTldAnt卜  

RetroviTalDmgs  



FULL PRESCRlnING INFORMATION 

1INDICATIONSANl）USAGIく  

Coarlem（artcmethcr／1umcfhntrinc）TablctsareindicatcdfbrtrcatmclltOfacutc，  
uIICOmP】icatcdmalariainfbctionsduc10P］asmodiumP］c¢〃n〃〃inpatientsor5kg  

bodywcightandabove．CoarlcmTablctshavebcc）1ShowntobecfTbctiveingeogmphicill  

regionswhereresislancctochloroquinchasbcじnrCPOrted【sceC／inica［SJudies〃4・））］・   

エわJJ／拍／／oJJ∫0辿．・   

・CoarlcmTab）cIsarcnolapprovcdrbrI）aLic）1tSwithscvcrcorcomplicatcdP・  

♪∫／cわα川′〃1ユーala∫ia・   

・CorlrtCmTablctsarcnot；Lr）prOVCdLi）rthcprevuntionofmil）Hria．  

Z I）OSAGEANI）∧nMINISTRATl（）N  

2．1Administrationlnstructions  

CoartcmTablcIsshou）（1bclnkcnwithfbod．Paticnlswithacutcmi11ariaare丘equenlly  

avcrsctofbod．PatienlsshoulJbccncouragcdtorcsumcno）－milleatlng之ISSOOnaSfbod  

c；lTlbetoIcratedsincclhisiJ】lprOVeSat）SOrpt10IlOf；lrlemcthcrandJul一一Cfh）1tri71e・   

Forpatientswhoarcunablctoswa1lowthetab】ctssuch之ISinhntsandchildren，Coartem  

TablcIsmaybecruShcdandnlixedwilhasma11amountofwater（onetotwoteaspoons）  
inilCleancontaiIICrR）radminislralionimmediaLelyprior10tISe・Thecontainercanbe  

rinsedwithmorewaterandLhecontcnlsswa】1owedbytllepaticnt．ThecruShedlablet  

prcparalionshouldbefbllowedwheneverpossiblebyLbod／drink（e・g・，milk，fomlu】a，  

ptl（1di一喝，brotll，a】】（11）01‾ri（lgc）・   

Inthccventofvomitir）gwithinlto2hoursofadminislration，arCPeatdoseshou］dbe  

tiikcn．7ftherepcatdoscisvolllitcd，thcpatienlshouldbegivenallaltcrnativeanlimalaria7  

brtrcatl】1e】】t．  

2．2I）osageiIIAdultI｝atie11tS（＞16yearsorage）  

A3－daytreatmentschedulewithatotalof6dosesisrecommcndcdfbradultpatientswith  
abodyweightof35kgandabove：  

Fourtablcts；lSaSlr）gleinitialdose，4tabletsagaina氏er8hoursandthen4tabletstwice  
dai1y（momingandevenillg）fbrthefbllowingtwodays（totalcourseof24tablets）・  

ForpatientsweighinglessthaJ135kg，SeeDosageinPediatricPatients（2・3）・   

2．3DosageinPcdiiItricPaticnts  

A3－daytreatmentschedulewithatotalof6dosesisrecommendedasbelow‥  

5hgEoZessLhalZ15kgbo卸Wβ也ht：011etabletasaninitialdose，1tabletagalnafter8  

hoursandthenltablettwicedajly（morningandevening）forthefo11owingtwodays  
（totalcourseof6tablets）．   



15kgtolessthan25kgboみweなht二Twotabletsasaninitialdose，2tabletsagainafter8  

hoursandthen2tabletstwicedaily（momingandevening）fbrthefbllowingtwodays  
（totalcourseof12tablets）．  

25kgtolessthL7n35kgboみweなhf：Threetabletsasaninitialdose，3tabletsagaina負er  

8hoursandthen3tabletstwicedaily（momingandevening）fbrthefo1lowingtwodays  
（totalcourseof18tablets）．  

35kgbo砂weなhtafZdabove：Fourtabletsasaslngleinitialdose，4tabletsagainafter8  

hoursandthen4tabletstwicedai1y（momingandevening）fbrthefbllowingtwodays  
（totalcourseof24tablets）．  

2．4I）osageillPntientswithHepaticorRe11alImpairment  

NospeciBcpharmacokineticstudieshavebeencarriedoutinpatientswithhepaticor  

renalimpalrment・Mostpatientswithac11temalahapresentwitllSOmedegreeofrelated  
hepaticand／orrenalimpalrment・Inclinicalstudies，theadverseeventprofiledidnot  

difftrinpatientswithmildormoderatehepaticimpalrmentCOmParedtopatjentswith  

noITnalhepaticfunction・Nospecincdose頑ustmentsareneededfbrpatientswithmild  
OrmOderatehepaticimpalment．  

Inclinicalstudies，theadverseeventpT－0創edidnotdifftrinpatientswithmi1dor  

moderaterenalimpalrmentCOmparedtopatientswithnorma）renalfunction．Therewere  

ftwpatientswithsevererena＝mpalrmentinclinicalstudies．Nospccificdose  

adjustmentsareneededfbrpatientswithmildtoIT】Oderaterenalimpalrment．  

CautionshollJdbeexercisedwhenadministcrlngCoa11emTnblctsillpatientswithsevere  
hepaticorrcnalimpairment［see7穐7・nfngsandPrccautio7ZSP．6）］．  

3 DOSAGEFORMSANDSTRENGTHS  

CoartemTabletscontain20mgofartemetherand120rngoflumefantrine．Coartem  

Tabletsaresuppliedasyellow，rOund，nattabletswithbevelededgesandscoredonone  

Side．TabletsareimpnntedwithN／CononesideandCGontheotherside．  

4 CONTRAINI）ICATIONS  

4．1Hypersensitivity  

● Patientshypersc】一Sitivetoartemether，lumefhntrinc，OrtOanyOftheexcIPlentS  

OfCoartemTablets［secAdve7了eReactions（6．D］．  

5 WARNINGSANDPRECAt］T10NS  

5．1ProIongationoftheQTInterval  

Someantimalarials（e・g・，halofantrine，quinine，quinidine）incllldingCoartemTablets  

havebeenassociatedwithprolongationoftheQTintervalontheelectrocardiogram．  

CoartemTabletssho111dbeavoidedinpatients二   



● withcongenitalprolongationoftheQTinteⅣal（e．g．，longQTsyndrome）orany   

OtherclinicalconditionknowntoprolongtheQTcinlcrvalsuchasp；llienlswi1ha   

historyofsymptOmaticcardiacarrhythmias，Withclinicallyrelevantbradycz汀dia   

orwilhscverecardiacdisease，   

● withafhmilyhistoryofcongcnita】prolongationoftheQTintcrvalorsud（lerl  
deilth．   

● wilhknowndisturba】1CCSOfcIcctrolytcba】；l】】CC，C．呂．，hypok；11cmiaor   

hypoIれ喝nCSC111ia．  

● rcccjvi11gOthcrmcdiciltior）Sth乙ItPrOIongthcQTintcIVal，SuChascl乙ISSIA  

（ql】inidine，PrOCaimmidc，disol）yril－niLIc），OrChlSSI7Ⅰ（こunioLIこlI■0）1e・SOt；llol）   

antiarrhyt］一l一一】CagCnls；antipsychotics（1正mozidc，Xil）Ⅰ・aSidonc）；；1nli【lcl）rCSS；l山s；   

CCrtainanlibiotics（macro】i（lcanlibiotics，nuOrOqTJino）oncanlibiotics，imidaxole，  

；lIldtriaxoleantin”1ga】；lgentS）；CCrtai】‖10n－SCLlat111ganlihistami）1ics（tcrfbnadine，   

astcmizole），OrCisapri（Ic［sceCli71ica［Ph〟rm〝CO／ogy（］2，5）］．  

● receivlngmedicatiollSthataremetabo）izcdbylhccytochronlCenZymCCYP2D6   
WhichalsohavccardiaceLTbcts（e・g・，f）ecainide，imilつ】・amillC，amitriptylinc，   

CloIllil）rami】lC）【sec肌Jr〃加がα〃dPrビCα∫直の旧作．り，かJ・〟gノ最ピ用Cどょo／J∫「7．りa】】（l   

C／わ7血JP力〟r川〟COわgγ〝2．〃］．  

5・2UseofQTProTongingDrugsilndOlhcr＾ntimn］i］riil】s   

HalolhntriJleandCoarle】nTabJelsshouldnotbeadministt：redwilhillOnC1110nlhofcacll  

Otherduetothelongeliminationhalflliftofl11nlCfhntrine（3－6days）alldpotential  

additiveeLhctso一一thcQTinterval［seeI侮T－ninglMlldPrecautionsP．1），andClinica［  

タカα〃”αCOわ幻′〝2．カ】．   

AntimaliIrialsshouldnotbegivenconcomitantlywithCoartemTablets，unlessthereisno  
OthcrtreatmcntoptlOn，dlletOlimitcdsafblydata．   

DrugSt71atPrOlongtheQTintcrval，including＝mtimillarialssuchasquinin？andql・inidine，  

Shou］dbeuscdcilutiot－Slyfo1lowingCoartemTablcIs，duetothelongelimlnationhalf－  

1ifbo［1umcLbntril－e（3－6days）andthepoIcnti；llfbradditiveefIbctso71theQTinlcrval．  

［scc肋川血がαJ7〟PJでC〟以血那P．〃，♪用g加erαC如月∫「7．動andCJf〃如才  

朗αrJ”〟COわ幻′〃2．ガ］．   

Ifmenoqul】一Cisadministeredimmediatelypr10rtOCoartcmTab7ets－hercmaybca  
decreasedexposuretolumefhntrine，pOSSiblydl－etOamenOqulne－induceddecreasein  

bileprodllCtion・Therefore，patientsshouldbemonitoredfordecreascdef5cacyandfood  

COl－SumPtionshouldbeencouragedwhilet；lkingCoartemTablets【seeDosageaTZd  
劇毎ぬ血而町笹扶助一〟g血erαC血刀∫「7・刀，andCJi乃わαJ創αr〝7αCOわ紗〃2．刃］．   

5．3Ⅰ）rugIntcr；lCtionswithCYP3A4  

WhenCoartemTabletsareco－administeredwithsubstratesofCYP3A4itmayresultin  

decreasedconcentrationsofthesubstrateandpotentiallossofsubsLrateemcacy・When  
CoartemTabletsareco－administeredwithaninhibitorofCYP3A4，incllldinggrapefhlit  

JulCeitmayresultinincreasedconcentrationsofartemetherand／orlumefhntrineand  

4   



potentiateQTprolongation．WhenCoartemTabletsareco－administeredwithinducersof  

CYP3A4itmayresultindecreasedconcentrationsofartemetherand／orlumehIlthneand  
lossofanti－malarialefncacy［seeDnJghteraclions（7．1）］．   

DrugSthathaveamixedefftctonCYP3A4，eSPeCiallyAnti－RetroviraldrugS，andthose  
thathaveanefftctontheQTintervalshouldbeusedwithcautioninpatientstaking  

CoartemTablets［seeD川ghteractions（7，3）］．   

CoartemTabletsmayreducetheefftctivenessofhormOnalcontraceptlVeS．Therefbre，  
Patientsusmgoral，tranSdemalpatch，OrOthersystemichormOnalcontraceptlVeSShould  

beadvisedtouseanadditionalnon－hormonalmethodofbirthcontrol［seeDnJg  
血JgrαC如〃∫「7．カ］．   

5．4DrugInteraetionswitbCYI｝ヱD6  

AdmildstrationofCoartemTabletswithdrugSthataremetabolizedbyCYP2D6may  
Slgni丘cantlyincreaseplasmaconcentrationsoftheco－administereddrugandincreasethe  

riskofadverseeff邑cts・ManyofthedrugSmetabolizedbyCYP2D6canprolongtheQT  
intervalandshouldrlOtbeadministeredwithCoartemTabletsduetothepotential  
additiveefftcto11theQTinterval（e．g・，丑ccilinide，imiprこlmint3，amitriptylir］C，  

Clomipramine）［see勒rni7ZgSa′ldPrecaL［tio′ZSP・1），DrugDl（eraclio，tS（7．4）andCltlltCa（  

タカαrJ乃αC（フわの′〝2・刃】・  

5．5Recrudesc（さnCe  

FoodenhancesabsorptlOnOfartemetherandlumefhntrinefb1lowlngadministratio）10f  
Coartemrrablets．Patientswhoremainaversetofbodduringtreatmentshouldbeclosely  
monitoredasthehskofrecrudescencemaybegreater［seeDosageandAdminLstration  

／・〕／亘  

htheeventofrecrudescentP－jZllctparuminftctionaftertreatmentwithCoartemTablets，  

patientsshouldbetrcatedwithadifTbl・entantimalarialdrug．  

5・6Hep；lticandRen；llImpヱIlrmel］t  

CoartemTabletshavenotbeenstudiedfbre托cacyandsafttylnpatientswithsevere  
hepaticand／orrcnalimpairment【seeDosageandAdministrationP・4）］．  

5．7タJ仇－J〃〃／ガ〝J〝γルαrImfbetiom  

CoartcmTabletshavebeenshowninlimiteddata（43patients）tobeefftctiveintreating  
theerythrocyticstageofP．vivaxinfbction．However，relapsingmalariacat）SCdbyP．  
VtVaXrequlreSadditionaltreatmentwithotherantimalarialagentstoachieveradicalcure  
i．e．，eradicateanyhypnozoitesfbrmsthatmayremaindormantintheliver．   

6 ADVER5EREACTIONS  

6．1SeriousAdverseReactions  

ThefbllowlngSeriousandotherwiseimportantadversereactionsarediscussedingreater  
detailinothersectionsoflabeling‥   



● HyperヲenSitivityReactions【seeCbntraindications〝▲L）andPostmarketi）1g   

且甲ピれg〃Ce作．ガ］．  

6・2C）jnic王IIStl］ditLSExpcrience  

Bec；luSeClinicilllriilIs；LreCOnductedunderwidelyvarylngCOnditiol－S，；ldvcrsereaction  

ratesobservCdintheclinicaltrialsofadrugCalll－Otbedirectlycomparedtoratesinthe  

Clinicaltrialsofanothcrdrugandmaynotreflectther；11cobserve（＝npracticc・  

Thcdiltadcscribc（1bc70WrCflectexpostlretOa6－（losereglmenOfCoarlcmTabJctsiIl  
l，979paticntsincludi11g647a（1ulls（01dcrthan16ycars）andl，332chi］drcn（16ycarsand  

younger）・Forthc6－（losercgimen，CoartemTab）elsw；lSStudiedinactive－COnlrol）ed（366  

l”ticnLs）il一一dnon－CO－11l’O7）cd，Open－】abe11rials（1，613paticnls）．The6－LIoseCo；lrlem  

Tlll）】cIspopu）こItionw；lSl）illie）一Iswitlln－ala］jabctwccnagcs2n－Onthsand71ycilrS‥67％  

（1，332）were16ycilI’Sal－dyoungerand33％（647）wcreol（Icrth；ln16ycチrS・Ma）cs  

rcI）1・CSe11tCd73％ill－d53％ofthcadultandpediatljcpopulations，rCSPCCtlVCly・Thc  

nlqOrltyOfadultpaticntswcrecnrolledinsll】dicsinThai】and，Wllilcthcnl；tJOrltyOf  

PCdiaLrjcpaticntswcrecnrol】edinAfrica．  

Tilblcsl乙md2showlhcl一一OStn’cquentlyrcportedadvcrsereactions（≧3％）inadultsand  

Childrenrcspcclivclywhorcceivcdthe6－doscreglmCnOfCoartcmTablcts．Advcrsc  

rcactionscollcctcdinclinicaltrialsincludedsignsandsymPlomsatbasclir］ebuloI－1y  

treatmentcmergenladvcrscevents，definedaseventslhatappearedorworsenedaLIcrthe  

Sla110ftreatmcnt，are］）1・CSCntedbelow・haduJIs，thcmostfrcqllentlyrcportcdadverse  

rcactionswerchc乙1dache，a110reXia，dizziness，andasthenia．Inchildrcn，theadverse  

reactionswcrcpyrexia，COllgh，VOmltlng，anOreXia，andheadache．Mostadversercaclions  

Weremil（1，didnot）eadtodiscontinuationorstlldymedicatio7l，andresoIvcd．  

Inlimitedcomr）arativcstl】dics，theadversercaclionprofilcofCoilrtemTabletsappeared  

Simihrtothatofunother；lntimala†ja】regllnell．  

Discontil－uiltionofCoartemTabletsduetoadvcrsedrugreaCtionsoccurredinl．1％of  

pnticntstrcalcdwilhthe6－doseregimenovcr乙111：0．2％（1／647）inadultsandl．6％  

（21／1，332）inchildl－C11．  

T；一bJel：AdvcrscRcactionsOccurr）ngjn3％orMorcofAdu】tPalientsTreatc（Iin  

Clinici11Trjalswiththe6－doseRcgimcnofC｛）；一rtCmTal｝］cts  

Systcm Organ Class Prcfbrredtcrm   AdlIlts☆  

N＝647（％）   

NervOuSSyStemdisorders   Headache   360（56）  

Dizziness   253（3！））   

Metabolismandnutritiondisorders   Anorexia   260（40）   

Generaldisordersandadministrationsite  Asthenia   243（38）  

conditions  
Pyrexia   159（25）  

Chil】s   147（23）  

F幻i糾e   111（17）   

」√ 荒   



SystemOrganClass   Preferredterm   Adults☆  

N＝647（％）  

Malaise   
20（3）   

Musculoskeletalandconnectivetissue  A止血algia   219（34） 

disorders  
Myal由a   206（32）   

Gastrointestinaldisorders   Nausea   169（26）  

Vomitlng   113（17）  

Abdominal pain 112（17）  

Dia汀hea   46（7）   

Psychiatricdisorders   Sleepdisorder   144（22）  

ユnsomnia   
32（5）   

Cardiacdisorders   Palpitations   115（18）   

Hepatobiliarydisorders   Hepatomegaly   
59（9）   

BloodaJldlymPhaticsystemdisorders   Splenomegaly   
57（9）  

Anemia   
23（4）   

Resjratory，thoracicandmediastinaldisorders  Cough   37（6）   

Skinandsubcutaneoustissuedisorders   Pruritus  
24（4）  

RilSll  
21（3）   

Ear and labynnth disorders VertlgO   
21（3）   

Inftctionsandillfbstations   MalこIdは   18（3  

Nasop】1aけIlgltlS   
17（3）   

＊Adultpatientsde玩1edas＞16yearsoFage  

Table2：AdverseReactionsOccurrmgin3％orMoreofPediatricPatientsTreated  
inClinicaITriaJswiththe6－doseRegimenofCoartemTfIblets  

SystemoI－ganCl；lSS   PreferredTerm   Children＊  

N＝1，332（％）   

Generaldisordersandadministrationsite  PyTeXia   381（29）  

colldjtions  
Chi】】s  

72（5）  

Asthenia  
63（5）  

Fatigue   
46（3）   

ResplratOry，thoracicandmediastinaldisorders  Cough   302（23）   

Gastrointestinaldisorders   VomitiIlg   242（18）  

Abdominalpaln   112（8）  

Dia汀hea   100（8）  



System organ class PreferredTcrm   Childrcn＊  

N＝1，332（％）  

Na11Sea   61（5）   

hfbctionsandinfbstations   P】asmodiulnfhlcipilrum  224（17）  

infbction  

RlliI】ilis   51（4）   

Melabolisman【l】1ut】・itio11〔lisorders   AllOreXia   175（13）   

Ncl■VOuSSyStCm（lisorders   Heild；lClle   168（13）  

niヱZi11CSS   56！4）  

Dloo（，l；1ndlyn叩h；llicsystcm（lisor（1crs   SpIcTlOI¶egaly  124（り）  

A11Cl】1i；1   115（リ）   

rlepatobiliarydisordcrs   I－Icl）atO】11egaly   75（6）   

lnvestigations   ∧spartillc  51（4）   

こlIlli】10tranSfi：raSe  

incrcEISed  

MllSCLlloskeletalこIndconnectivetissuedisol・dcrs  3ワ（3）  

Myalgia   3ウ（3）  

SkillandsllbcutilnCOuStissuedisorders   Rasll   38（3）   

＊Chi）drcnde血edaspatients≦16ycarsofagc  

Clinicallysig11ificantildversercilCtionsrcportctlil川dults；md／orchildrcntrca（cdwithtl－C  
6－doseregll11CnOfCoartemTabletswhichoccurredinclinicalshldiesat＜3％regal◆dless  

O［callSalityarelistc（1be）’OW：  

Blood；lndlymphaticsysIc）ndisordcrs：eOSinophilia  

Eatandlubyrinthdisorders：liIlllitus  

Eyedisordcrs：COrUunCLivitis  

Gaslrointcslinnldisordcrs：COnStlP；ltion，dyspcpsia，dysphilgla，pePt］Culcer  

Gcneraldisordcrs：gaitdjsturbance  

Infbctionsandinftstations：abscess，aCrOdermatitis，bronchitis，earinlもction，  
gastrocnte．TiLis，helmi1一thicinfbctio7一，hookwormil血ction，impetlgO，influenza，  

lowerresr）iratorytractinfbction，malaria，naSOPharyngltlS，Oralherpes，  

PneumOn）a，rCSl）1ratOrytraCtinLbction，Subcutaneousabscess，upPerreSplratOry  

tractinfbction，urinarytractinfbction  

Investlgations：alanineaminotral－Sftraseincrea？ed，ilSpartateaminotranSfbrase  
il】CreaSedhem＝ltOCritdecfeased，1ymphocytemorpllOlogyabnormal，platelctcount  

decreased，Plateletcountincreased，Whitebloodcellcountdecreased，Whiteblood  
cellcountincreased  

Metabolismandnutritiondisorders：hypokalemia  
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MusculoskeletalandconnectivetissuedisoTders‥backpain  

NervOuSSyStemdisorders：ataXla，ClonlユS，貧nemotordelay，hyperrenexia，  
hypoaesthesia，nyStagmuS，tremOr  

Psychiatricdisorders：agltation，mOOdswlngS  

Renalandudnarydisorders：hematuna，prOteinuria  

ResplratOry，thoracicandmediastinaldisorders‥aSthma，pharyngo－1aryngealpaln  

Skinandsubcutaneoustissuedisorders：urticaria  

6．3PostmarketingExperience  

The王bllowlngadversereactionshavebeenidentifiedduringposLapprovaluseof  
CoartemTablets．Becausetheseeventsarereportedvoluntari1yh－OmaPOpulationof  

uncertainsize，itisnotalwayspossibletoreliablyestimatetheir丘equencyorestablisha  
CauSalrelationshiptodrugeXPOSure・  

● HypersensitivltylnCludingurticariaandangioedema＿Seriousski11reaCtions  
（bullouseruption）havebeenrarelyreported・  

7 DRUGINTERACTIONS  

7．1Ketocoll；lZOle  

Concurrentoraladmihistrationofketoconazole，apOtelltCYP3＾4inhibitor，＼Vithaslngle  
doseofCoartemTabletsresultcdinamodcrateincreaseinexposuretoartemethcr，  

dihydroarteI－1isinin（DHA，metabo】iteof；lTlemeu－er），andlumeLtlntrineinilStudyof15  
healthysu句ects．Nodosea可ustmentofCoarteJTITablctsisnecess；lryWhcna（7r11inistered  
Withketocona2．01eorotherpotentCYP3A4inhibitors・Howevcr，duetothepotcntinlfor  
increasedconcentrationsoflumefhntrillCWhichcou】dle；ldtoQTprolongation，Courtem  
Tabletsshou】dbeusedcnutiouslywithdrugSthatinhjbjtCYP3A4［seeけ匂rni］tgSand  
クrgcβ〟如／7∫P・ノ，∫・カノ〕・  

7．2PriorUseofMenoquine  

Administrationofthreedosesofmefloqulnefo1lowed12hourslaterbya6－dosereglmen  
ofCoartemTabletsin14healthyvolunteersdemonstratednoefftctofmefloqulneOn  

plasmaconccntrationsofartemetherortheartemethcr／DHAratio・However，eXPOSuretO  

lumefhntrir）eWaSreduced，pOSSiblyduetolowerabsorptlOnSeCOndarytoamefloqulnep  

induceddecreaseinbileproduction．Patientsshouldbemonitoredfordecreascdefficacy  
aJldfoodconsumptiorlShouldbeencot汀ngedwithadminislrationofCoartemTzlblets［sce  

I侮㌢如和がα和dダrec助〟0乃5P．刀andCJi乃如才P力β用〟COわt汐〃プ・現・   

7・3CYP3A4Metabolism：HormonalContraccptivesiIndAntiqRetroviralDrugS  
A鵬emetherinducesCYP3A4andbothartemetherandlumefantrinearemetabolized  
primarily by CYP3A4. 

CoartemTabletsmayreducetheeffectivenessofhormonalcontraceptlVeS．Therefbre，  

PatientsuslngOral，tranSdemalpalch，OrOthersystemichormonalcontraceptlVeSShould   



beadvisedtouseanadditionalnon－hormonalmethodofbirthcontrol［see搾匂rningsand  
乃・eCα〟よわ〝∫作．カmd（プ加血J川〝J■m〔JC（）Jw〝2．ガ］．   

Anti－Retroviraldrugs（ARTs），SuChasproteaseinllibitorsandnon－nuC7cosidereversc  
transcrlPtaSeinl1ibitors，artknowlltOllaVeVariablepattcrnSOfinllibilion，inductionor  
COmPetitionforCYP3A4．No丘）rmaldrugぺlrugintcraclionstudicsbctwccnCoartenl  
TilbletsnndARTshavcbccnperfbrmed．rTowcvc）・，CoarlcmTabletsshollJdbcuscd  

Cautious］ylnPatieJllson＾RTsasthcrcsu】tm；1ybcnni11CrCaSein］llmC伽1trinc  
COnCenlrationscatISingQ’rprolong；ltioTlOrildecreascinconccnlrこ11ioJISOftllCART  

rcsu］til】gil1lossofcmc；lCy，Or；ldccreaseinaTtClnClhcr肘1（】／orlumeLhnlriI】C  
COnCCllll■ationsresullingin）ossofanlimalari；11crncilCyOfCo；1rtCmT；lbIcts［sccl・Tbrrli／1gS  

〟′JdルビC〟〟／わ旧作・カa－－dCJ如才c√JJ川（J川J〝COわgγ〝2．刃】，  

7．4CYP21）6Sl］bstratcs  

LIImCねntrinci11hibitsCYP27）6i71Vilro．AdmhlistrationorCoartcmT；lblcLswilhLllPugS  
th；ltnre】一1Clabo】izcdbyCYP2D6mayslgniJIcall11yl11CrC；lSePl；lSmaCOnCCnlralio一一SOfthe  
CO－n（17T］inistereddruga71dincrc；lSClhcriskofa（IvcrsccfTbcts，ManyofthcdrugS  
mcfaholizedbyCYP2D6ca11PrO】ongthcQTintcrvi11乙mdshouldnotbcadministcrcd  
WithCoarLemTilblctsduc10th叩OtCnlialaLldilivecrfbcLo11tllCQTinlcrv；ll（e．g．，  
nccilinidc，imipralllinc，amitriJ）lylinc，Clomiprami11e）［scc肋mi17gSa71dPrccalJlio］LS  
P・J，∫．りalldC7わ豆c“け長の7〃〟COわ紗〃2・ガ］．   

7．5SelluentiaIUseorquimi－1e  

＾singledoseofintravc］10uSquinine（10mgn（gbodyweight）concurrentwiththcfinal  

doscofa6ィloscreg）mCnOfCoartcmTab）ctsdcmonslr；11ednoefrbc10fintrilVC110uS  

（luil－ineonthcsystemicexposurcofl）HAorlumchntrillC・Qui11ineexposurewasalso  
nota7tercd．ExposuretoarleTlletherwasdecrease（LThisdccrcascinartemcthcrcxposllrC  
jsnotthoughttobec7inica11yslgn浦cant．However，qulniIleamIotherdrugsth；11proIong  
theQ’rir・tCrValshouldbeusedcaulious）yfbJlowingtreatmcntw川一CoartemT；ll－lcIs（luc  

tothclor）geliminalionha】fliLbof、1umchntrincan（1thepolenti；llfbr；l（1ditiveQTcffbcts．  
［scc肋川加卵αJJdPrec“JJわ旧作．刀弧dCJ加／00ノアカ〟r′〝〟COわの′・〝2．カ】．  

8 USEINSI〉ECIFICPOl〉ULATIONS  

8．1pregllanCy  

Pregnancy Calcgory C 

S；lfbtydata什omallObscrvationalprcgnancystudyofappro不imately500pregnil】1t  
WOmCnWhowereexposcd10CoartemTablcts（includingathirdofpatientswhowcre  

exposedinthe丘rsttrimester），andpub）isheddataofoverlOOOpregn乙IntPatientswho  

WereeXPOSedtoartemisininderivatives，didnotshowanincreaseinadversepregnancy  
OutCOmeSOrteriltOgCniceffbctsovcrbackgro11rldratc．   

TheefncacyofCoartemTabletsinthetreatmentofacute，unCOmplicatedmalariain  
PregnantWOmenhasnotbeenestablished・  
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Coar［emTabletsshouldbeusedduringpregnancyoIllyifthepotentialbenefitjustifies  
thepotentialrisktothefttus．   

PregnantratSdosedduhngtheperiodoforganogpnesisatorhigherthanadoseofabout  

halfthehighestclinicaldoseofl120mgartemether－lumefantrineperday（basedonbody  
ヲurfacearFaCOmparisons），Showedincreasesinftta1loss， 

． 

thehighestclinicaldose．Similarly，dosinginpregnantrdbbitsa‡aboutthreetimesthe  
Clinicaldose（basedonbodysurfacareaCOmparisons）resultedinabortions，  

Preimplantationloss，POStimplantatlOnlossanddecreasesinthenumberoflivefttnses．  
Noadversereproductiveefftctsweredetectedinrabbitsattwotimestheclinicaldose．  
Embryo－fttallossisaslgn漬cantreproductivetoxiclty．Otherartemisininsareknownto  

beembryotoxicinanimais．However，becausemetabolicpronlesinanimalsandhumans  

aredissimi】ar，artemetherexposuresinan血alsmaynotbepredictiveofhuman  

exposures［seeNonclinicalTbxicology〃3．Z）］．Thesedatacannotru1eoutanincreased  

hskfbrearlypreg7－anCy】ossorfttaldeftctsinhumans．  

8．3NllrSit）gMothers  

Itisnotknownwhetherartemetherorlume鈷ntrineisexcretedinhumanmilk．Because  

manydrugsareexcretedinhumanmi1k，CautionshouldbeexercisedwhenCoartem  
TabletsareadministeredtoanurslngWOman・Anirnaldatasuggestbothartemetherand  
Iumefantrineareexcretedintobrea5tmilk・Thebene王itsofbreastftedingtomotherand  

infantshouldbeweighedagainstpotentialrisk貞一Omir）fantexposuretoartemetherand  
lumehnthnethTOughbreastmilk．  

8．4PedifItricUse  

ThesafttyandeffectivenessofCoartemTabletshavebeenestablishedforthetreatment  
Ofacute，unCOmplicatedmalariainstudiesinvolvingpediatricpatientsweighing5kgor  

more［seeClinicalSiudies〃4・1）］・Thesafi；tyandefficacyhavenotbeenestablishedin  
Pediathcpatientswhoweigh1essthan5kg．Children丘■OmnOn－endemiccountrieswere  
notincludedinclinicaltrials．  

8．5Geri；ltricUse  

ClinicalstudiesofCoartemTabletsdidnotincludcsufficientnumbersofsubjectsaged  
65yearsandovertodcter！ninetheyrcsponddifferenりy丘omyoullgerSu句ects．h  
general，thegrcater丘equcncyofdccrcascdhcpatic，renal，OrCardiac山11Ction，andof  
COnCOmitantdiseaseorotherdrugtherapylneldcrlypatientsshouldbeconsidercdwhen  
PreSCribingCoartemTablcts．  

8.6 Hepatic and Renal Impairment 

Nospecほcpharmacokineticstudieshavebeenperfbrmedinpatientswitheitherhepatic  
Orrenalimpalrment，CoartemTabletshavenotbeenstudiedfbrefhcacyandsafetyln  

patientswithseverehepaticand／orrenalimpalrment・Nodosageadjustmentisnecessary  
inpatientswithmi1dtomoderatehepaticand／orrenalimpairment【seeDosageand  
．一ふ川ご川‥′いり／∴／J・＝＝＝上川ご′ごゝご、ヾ・り；、′●／’′・t・‥！爪・∫∴ヾ！て′－り  
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10 0VERpOSAGE  

Thcreisnoinformatiol10nOVerdoscsofCoartemT；lbletshigherthanthedoses  

rccomme】1dedfbrtrcatment．  

Incasesofsuspectedover【losage，SylT）PtOmaticandsupportivethcral）y，Whichwould  

incllldcECGandbloodc】cclro】ytemonilorlng，ShotlldbcgivcI－aSar｝PrOPriate・  

11Ⅰ）RSClモIPTION  

CoilrtCmTab】ctscontain；lLIxcdcombiTlaliot10ftwoanlimahrialactivcHlgredicnts，  

aT’lcmelhcr，il】一a］1emisinindcriv…ltivc，andlumefhntrinc．Bothcomponcnlsarcblood  

SCl－j7：OntOCidcs・Thechemicalnamcorartcmctheris（3R，5ilS，6R，8aS，9R，10S，12R，12aR）－  

dccahy（1roJO－melhoxy－3，6，9－1rinlethy）－3，12－ePOXy－127l－．）ymnO［4，3」］－】，2－  

bcnスOdioxep＝1C・ArtcTnClhcrisilWhitc，CryStilllinepowderlllalisn・CC］ysoll】b7ein  

こICCtOne，SO）ublcinrr）Ctl】；1nOl；ln（lclhこInO），；171（1praclici111yinsolul）1cinw；1tCr，Itll；lSthe  

CmplnCalfbrmlllaC16H2bO5withamolecularwcightof2リ8．4，andlhefbllowlng  

slmchlralfbmtlla：  

㍉人c巧  
0  

＝ユC一′  

Thcchemicalnamcoflumehntrincis（t）－2－dibt）ty）amino－1－［2，7－dichloro－9－（4－  

Chlorobcnzylidcnc）－9日－f）uoreneJトyl］cthanoJ・Lumc蝕Itrineisaye）low，CryStal】inc  

powdじrthiltis丘eelysolublcinN，N－dinlethy］Lbrmamide，Ch】orofbrnl，andethylacclate；  

SOlubleindichloromethanL3；Slightlysolubleincthano7andnlethanol；andinsolllb7cin  
Water．1thastheemplnCalformu】aC30H32C13NOwithamolecularweightof528．9，and  

thefo11owlngStruCturalformula：  
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原義  
ド／、、′〔＼  

し＼  

－■  

CoartemTabletsarefbroraladministrationEachCoartemTabletcontains20mgof  

artemetherand120mglumefantrine．Theinactivelngredientsarecolloidalsilicon  
dioxide，CrOSCarmellosesodium，hypromellose，magneSiumstearate，microcrystal1ine  

Cell11lose，andpolysorbate80．  

12 CLINICALPHARMACOLOGY  

12．1MechanismofAction  

CoartemTablets，a頁xeddosecombinationofartemethcrandlumefhtrineintheratioof  

l‥6，isanantimalarialagent［seeClinlcalPhar711aCOlogy〃2．4）］．  

1ヱ．3Pb‡lrmaCOkinetics  

．！／－ヾ日ソり∠！JJJ  

Fo1lowlngadministrationofCoartemTabletstohealthyvolunteersandpatientswith  

malaria，artemetherisabsorbedwithpeakplasmaconcentrationsrじaChedabo11t2hours  
afterdosing・Absorpt10nOflumefhntrine，乙Ihighlyljpophiliccompound，StartSafteralag－  

timeofupto2hours，WithpeakplasmaconccntrこItionsabout6to8hotlrSafter  
administration・Thesingledose（4tablets）pharmacokineticparamctersfbrartemethcr，  

dihydroartemisinin（DHA），anaCtiveantimalarialmetaboliteofartemether，and  
lumefhntrineinadultCヱ1uCaSianhealthyvo】untcersareglVeninTable3・Multipledose  
dataafterthe6－doscreglmCnOfCoartemTablctsinadultmalilriilPatientsareglVenin  

Table4．  

TfIb）e3‥SingleDoscPhf］rmaeOkincticPnr；lmCterSaforArtemcthcr，  

DihydroartemisiniI）（I）HA），nndLumeffmtrineunderFedConditions  

Study2102   Sttldy2104  
（n＝50）   （n＝48）   

Artemether  

C。t。X（ng／mL）   60．0圭32．5   83．8士59．7   

tm。詭）   l．50   2．00   
AUClast（ng・ll／mI，）   146士72．2   259土150   

t兄（h）   1．6士0．7   2．2±1．9   

DHA  

Cmax（n釘mL）   104士35．3   90．4土48．9   

tmax（h）   1．76   2．00   

AUCl。St（ng・h／mL）   284土83．8   285土98．0   

t某（ll）   1．6士0．6   2．2士1．5   

LumerantriIle  

Cmax（躇血L）   7．38士3．19   9．80土4．20   
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tmax匝）   6．01   8．00   

AUClnsL（pg・hhL）   158土70．1   243土117   

t佑（h）   101士35．6   119土51．0   

aMean土SDC。，；lX，＾UCl；lSt，t兄andMediantm。X  

FoodcnhanccsthcabsorptlOl－Ofbothartemetheral－dlumen11－trine・Inhealthyvolunteers，  

therelalivebioavailabilityofarlclnelherwasincrcase（1betwccIltWO－tOthree－fbld，and  

thatofltnTIC伽一trincsixtccn－fbldwhcnCoartcmTablctswcrctilkcnafterahigl一－ntmCal  

COml）；lrC（lunderたIStC（1conditions‥Pa血1tSS71Ou】dbec11COIJr咽CdtotakeCoar（em  

TilbletswitllamCi山ssoonilSfbodcanbcto】erilted［sccDosage〟／〃1Admi7Lis／ruIion  

〝．〃］・  

J）′．－／J・仏〟／わJI  

Arlcmcthcrilndlumefhnlrinearebothhigl一】yboundtohumallSCrumPrOteinsi7＝血・0  

（95・4％a－1d99・7％，TeSI）eCtivcly）．DihydroarlcmisinillisaIsoboundtohuma11Serum  

PrOteins（47％to76％）・Protcinbindingtohumilnp7asmapl・01ejnsis）inear．  

βわ什〟耶わ川J〟如  

Inhuma］11ivcrmicrosomesa11drccombinanlCYP450enzymCS，themctabolismof  

arlcmcthcrwascatnlyzcdr）rCdominantlybyCYP3A4／5・Dihydroartcmisinin（pHA）isan  
activemetaboliteofartemether・Themctabolismofarlcmethcrwasalsocatalyzedtoa  
lesserextentbyCYP2B6，CYP2C9andCYP2C19．D＝′iLrL｝Studieswilhartemetherat  

therapeuljcconcentralionsrevealednoslgr）incantinhibitionofthemetabo］icactivitiesof  

CYPl＾2，CYP2A6，CYP2C9，CYP2C19，CYP2D6，CYP2El，CYP3A4／5，and  

CYP4A9ノ11．  

DuringrepeatedadrninistrationofCoartemTab7cts，SyStemicexposureofartcmcther  

dccreascdsi即用cantly，Whi）cconcentrationsorDHAincrease（l，althoughnottoa  

Statislicallyslgni董icantdじgreC・Theartcmctbcr／DHAAUCratioisl・2a負craslngledose  

a）1dO・3a爪er6doscsglVCnOVCr3days．Thissuggestslhatthcrewasinductionof  

CYP3A4／5rcsponsiblcforthcl11Clabolismofnrtcmcthcr＿  

TllhumanlivcrmicrosomcsandinrccombinanlCYP450cnzymcs，lumefhntrincwas  

rrlCtabolizcdmainlybyCYP3A4todcsbutyト1uhlC血一trinc・Thcsystcmicexposuretothe  
mclaboljledcsl）lllyl－ll】mC伽一trincwas】cssthanl％oftheexposuretothcparc山  

COmPOund・1nvtLro，lumeLhnlrincsjgnificantlyinhibitstheactlVltyOfCYP2D6at  

therapeuticphlSmaCOnCCntTations．  

CautionisreconlmendedwhencombiningCoartcmTablctswithsubstrates，inhibitors，Or  

inducersofCYP3A4，eq）CCia】1yanti－retrOViraldrugSandthosethatprolonglheQT  

intcrval（巳g・，maCrOlidcantibiotics，pimozide，terfbnadine，nStemizole，Cisapride）［see  

勒和才〃がα〃dPrec〟〟Jfo耶作．J，エガ］．  

Co－administrationofCoartcmTablctswithCYP2D6substratesmayresultinincreascd  

PlasmaconcentrationsoftheCYP2D6substrateandincreasetheriskofadverse  
reactions・Inaddition，manyOfthcdrugSmetabohzedbyCYP2D6canprOlongtheQT  

lntemlandshouldnotbeadministeredwithCoartemTablctsduetothepotential  

additiveefftctontheQTinterval（e・g・，flecainide，imipramine，amitriptyline，  

Clomipramine）【see肋rningsandPrecauionsPJ，5．4）］．  
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gJわ血刀〟Jわ刀  

A五emetherandDHAarecleared丘omplasmawithaneliminationhalf－1iftofabout2  
hours・Lurnefantrineiseliminatedmoreslowiy，Withateminalhalf－1if己of3－6daysin  

healthyvolunteersandinpatientswithjblcわarummalaria．Demographiccharacteristics  

SuChassexandweightappeartohavenoclinical1yrelevantefftctsonthe  
pharmacokineticsofartemetherandlumefantrine．  

NourinaryexcretiondataareavailablefbrhumanS．hanimalstudies，artemether  

metaboliteswerelargelyexcretedintheurine・However，urinaryexcretionofartemether，  

111mefantrineandlumefantrinemetaboliteswasnegiigible．Vnlileanimaldataare  
infbrmative，theydonotalwayspredicthumanresults．  

／／tJ＝／J＝′川りい′ミJ‖川J）′J山JU〃†  

Nospecほcpharmacokineticstudieshavebeenper良）medinpatientswitheitherhepatic  
Orrenalimpaimlent［seeDosageandAdhinistrationP．4）］．  

／・）亡てノ扁J／イし1P‘〟Jビ／J／．ゞ  

ThePKofartemcthcr，DHA，andlumefantrinewereobtainedintwopediatricstudiesby  

SParSeSamPlinguslngaPOPulationbasedapproach．PKestimatesderived丘oma  

COmpOSitepiasmaconcentrationpro丘1efbrartemether，DHA，andlumefhntrineare  

PrOVidedinTable4・  

Systemicexppsuretoartemether，DHA，andlumefantrine，Whendosedonamg戊gbody  

WeightbasislnPediatricpatients（当to＜35kgbodyweight），iscomparabletothatofthe  

recomnendeddosingreglmeninadultpatients．  
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TfIble4：Summ；lryOfPl］armaeOki］1eticPammetersfbrLumcfhntrine，Artemetller  

andI）HAi7）PcdjfLtric；lndAdultPatientswithMa）fIriaFoITowingAdministmtioJ10f  

lTl．ercare477childrc一一fbrlhc．t”TICn”1triTICphmaeokincticI肌nlCtCrS；n，rnrtCmClheran（Jdi－1ytlron7Lcm抽一一inp一＝rmaCOkincljc  
paramcteTSlht：Te；lrt＝55，29，imtI8cIlildrcnrorll－C5to＜15，15to＜25andtJIC25to＜35kgじrO叩S．TL！SPCCtivcly．  

2mrca－CatOt：，lo［181adutlSfbr］u一一一Crh7－1rhlCPhamucokiT－eticparamctcr川1datot’t7or25n（．ultsn，raItCmCLhcrand  
dil－y（lrt）arlllC－－1isinphaローⅥCOkincticpamnlCIc円．   

Gピノイ〟Jr／cf）βJig〃／∫  

Nosr）eじificphmacokincticstudieshavebeenpcrformedinpaLicntsolderthan65years  
OragC．   

独力〟極  

左ユゴ出血；血q（ぐ′J吐二王四ヨせ 

Co11CurrentOraladministrationofketoconazole（400mgonDaylfo1）owedby200mg 
Ondays2，3，4iuld5）withCoartemTablcts（singledoseof4tabletsof20mg  

artclnelhcr／120mgl叩1Cfhntrinepertablct）withanleallcdtoa11incrcilSCinexposurc，in  

tcrmsofarcaunderlhccurve（AUC），Ofartcmelhcr（2．3－fbld），DHA（1．5fo1d），and  
）umchntrhc（1・6－Lbld）in13healthys叫ects・ThcpharmacokinclicsofkctocnaZOle  

WCrenOteValuatcd・Bascdonthisstudy，doseaqjustmcntofCoElrtCmTabletsIS  

COnSidcredunnecessarywhenadministeredwithkctoconazoIcoroulCrCYP3＾4  
inhibilors．Howevcr，duetothcpotentialforincrcasc（1concentrationsoflumehntrinc  

Whichcouldlじnd10QTprolongation，CoartemTabletsshouldbeusedcautiouslywith  

OthcrdrugSthatinhibitCYP3A4（e．g．，anti－retrOViraldrugS，maCrOlideantibiotics，  

antidepressants，imidazoleantifungalagents）［seeWbrningsandPrecautionsP．1，5．3）］．   

A価血血b血流  

Theoraladministrationofmefloqulnein14healthyvolunteersadministeredasthree  

dosesof500mg，250mgand250mg，fo1low9d12hourslatqrbyCoartemTablets（6  

dosesof4tabletsof20mgartemether／120mglume血trinepertablet），hadnoeffbcton  

Plasmaconcentrationsofartemetherortheartemether／DHAratio．hthesamestudy，  

therewasa30％reductioninCmaxand40％reductioninAUCoflumefantrine，POSSibly  

duetolowerabsorpt10nSeCOndarytoamenoqulne－induceddecreaseinbileproduction．   
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Intravenousadministrationofasingledoseofquinine（10mg耽gbodyweight）conurrent  
withthelastdoseofa6－dosereglmenOfCoartemTabletshadnoefftctonsystemlC  
expostlreOfDHA，1umefantrineorquminein14healthyvolunteers．MeanAUCof  

artemetherwere46％lowerwhenadministeredwithquininecomparedtoCoartem  
Tabletsalone．Thisdecreaseinartemetherexposureisnotthoughttoノbeclinically  
Slgnificant．However，qul11i】1eShouldbeusedcautiouslyinpatientsfo1lowlngtreatment  

withCoartemTabletsduetothelongeliminationhalf－1ifeoflume蝕Itrineandthe  

potentialfbradditiveeffbctsonthcQTinterval［seef侮mingsandP7・eCautionsP．Z）］．  

d乃r～」ieJrovJrαJ上）r〃  

Nofbrmaldrug－druglnteraCtionstudiesbetweenCoartemTabletsandAnti－Retroviral  

drugS（ARTs），SuChasproteaseinl1ibitors，nOn－nuCleosidereversetranscriptaseinhibitors，  

havebeenperfbrmed・DuetovariablepatternSOfiI血ibition，inductionorcompetitionfor  

CYP3A4withallti－relroviraldrugS，CoartemTabletsshouldbeusedcautiouslyln  

patientsonARTsastheresultmaybeanincreaseinlumefhntrineconcentrationscauslng  

QTprolongation，adecreaseinconcentrationsoftheARTrcsultinginlossofe躇cacy，Or  

adecreaseinartemetherand／orlumefhntrineconcentrationsresultinglnlossof  
antimalariale躇cacyofCoa頭emTablets［seefybrningsandPrecautio77SP－3）］．  

月br椚0乃α／CβJ‡JれコCe  

Nofbrmaldrug－druglnteraCtionstudiesbetweenCoartemTabletsandhormonal  
COntraCePtlVeShavebeenperfbrmed．However，artemethermayinduceCYP3A4／5，  

reducingtheefftctivenessofhormonalcontraceptives［seemlrningsandPrecauiions  

P＿カ］．  

12．4MicrobioIogy  

牲しノ＝′J？・用いノいいノJ  

CoartemTablets，afixedratioofl：6partsofartemetherandlumefhtrine，reSPeCtively，1S  

anantimalariE11agcnt．A貞emetherisrapidlymetabolizedintorlnaCtivemet；1l）0】itc  

dihydroartemisinin（DHA）．Theanti－malarialactivityofartemetherandDHAhasbeen  

attributedtoendopcroxidcl一一Oiety．Theexactmecllanismbywhichlumehntrine，eXertS  

itsanti－malarialeffbじtisnotwelldelined．AvailabledatasuggestlumC免1ntrincinhibits  

thefbrmationofP－hcmatinbyfbrmir）gaCOmPlexwithhcmin．Bothartcmctherand  

lumehntrinewereshowntoinl1ibitnucIcicacidandproteinsymthesis．  

ノ〃I・擁て）（川（ブナJJI■■汀し）  一」（、〃l・f   

ArtemetherandlumefhntrineareactiveagainstthccrylhrocyticstagcsofPlasmodium  

．／′／・・∫ハ汁冊・  

月e∫′∫／〟J7Ce  

StrainsofP．j2IIc¢an［mwithamoderatedecreaseinsusceptibilitytoartemetheror  

lumefhltrinealonecanbeselectedtnvitroorinvivo，butnotmaintainedinthecaseof  
artemether．Theclinicalrelevanceofsuchanefftctisr）Otknown．  
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12．5Efrbctsonthc7ucetrocardiogr  

haheallhyadultvo】unlccrpara11e）groupstudyi11Cludingap】accbo；lndmoxifloxacin  

CO71trOlgroup（n＝42l）Crg）・0叩），theadmj11islr；1tionoflhe6，doseregimcnofCoartCm  
T＝一bletsw…1SnSヲOCiiltC（lwithprolongalioT－OrQTcF（Fridericia）・FoIIowingadmh－islration  

Ofi16－（losercg‖11CnOfCoarlemTabletscol－Sistingof41abletsperdose（tolil］or41ablets  

Of80nlgilrtemCLhcr／48Omglumelもntrjlle）tilkeJIWithfbod，themaximummeallChange  
liombasclincilndpIaccboa4iusledQTcFwas7．5nlSCC（トsidcd95％UppcrCI：1lmscc）．  

n）ereWaS；lCOnCCI11r；llion－（1epcndcntincrcaseiIIQTcF払r）l】meLhnlrine．   

lnclinic；11t］’i；llscoll（Jt］CtCdinchil（1rcn，nOP；llienthildQTcF＞500mscc．Ovcr5％or  

P；llie∫1tS］1；一（l；1nhlCrC＝tSじi】】QTcFofovcr60nlSCC．   

Tnclinicaltl‾ialsconLlucIcdilladu］ts，QTcF7）rOJongaliollOf＞500msccwasrcI）0】1cdin3  
（0．3％）ofpaticnts．Over6％ofadullslladaQTcl；increaseorovcr60mscc什ombasc）inc．  

13 NONCI」INIC人LTOXICOLOGY  

13・lCi）rCiJlOgCnCSis，Ml血IgCuCSis，Imp；urmeIltOrFcJ’ti］ity  

胸裏  

CarcinogenlCltySllldicswerenotconductcd．  

肋／〟g（ヲ〃a一正  

Noevidcnceofmutagcniじitywasdetectcd．Thcartemether：ll］menlntdnecombination  
WilSeValualcdllSingtheSalmone／laandEゞCherichia／mammalian－microsome  
mut；lgCmCltyteSl，thcgenemutationtestwithChjnesehamstcrcellsV79，thecyLogencLic  
testonChincsehamslercellsinvitro，andtheratmicrorluCleustest，invivo．  

迦幽塑ぎ亜坤α  

PrcgnancyriltCSWCrC）■CJuccdbyaboutonehalrinfbmalcratsdosedfbr2to4wceks  
Withtheartcmethcr－1umcf加trinecombiIlaLionatlOOOmg／kg（about9timestheclinical  

doscbasedonbodysurJhceareacomparisons）．Maleratsdosedfbr70daysshowed  
章ncrei－SCSinabnormaIsl）Crm（87％abnom－al）andincrcascdlestesweightsat30mg／kg  

doses（aboutol－elhirdlhcclinicalLlose）．Higl一erdoses（about9timesthcclinicaldose）  

resultedindecrcascdspermmotilityandlOO％abnormalspermCel）s．  

13・2ArliTTl；l】Toxico］ogyand／orPharmaco］ogy  

廻！：（J（（せ〔、J亘f：71蝉由り・  

Pregnantratsdosedduringtheperiodofor苧anOgeneSis，atOrhigherthan60mgn（g／day  

Withthcartemether－1umehntrinecombinatlOn（adoseabouthEIlfthehighestclinjcaldose  
basedonbodysurhceareacompa9sons），Showedincreasesinthenumberofdead  

fbtuses，earlyreso11）tlOnSandpostlmplanlalionlosscs．Noadverseefrbctswereobserved  
inanimalsdosedat40mg／kg（aboutollethirdtheclinicaldose）．Similarly，dosingin  

pregnantrabbitsat175mgn（g／day（；lboutthreetimesthehighestclinicaldosebasedon  
bodysurfaceareacomparisons）resultedinabortions，Preimplantationlosses，POSt  

lg   



implantationlosses，anddecreasesinthenumberoflivefttuses．Noadversereproductive  

effbctsweredetectedinrabbitsatlO5mg／kg／day，abouttwotimestheclinicaldosebased  

Onbodysurficeareacomparisons．  

Otherartemisinlnsarekn0wntObeembryotoxicinanimals．Reproductivetoxicitystudies  
Withartemisininderivatives（e．g，arteSunate）demonstratedincreasedpost－implantation  
lossandteratogenicity（alowincidenceofcardiovascularandskeletalmalfbrmations）in  
ratsandrabbits．Similarfindingswerenotseeninanimalreproductivesttldiesuslng  
artemether．  

肋roJα方7c∫ル  

StudiesindogsandratshaveshownthatintramuscularlrUeCtionsofartemetherresulted  
inbrainlesions．Changesobservedmainlyinbrainstemnucleiincl11dedchromatolysis，  
eosinophiliccytoplasmicgranulation，SPheroids，aPOptOSis，anddarkneurons．Lesions  

WereObservedinratsdosedwithartemetherat25m釘kgfor70r14daysanddogsdosed  
at20mgkg丘）r8daysorlonger，butlcsionswerenotobservedaftershortercoureSOf  

drugOra魚eroraldoslrlg・Theestimatedartemcther24hAUCafter7daysof（loslIlgat  
thenoobservedefftct】cvd（10m釘kg／daygiveni】ltrこIrnuSCuiarly）isapproxi汀】ately7－  

foldgreaterthantheestimatedartemether24hAUCiIlhl】m［ulSOndayiofthestandilrd  
3－dayoraltreatmentreglmen；OralexposureinhurnanSdecreasesonsubsequentdays，  
thustheexpoヲuremarginincreases・Dogsdosedoral1ywith143mgkgartemether  
ShowedastatlStica11ymeasureablecffectonthehear‖gthrcshold；lt20dB．Thisdoseis  

equivalenttoabout29timesthehighestartemetherclinicaldose（160mg／day）basedon  
bodysurfaceareaCOmParisons．MostnervOuSSyStemdisordcrudverseeventsinthe  
Studiesofthe6－doseregimcnweremi1dinintensityandresoIvedbytheendofthestudy  
［seeddve7Te屈eαC力b那作・み］．  

14 CLINICAl」STUDIES  

14．1 Trc；ltmentOfAcutc，UIleOmp】icated員J27Zc如rtLmMalaria   

TheefficacyofCoartemTabletswasevaluatedforthetreatmelltOfacute，unCOmplicated  
malariacausedbyP．j27lc如ruminHIVnegativepatientsin8clillicalsttl（1ics．  
Uncomplicatedmalariawasde如edassymPtOmaticP・jblc画rummalahawithoutsigl！S  
andsymPtOmSOfseveremalariaorevidenceofvitalorgandysfunction・Baseli】1eParaSlte  

densityranged丘■Om500／pL－200，000／LIL（0．01％to4％parasitemia）inthemqiorityof  
Patients・Studieswereconductedinpartia）lyimmuneandnonJimmuneadultsand  

children（≧5kgbodyweight）withuncomplicatedmalariainChina，Thailand，Sub－  
SaharanA丘ica，Europe，andSouthAmerica．Patientswhohadclinicalfbaturesofsevere  

malaria，SeVereCardiac，renal，OrhepaticimpalrmentWereeXCluded．   

Thesttldiesincludetwo4－dosestudiesassesslngtheefncacyofthecomponentsofthe  
reglmen，aStudycompannga4－doseversusa6－dosereglmen，and5additiona16－dose  

reglmenStudies．   

CoartemTabletswereadministeredatO，8，24，and48boursinthe4－dosereglmen，andat  
O，8，24，36，48，and60hoursinthe6Ldosereglmen．Efhcacyendpointsconsistedofモ  
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● 28daycurerate，de血edasc］earanccofascxualparasites（theerythrocylicslage）  

within7（1ayswithoutrccrudesccnccbyday28   

・paraSitec）carancetime（PCT），defincd；lStimc丘om鮎stdosel111tilfirsttolaland  

COIllintlCddisappcaranccofasexuillpi11・ilSitewhichconti11uCSfor乙tnlrthcr48  

hours   

・fbvcrcIcarancctime（FCT），delillCdastimcfi・Om丘rstdoseuntilthcfirsltimc  

bodylcmpcraLtlrefbllbelow37．5OCan（1rcmaillCdbelow37．5OCfbriltleasta  
爪Il－1hcr48hours（onlyfbrpalieIllswillllcmpcral＝■e＞37．5OC；ltb；ISClinc）   

ThenlO（】ifietIinlenttolrじilt（mlTT）1一叩u7iItioTlinclu（1csヱ111pilticntswilhmill；uja  

（Iia脚OSisco）1LirnlillioTIWhoreceivc（lとIt］cilStOllCdoscofslu（lydrug・l三valtl；lblcT）こIticnts  

gencrallyarcaIIpalicz－tSWhohadaday7ilnd；lday28par；一Sito】oglCillasscssn－ClltOr  

CXpC）’icncedlrcalmcn用Iiltlrebyday28．   

SttJdieslnnd2：Tl－CtWOStudicswhichasscssc（11hccmcacyorCoartcmTab）cts（4  
doscsof4tabJctsof20mgartemclhcr／）20mglumcnll－1hnc）colヤparCd10CaCh  
COnlPOnel－talonewcrcran（lomizcd，doublc－blind，COmparalivc，Slnglcccntcr，COndllCIcd  

jnChina・Thec用cacyreslllls（Tab7e5）sup】）（）rtlhi）1thecombinationofartcmctllCraT】d  

7umcnlnlrincinCo；lrtC］1－Tab7etshadaslgn浦c；lntlyl－igl－Cr28－daycl】rer；ltCCOmP＝lrC（lto  

ilrlcmclher 

． 

TabIc5：Cljl）ica‖モ†JIc；lCyOfCoarIemTabIctsvcrstJSComponcnts（mTTT  
tlla暮ionl  

28－1laynlrerate  
lVN（％）palie】11s  

M（！di；lnlrC■l  Mel】ianI＞C’l’  

【25山，75仙l）CrCCnli呵  r25tt■，751ltpじrCCI－1ilc］  Sll山yNo．  

ReEion／p雨ielltageS  

Study 1 
Chil】a，agCS13－57ycars  

Coar†cmTi］blets  50／51（98．0）  241－O11rS【9，48】  30hol】rSl24，3（；】  

∧rtcnlClller  24／52（46．2）  21l1011rS【12，30】  301】OurSL24，33］  

LMれChI】両Ilじ  47／52（り0．4）  60】10urSr3（i，78】  54l10urS【45，66】  

Stlldy 2 
Cl】j11a，昭CS12－65ycars  

Coartcrn Tablcls 50／52（96．2）  

45／51（88．2）  

21I10urSr6，33］  30llOurS【24，36】  

LltIT】elbnlTiIIC  36hol】rS［12，60】  朋‖101汀S［42，60】  

pa血ntswhosesはIus  IIlm】’1TaTIalysIS，  WaSunCCrt；li］1WCrCClassificd；1Stre；ltnlCnlfhiZl］rCS．  

2Efflcacyct）rCratCbasedonbloodsmcarmicroscopy・  

ユForpatienlswhohadabo（lylcmperaturc＞37・50CatbilSCli11COnly  
495％CI（CoartcmTablcIs－arte，nCt）】er）0一】28－daycurerate：37．8％，66．0％  
5 
p－Va7uccomparillgCoartemTabIcIs－0－umcfhntTinconparasilccIcarancctime（PCT）aJldftvcr  
CIcarancetime（FCT）：＜0．001  

6p－ValllCCOmPariIⅦCoartemTabletstolumefantrineonparilSiteclearanCetime（PCT）‥＜0．001and  
Onftverc7carancetimnc（FCT）：く0．05  

Resultsof4－doscstudiesconductedinareaswithhighresistancesuchasThailandduring  

1995－96showedlowerefncacyresultsthantheabovestudies・Therefbre，Study3was  

conducted．  
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Study3：Sttldy3wasarandomized，double－blind，tWO－CentetStudyconductedin  

Thailandinadultsandchildren（aged≧2years），Whichcomparedthe4－doseTegimen  

（administeredover48hours）ofCoartemTabletstoa6－doseregimen（adminlSteredover  
60hours）・Twenty－eightdaycurerateinmITTsubjectswas81％（96／118）fbrthe  

CoartemTablets6－dosearmaSCOmParedto71％（85／120）inthe4－dosearm．   

Studies4，5，6，7，and8：hthesestudies，CoartemTabletswereadministeredasthe6v  

dosereglmen．   

Instudy4，atOtalof150adultsandchildrenaged ≧2yearsreceivedCoartemTablets．In  

Study5，atOtal164adultsandchildren ≧12yearsreceivedCoartemTablets．Both  

studieswereconductedinThai］and．   

Shldy6wasastudyof165non－immuneadultsresidinglnreglOnSnOn－endemicfbr  
malaria（Europ？andColombia）whocontractedacuteuncomplicatedjalcわarummalaria  
Whentravelinglnendemicreg10nS．   

Study7wasconductedinA舟icain310infhntsan（1chiidrcIlaged2monthsto9years，  

Weighing5kgto25kg，Withanaxilhrytemperature≧37．5OC．   

Study8wasconductedinA丘icain452infhntsandchildren，aged3monthsto12years，  

Weighing5kgto＜35kg，Withfevcr（≧37・5OCaxillaryor≧380Crectally）orhistoryof  

ftverinthepreceding24hours．   

Resultsof28－daycurerate，medianpE汀aSiteclea∫anCetime（PCT），andftverclearance  

time（FCT）fbrStudies3to8arereportedinTable6．  

Table6：ClinieillEfficacyof6－doscRcRimenofCoartemTab）ets   

StudyNo・Region／；tgeS   ヱ8－daycurer；lteln／Nr％；lti川tS  Medi；lnFCTZ  MedhHPCT  

mITTJ   【251h，75111perce血呵   ［251h，751hpercentile］     Ev且Illable   

SflJdy3T山河and，ageS3－62years   96／l18（81．4）   93／96（ワ6．ウ）   35 hours 44 bours 

Earlyfb山re4   0   0   ［20，46】  ［2Z，471  

Lateねihlre5   4（3．4）   3（3．1）   

Los【10ね】】0＼VUP   18（15．3）  

Olher6   0   

StlJdy4Tllai】and，agCS2H63ycars   130／149（87．2）   130／134（り7．0）   22hollrS  NÅ   

Early鮎血re4   0   0   ［iり，44】  

La【efもilure5   4（2．7）   4（3・0）   

Losttofbllowup   】3（8・7）  

OtheT‘   2（1，3   

Stl】dy5Thailand，a郡S12－71yc；lrS  148〃64（90．2）  148／155（95．5）   Z9hours   29hours  

Earlyfもilure4  0   0  【8，5り  【18，40］   

LatefこIilure5   7（4．5）   7（4．5）   

Losltofb】lowu   9（5．5）  

Other占   0   

Study（；  

2l   



c／Columbia，a  37 I,ours 

r】8，441  

42llOl汀S   

【34，63】  

l．；ltehill】reさ  

Lostto丘肌owu  

S仙舟7AfHcil，a8CS2mon111S－ウ  268／310（86．5）  8l10日rS   

【8，24】  

24I10urS   

L24，36】  

267／300（帥．n）  

山1chiIllrCさ  

LcISt10b】Iow  

St1日y縛A丘ica，i喝CS3montIIS－12  374／452（82．7）  37（掴lリ（88．3）  BIlOl汀S   

rポ，231  

35IlOurS   

r24，36】  

7三mcacycurcratcbascdonb）oodsmじilrmicr・）SCOPy  
ZForpuliuntswho）ladabodylclllPCr乙IturC＞37・5りCatb；lSClinじ0日y  

3一一11一一7TTanalysIS，Palicnlswl10SCSlal11SWiLSunCCTLainwcrccIassjf－cdastl・calmじ！Ltfhil”・CS・  
4EarlyLhilureswereusuallydじnnCdaspalienlswithdrawnLbru7］Satisfhctorylhcrar）Cuticじ11tctwithinlhenrs暮7days  
Orbt：C；llJSClhcyrccejvedanothcrilIlljnlaJariallTIL：dicalioJ）Withinthcrirst7（lays  

5lノalcfhi】urcsweredcnncdaspaticnLsachiじVingparasilcclearanccwidlit－7daysbuthavlngparaSilcrcal）PCaraIICe  
inc］uJingrccrudescenccorIICWinLbctionduringthc28dayLbl）ow－Upperiod  
60thcrincludcs、VilhLITaWnduじtOPrOtOCO）violalionornon－COmPliancc，rCCCivcdadditionulmedicalio）”nCr（lay7，  
Wilhdrcwconscnl，missin鑑day70r28asst；SSmt：nl  

hl；111studies，Patients’signsandsymPtOmSOfmalilriaresoIvedwhenparasiteswere  

cleal・Cd．  

Instudicsco11ductcdinareaswithhightransmissionratcs，St】ChasAfHca，rCaPPeamllCe  

OfP，P［ck，arumParaSitcsmaybeductorccnldcsccnccorancwinfbction．   

Theefncacybybodyweightcategoryforstudics7；lnd8issllmmarizedinTilblc7．  

T；lble7：ClinicalEfJIcacybyWcightfbrPcdiatricStudics  

CoarlcmTab】cIs6－do＄CRcだimcn  

St＝】yNo・  nlITTpop111痛oIll  掛川IIIabIepoplltalilIn  

MedianPCT   28－1laycurerateヱ   
AgeciltegOry  

Z＄－daycurernteヱ  

，125th，75th ereeIltilel  n刑（％）p；lti別ItS   11／N（％）pnlients   

St11dy7  
5－＜10k′   24【24，36］   133／154（86．4）   133／14ワ（8り．3）   

10－＜15kg   35［24，36】   94／110（85．5）   り〟107（87．リ）   

15－25kだ   24r24，36】   41／46（89．1）   40／44（ウ0．9）   

Study8｝  
5－＜10kg   36r24，3（；1   61／83（73．5）   61／6り（88．4）   

10－＜15kE   35r24，36】   160／190（84．2）   157／179（87．7）   

15－Q5kE   35［24，361   123／145（84．8）   123／140（87－9）   
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26〔24，36  50／34（88．2）  25一＜ほk  29／31（93．5）  
hm王TTanalysIS，patientswhosestatuswasuncertainwereclassifiedastreatmentfailures，  

2EfficacyctueratebasedonbIoodsmearmicroscopy  
3coartemTabletsadministeredascrushedtablets  

TheefncacyofCoartemTabletsfbrthetreatmentP．jZIIciparuminfbctionsmixedwithP．  

VivaxwasassessedinasmallnumberofpatierltS・CoartemTabletsareonlyactiveagalnSt  
theerythrocyticphaseofPvivaxmalaha・Ofthe43patientswithmiⅩedinftctionsat  
baseline，al1clearedtheirparasitemiawithin48hours・However，paraSitere】apseoccurred  

COmmOnly（14／43；33％）・RelapsingmalariacausedbyP・Vivax 

， 

hypnozoitefbrmsthatmayremaindormantintheliver．   

16 HOWSUPPLIED／STORAGEANDHANDLING  

Coartem（artemether／1umefhntrine）Tablets  

20mg／120mgTablets－yellow，rOundnattabletswithbevelededgesandscoredonon  

Side．TabletsareimprintedwithN／CononesideandCGontheothcr．  

Bottleof24  NDCOO78－0568－45  

Unitdosecartonof24tablets（4x6－tabletblistercards）  NDCOO78－0568－43  

Storeat250C（77OF）；eXCurSionspermittedto15－300C（59－86OF）［seeUSPControlled  

ル叫〃行叫－・・…／J／ハ・〕．  

Dispenseintightcontainer（USP）．  

17 PATIENTCOUNSEI＿．INGINFOMATION  

SeeFDA－ApprovedPatientLabeling（17．2）・  

17．1Imrorm；ltionforSareUse  

・hstruCtPatientstotakeCoartemTabletswithfood・Patientswhodonothavean   
adequateintakeoffoodareathskfbrrecrudescenceofmaiaria．  
。Patientshypersensitivetoartemether，1umefantrine，OrtOanyOftheexclplentSShould  
notreceiveCoartemTablets．  

・InstruCtPatientstoinfomtheirphysicianofanypersonalorfhmi1yhistoryofQT   
prolongationorproarrhythmicconditionssuchashypokalemia，bradycardia，OrreCent   

myocardialischemia．  
・hstruCtpatientstoinfbrmtheirphysicianiftheyaretakinganyothermedicationsthat   
prolongtheQTinterval，SuChasclassIA（quinidine，prOCainamide，disopyramide），Or   

ClassIII（amiodarone，SOtalol）antiarrhythmicagents；antipsychotics（pimozide，   

Ziprasidone）；antidcpressants；Certainantibiotics（rnaCrOlideantibiotics，   

nuoroquinoloneantibiotics，imidazole，andtriazoleantifungalagents）；Certainnon－   

Sedatingantihistamines（terftnadine，aStemizole），OrCisapride．  

。InstructpatientstonotifytheirphysiciansiftheyhaveanysymPtOmSOfprolongation   

OrtheQTinterval，includingprolongedheartpalpitationsoralossof℃onsciousness．  
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●InstruCtPatientstoavoidmedicalionsthataremetabolizedbythecytochromccnzyme   
CYP2D6whilereceivingCoartemTablctssincethcscdrugSillsohavecardiacef托cts   
（C．g．，neCainide，imiprilmine，illnitriptylinc，Clol一一ipr乙tIninc）・  

●Illfbrmpaticnlstl一；1tbascdona】1imaldilt；l，CoaIIcmTablcts；1dmil－istercdduring   

prcgnancymayresultillfbtalloss・Fetaldefbctshavcbcenrel）OrtCdwhenartemisinins   

ilrCadministcredtoanimal占．  

● ITalofhntrilleandCoarlemrrablctsshout（Jnotbe；ldmillisteredwitllinonemonlhof   

eacholherdue10POIcnlialadditivee耽ctsol－thcQTinlcrva］・  

・Anlimalarialsshou7dnotbcgivcnconcomilantlywithCoartcmT；lblets，l一一11cssthcrc   

isnoothcrlrcatmcntopl］On，ducto］imitcdsafblydal乱  

・QTprolongil】gdrugS，incIudiIlgqui）1incandquiIlidi】一C，Shouldl）euSC（lc乙Iuliously   

丘劇owingCoarLcnTilblctsductotheJoI柑eJinlinationhalfllifbof）＝TICfhntrincan（1   

1llCr）OIcntia川）「；ld（lilivccfTbcIso一一tl－CQTinterv；1l・  

・Closclymo）1itorLbodintakcinl）i11ic）一tSWhoreceivc（1mefloqu）nCimnlCdirLIclyprior  

totreatmcntwithCoiltlcmTablcIs．  

・UscCoartcmTill）1ctscilutjously‖1l）alicntsrccciv－ngOlherdrugsthatarcsubslralcs，   

inhibitorsorin【1ucersofCYP3＾4，i】lCludinggrape仙itJu】Ce，CSpCCiallythoselhilt   
pI・OlonglhcQTinleIValorareanti－rCtrOVimldrugS・  

● CoarlcmTablctsm＝lyrCducelhecLTbctivencssofhormo】一alcol－Lr；lCel）tivcs・Thc事－eLbrc，  

1）；lticnlsl）SlngOraいransdcrrnalpatch，OrOthcrsystemichormonalco】1trZICCPtives  

shou7dbcadviscdlot】SC；ln；lddilionalnon－hormonalrncthodofbil・thcontrol．  

●InLbmlPalicnlsthatConrtcmT21blcIsca一一CauSehypcrscnsltlVltyrCaCtions・Insln－Ct   

pilticntstodiscontinuclhc（lrugatlhefirstslgnOfaskinrash，hivesorotherskin   

rcactions，araPidhcarlbcat，dimcuIty＝一SWal）owlngOrbreathing，allySWellh－g   

suggestingangiocdcma（c．g．，SWe11ingofthe）ips，tOnguC，fhcc，tightnessofthethroat，   

hoarscIICSS），OrOthcrsyI】1l）tOmSOranallcrgicreaction・  

17・2FI）A－ApproYCdPatientLabeling  

24   



PatientInIbrmation  

Coartem㊥  

（CO－AR－tem）  

（artemetherandlumefantrine）  

Tablets  

ReadthispatientinformationbefbreyoustarttakiIlgCoartem・Theremaybenew  
infbrmation．Thisinfbrmationdoesnottaketheplaceoftalkingtoyourhealthcare  
PrOVideraboutyourmedicalconditionoryourtreatment．  

WhatisCoartem？  

CoartemisaprescnptlOnmedicineusedtotreatuncomplica‡edmalariainadultsand  
Childrenwhoweighatleastllpounds（5kg）．  

WhoshouldnottakeCoartem？  

DonottakeCoartemifyouareallerglCtOanyOftheingredients．Seetheendofthis  
leafletforacompletelistofingredientsinCoartem．  

WhatshouldIte11myhealtheareproviderbefbretakingCoartem？  

BefbreyoutakeCoartem，tellyourhealthcareprovideraboutallyourmedicalconditions  
includingifyouhave：  

・heartdiseaseorafilmilyhistoryofheartproblemsorhe；uldiseIISe  

liver or kidney problcmsms 

・reCentlytakenothermedicincsusedtotreatmalaria  

・ifyouarepregnantorareplannlngtObecomepregnant．Coartemmaymcrease  

yourriskfbrlossofpregnancy．Fetaldeftctshavebeenreportedwhen  

artemisininsareadministeredtoanimals・Talktoyourhealthcareprovider  
beforetakingCoartem，  

・ifyouarebreast－fteding．ItisnotknownifCoartempassesintoyourbreast  

milk．Youandyourdoctorwilldecidethebestwaytoftedyourbabyifyou  
takeCoartcm．   

Tellyourdoctoraboutallthemedicinesyoutake，includingprescnptlOnandnon－  

prescnptlOnmedicines，vitamins，andherbalsupplements・Coartemandothermedicines  

mayafftcteachothercauslngSideefftcts．Coartemmayafftctthewayothermedicines  
workandothermedicinesmayaffbcthowCoartemworks．  

Especiallytellyourdoctorifyoutake：  

・anyOthermedicinestotreatorpreventmalaria  

・medicinesfbryourheart  
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● antlpSyChoticrnedicines  

・antidepressants  

● antibiotics   

●；lIltihistilmines  

・Cisapride（Prol）ulsi（1㊥）  

● medici11CStOtrCatfIⅣ－infbction  

・hormoI一；11melhodsofbiTthcontro】（forexample，birthco11trOIpillsorpatch）  

＾skyourhc；111l】CilrCPrOVidcrifyouarenotsurcifyourmcdicincisonctl】i11islisIcd  

；lbovc．K］10Wthcmc（Iicincsyoutake．KccpalistofyollrmCdici11eSwithyoutoshow  

yoLlrhcnltllCarCPrOVidcI－SWhcnyougctilIICWlnedicinc．  

lIowshouldltakcCoartem？  

Take Coartem exactly as prescribed.d. 

・Ifyouwcigh77pounds（35kg）ormore，Onedoseof’Co乙Irtemis4tilt）1cIs，  

・Ifyouweighlcssthan77poun（ls（35kg），yOurheallhcareproviderwillte）l  
youhowmanytableLstolakeLbreachdose．  

・ Afu11courseoftreatmcntis6doscsofCoilrtCTlltakenover3days：  

Dayl：takcldosc；8hollrSlatertakeldosc  

Dily2：takcldoseintllCmOmlng，1dbscinthcevcnIng  

D；ly3：takeldoseinthemornlng，1doscintheevenlng  

TnkcCoartemfhr3dayseYCnifyo11arefccJingbctter．  

・Evcry（loseofCoartcmshouldbctakcnwith正）Od，SuChasmj】k，inLbnt  

fbrmu】ap11ddi11g，pOrridge，Orbrolh．Ttisirr）POrtantJbry（）11tOeat之1SSOOnaS  
youcallSOlllatyO11rnl；17arinwillgoaway；1ndnolgctworsc．  

・DonotdlinkgrapchitjuiccwhileyoutakcCoartem．Drinkinggmpenl］it  

juiccduringlrcatmentwilhCoartcmcancauseyoutohavetoomuchnledicine  
inyourb］00d．  

・CoarlemmaybecruShedandmixcdwithonetotwoteasl）00nSOfwaterina  
cIcancontainer．  

・IfyouvomitwithinlhouroftakingCoartemyoushouldtakeaIlOtherdoseof  
Coartem・1fyouvomittheseconddose，te11you∫healthcareprovider・A  

di舵rcntmcdicinemayneedtobepreschbedfbryou．  

TellyourhealthcareprOViderrig71taWayif：  

・yOurmalariadoesnotgetbetter  

・yOuVOmitedanyofyourdosesofCoartem  

・yOuarenOtabletoeat  
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O yOugetflu－1ikesymptOmS（chills，ftver，muSClepains，Orheadaches）again   

afteryouhavefinishedyourtreatmentwithCoartem．  

。yOuhaveanyChangeinthewayyourheartbeatsoralossofconsciousness   

（血inting）．  

WhatarethepossiblesideeffectsofCoartem？  

CoartemcanciIuSeSerioussideeffectsincludiI）g：  

● AheartproblemcalledQTprolongationthatcancauseanabnomal  
heartbeatcanhappeninpeoplewhotakeCoartem．ThechanCeOfthis  

happeningishigherinpeoplewithafami1yhistoryofprolongedQTinterval，  
lowpotassium（hypokalemia），andinpeoplewhotakemedicinestocontrol  

heaIlbeats．  

0 AlIerglCreaCtions・SymptOmSOfanallerglCreaCtionincludc：rash，hives，fhst  
heartbeこIt，trOubleswallowlngOrbreathing，SWellingoflips，tOngue，face，  

tightnessofthethroat，OrtrOublespeaking・1fyouhaveaseriousallerglC  

reこICtion，StOptiLkingCoilrtemandgetemergencymedicalhelprightaway．  

Themostcommonsideefftctsinadultsare：  

● headache  

。ftelingdizzy  

O ftelingweak  

・lossofappetite  

・muSCleandjointpalnOrStifhess  

。ftelingtired  

● Chills  

o 托ver   

Themostcommonsideefftctsinchildrenare：  

● たver  

・COugム  

● VOmltlng  

● headacbe  

。lossofappetite  

ThesearenotallthepossiblesideefftctsofCoartem．Formoreinfbmation，aSkyour  

doctororphamacist・CallyourdoctorfbrJnedicaladviceaboutsideefftcts・Youmay  
reportsideefftctstoFDAatト800－FDA－1088．  

Howshot）1dIstoreCoartem？  

StoreCoartembetween590Fto86DF（15OCto30DC）．  

KeepCoartemanda11medicinesoutofthereilChofchildren．  
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Gcneralinfbrmntionabot）tthesafc；lndcJTectiveuseorConrfcm．  

MedicincsaresoI一一CtimcsprcscribcdfbrpurposesothcrLhanthoselisledinpaticnt  

hln）rmati（）n7caflcts・Dol－OtuSCCo；1rtCrnforaconditionfbrwhichitwasnotprcscribed・  

Dor10tgivcCoこIrtCmtOOtherpcople，eVenifthcyhavethesa111CSymPtOmStllatyOu  

h；lVC．Itmayhamllhcm．  

Thisr）atic．1tiT－Lb7TmlLionlenf］etsurnmarizestherr）OStimportal－tin払rmationabout  

Coarlem・Ifyouwollldlikemorein丘）rmutionaboulCoartじmtillkwiLhyourhea］1hcare  

providcr・Youci＝aSkyourhea）lhcareprovidcrorpharmacisILbrinfbrmationabout  
Courtcmtlliltiswrittcnfbrhcalthproftssionals．FormorciT】Lbmlationcal11－888－294－  

6287．  

Wllilt：IJ’CtheHlgredien（Si））Coartcm？  

＾clivc）ngrCdicJllsincludc：arlemelher，111meLhntrinc  

Il一日Ctivc川grC（licntsincludc：CO1loidalsilicondioxi（lc，CrOSC；1rmCllosesodium，  

hyprol一一e）lose，magneSiumstearatc，microcryst；11］inecc”ulosc，POlysorbate80  

Dislriblltedby：  

NovartisPh；lrmaCClltic；11sCorporation、  

East打之InOVer，NewJerscy O7936  

ApIi12009  T2008－64／T2008－65  

◎Novartis   
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資料3－4  ゴリムマブ（go＝mumab）   



HIGHLIGHTS OF PRESCRTBING INFORMATION 

Thesehighlightsdonotinc）udealltheinformationneededtouse  
SIMPONI（golimumab）safely and effectively． See rull  
PreSCribinginformationfbrSIMPONI．   

SIMI｝ONI（golimumab）  
Injection，SOlutionforsubcutaneoususe  
InitialU．S・ApproYaI：2009  

－－－－一－q，．－h－－－－一－－－－－CONTRAINDICATIONS－，T－V＿＿＿＿”＿＿＿＿＿＿＿＿＿  

None（4）  

－－一一－－－－－－－－－－－－－－ WARNINGSANI）PRECAUTIONS＿＿”＿＿…＿＿．  

SeriousInfectionsqDonotstartsIMPONIduringanactiv‘  
infeetion・Ifaninfectiondevelops，mOnitorcarefully，andsto  

SIMPONIifinfectionbecomesseriotlS（5．1）．  
InvasivefungaJinfectionsqForpatientswhodeYelopasysterI  
i17nessonSIMPONI，COnSideremplrICantifungaItherapyfo  
thosewhoresideortraveltoreglOnSWheremycosesareenden  

（5．1）．   

HepatitisBreactivationqMonjtorHBVcarriersduringan（   
SeVera）monthsaftertherapy・Ifreactivationoccurs，StOp  
SIMPONIandbeginanti－viraJtherapy（5．1）．  

Malignancies－－Theincidenceoflymphomawasseenmoreoft  
thaninthegeneralU・S・pOpUJation・CasesofothermaIignanc  
havebeenobservedamongpatientsreceivingTNF－blockers（5   
neartfai】ureqWorsenlngIOrneWOnSetImayOCCurt Stop  
SIMPONIifneworworseningsymptomsoccur（5．3），   
Demyelinatingdisease）eXaCerbationornewonset，mayOCCl】  

（5．4）．  

－－－－－－－－－－－－－－L”－一叫ADVERSEREACTIONS－－＿＿－＿叫＿＿＿＿＿＿＿＿＿＿＿＿＿．   

MostcommorLadversereactions（incidence＞5％）：uPper  
respiratorytractinfection，naSOpharyngitis（6．1）．  

ToreportStJSPECTEI）ADVERSEREACTIONS，COntaCt  
CentoeorOrthoBiotechInc．atl－800v457－63990rFDAatl＿8t  

FDA－10880r血痕進也  

－－－－－－－－－←－－－一一－－L－－－－－ I）RtJGINTERACTIONS＿＿＿＿”＿＿＿h＿q…＿＿＿．  

AbataceptLincreasedriskofseriousinftction（5．1，5．5，7．2）   
Anakjnr？qincreasedrjskofseriousinfection（5・1，5・6，7・2）・   

LivevacclneS－ShouldnotbegivenwithSIMPONI（5．8，7．3）   

See17fbrPATIENTCOUNSELINGINFORMATIONand  
MedicationGuide  

Revised：4／2009   

WARNING：RISKOFSERIOUSINFECTIONS  

・ヽl、‘、／i〟JJ肌・、＝ゾJ舟げ血石，〃拙J仙〃／；け川…〆イ‘lJ…－‘、′J  
lγ冴′1J岬g  

Seriousinftctionsleadingto hospitalization ordeath  

including ttlbercu］osis（TB），bacterialsepsis，irlVaSive   
fungal，and other opportunisticinfbctions have   

OCCurredinpatientsreceivingSIMPONl（5．1）．   
SIMPONIshouldbediscontirltledifapatientdevelops   
aseriousinfectionorsepsis（5．1）．  

Performtestfor】atentTB；ifpositive，Starttreatmerlt   

hrTBpriortostartingSIMPONI（5．1）．  
Monitorallpatients n）raCtiveTBduringtreatment，   
evenifinitialJatentTBtestisnegative（5．1）   

叫－－－－－－一仙…－－－－ INDICATIONSANDUSAGE＿＿＿＿＿＿＿＿＿＿＿＿＿＿＿＿＿＿＿  

SIMPONIisatumornecrosisfactor（TNF）blockerindicatedfor  
thetreatmentof：  

ModeratelytoseverelyactiveRheumatoidArthritis（RA）inadults，in  
COmbinatiorrwithmethotrexate（1．1）   

ActivePsoriaticArthritis（PsA）inadults，aloneorincombination  

Withmethotrexate（1．2）  
ActiveAnkyloshgSpondylitisir）adults（AS）（1．3）   

ーーー一－－”－－－－－－－ DOSAGEANDADMINISTRATION一一－－M－－－－－  

RheumatoidArthritis，PsoriaticArthritis，andAnkyloslngSpondylitis  

（2．1）  
SOmgadministeredbysubcuIaneous叫亡Ctiol10nte只mOnth．  

”－－－－－－－”－－－－－－ DOSAGEFORMSANDSTRENGTIIS－＿＿－－－M－＿  
50mg／0・5mLinalsingledoseprefilledSmartJectautoinjector（3）  

50mg／0・5mLinasingledoseprenJledsyringe（3）  



8USEINSPECIFICPOPt］LATIONS  
8．1PregnanCy  
8．3NursingMothers  
8．4PediatricUse  
8．5GeriatricUse  

10 OVERDOSAGE 
llDESCRユーTION  
12 CLINICAL PHARMACOLOGY 
12．1MechanismofAction   
12．2Pharmacodymamics   
12．3Phamacokill‘etics  

13 NONCLINICAL TOXICOLOGY 
13．1Carcinogenesis，Mutagenesis，ImpairmentofFertility  

14CLINICALSTtJDIES  
14．1RheumatoidArthritis  
14．2PsoriaticArthritis   
14，3AnkylosingSpondylitis   

15 REFERENCES 
16HOWStJPPLIED／STORAGEANDIIANDLING  
17PATIENTCOUNSEuNGINFORMATION   
17，1PatientCounselhg   
17．2hstruCtiorroIIIrjectionTechnique  
17．3MedicatiollGuide   

★Sectionsorsubsectionsomitted丘omthefu11prescribirrginfbrmationa  
notlisted．   

FtJLLPRESCRIBINGINFO札MATION：CONTENTS＊  
WARNING：RISKOFSERIOIJSINFECTIONS  
lINDICATIONSANDUSAGE   
l．1RheumatoidArthritis   
l．2PsoriaticArthritis   
l．3AnkylosingSpohdylitis  

2 DOSAGE AND ADMINISTRATION 
2．1RheulT；atoidArthritis，PsoriaticArthritis，Arrkylosing  
Sporrdylitis  

2．2MonitoringtoAssessSaftty  
2．3 GeneralCoTTSiderationsforAdmirristration  

3DOSAGEFORMSANDSTRENGTHS  
4 CONTRAINDICATIONS 
5 WARNINGS AND PRECAUTlONS 
5．1SeriousInfections  
5，2Malignancies   
L5．3CongestiveHeartFailure  
5．4DemyelinatingDisorders  
5．5UsewithAbatacept  
5．6 UsewithAnakinra  
5．7HematologicCytopenias  
5．8 Vaccinations  

6ADVERSEREACTIONS  
6．1ClinicalStudiesExperience  

7DRtJGINTERACTIONS  
7．1Methotrexate  

7．2BiologicProductsforRA，PsA，and／orAS  

7．3Liv芦Vaccines  
7．4CytochromeP450Substrates  



FtJl，LPRESCRIBINGINFOR眼TION  

WARNING  

MSKOFSEMOUSINFECTIONS   

PatientstreatedwithSIMPONrmareatincreased riskfbrdeveloplngSeriousinfections that  

mayleadtohospitalizationordeath／kee酌rningsandPrecautionsP．1D．Mostpatientswi10  

developedtheseinfbctionsweretakingconcomitantimmunos11pPreSSantSSuChasmethotrexatc  
orcorticosteroids．   

SIMPONIshollldbediscontinuedifapatientdevelopsaseriousinfection．   

Reportedinfectionsinclude‥  

・Active tllberculosis，including reactivation oflatent tuberculosis． Patients with  

tuberclllosis have frequently presentedwith disseminated or extrapulmonary disease・  
Patients should be tested fbr，1atent tuberculosis before SIMPONIuse and during  

therapy・TreatmentfbrlatentinfbctionshouldbeinitiatedpriortoSIMPONIuse．  

●Invasive fungalinftctions？including histoplasmosis）COCCidioidomycosis，and  

pneumocystosis. Patients vvith histoplasmosis or other invasive fungal infections may 

presentwithdisseminated，ratherthanloca）i2：ed，disease・Antigenandantibodytesting  

fbrhistoplasmosismaybenegativeinsomepatientswithactiveinfbction・EmplrlCanti－  
fungaltherapyshouldbeconsideredinpatientsatriskR）rinvasivefungalinfectionswho  
developseveresystemicillness・  

・Bacterial，Viral，andotherinfectionsduetoopportunisticpathogens．   

The risks and benefits oftreatmentwith SIMPONIsho111d be carefully considered prlOr tO  

initiatimgtherapylnpatientswithchronicorrecurrentinftction・   

Patientsshould becloselymonitored n）rthedevelopmentofsignsandsymptomsofinftction  

duringandaftertT’eatmentwithSIMPONI，includingthepossibledevelopmentoftuberculosis  

inpatientswhotestednegativehrlatenttuberculosisinfbctionpriortoinitiatingtherapy仁一e  
勒用∫〃gα〃dPrec（了以∫わ〃∫P．〃7・  

1．0 INI）ICATIONSANDIJSAGE   

l．1  RheumatoidArthritis  

SIMPONI，incombinationwithmethotrexate，isindicatedfbrthetreatmentofadultpatientswith  
moderatelytoseverelyactiverheumatoidarthritis・   



1．2  PsoriaticArthritis  

SIMPONI，aloneorincombinationwithmethotrexate，isindicatedforthetreatmentofadultpatients  
withactivepsoriaticarthritis，  

1．3 AnkylosingSpondylitis  

SIMPONIisindicatedfbrthetreatmentofadultpatientswithactiveankylosingspondylitis・   

2．O DOSAGEANDADMINISTRATION  

2．1 RheumatoidArthritis，PsoriaticArthritis，AnkylosingSpondylitis  

TheSIMPONIdoseregimenis50mgadministeredbysubcutaneous（SC）irtjectiononceamonth・   

For patients with rheumatoid arthritis（RA），SIMPONIshould be givenincombinationwith  

methotrexateandfbrpatientswithpsoriaticarthritis（PsA）orankylosingspondylitis（AS），SIMPONI  

maybegivenwithorwithoutmethotrexateorothernon－biologicDMARDs・ForpatientswithRA，  

PsA，Or AS，COrticosteroids，nOn－biQlogic DMARDs，and／orNSAIDs may be continued during  

treatmentwithSIMPON7．  

2．2 MonitoringtoAssessSafbty  

PriortoinitiatlngSrMPONlandperiodicallyduringtherapy，PatientsshouldbeevaluatedforaGtive  
tuberculosisandtestedfbrlatentinfもction［see勒rningsandPrecautioTLSP．〃】・   

2．3  GeneralConsideratiohSfbrAdministration  

SIMPONIisintendedfbruseundertheguidanceandsupervisionofaphysician・Afterpropertralnlng  
insubcutaneouslrt）eCtiontechnique，aPatientmayselfi叫jectwithSIMPONlifaphysiciandetermines  

thatitisappropriate・PatientsshouldbeinstruCtedtofo1lowthediiectionsprovidedintheMedication  

Guide［see肋dication 
． 

WarmSIMpONIinanyotherway．   

Prior to administration，Visua11ylnSPeCt the solutionfor particles and discoloration through the  
ViewlngWindow．SIMPONIshouldbecleartoslightlyopalescentandcolorlesstolightyellow・The  

SOlutionshouldnotbeusedifdiscolored，OrCloudy，Orifforeignparticlesarepresent・Anyle氏over  

PrOductremalnlngintheprefilledsyrlngeOrPrefilledautoiIづectorshouldnotbeused・NOTE：The  
needlecoverontheprenlledsyrlngeaSWellastheprefi11edsyrlngeintheautol叫eCtOrCOntainsdry  
naturalrubber（aderivativeoflatex），Whichshouldnotbehapdledbypersonssensitivetolatex・   

InjectionsitesshouldberotatedandiIホctionsshouldneverbeglVenintoareaswheretheskinis  
tender，bruised，red，Orhard．   



3．O DOSAGEFORMSANDSTRENGTHS  

SmartJectTM二Autoinjector  

EachsingledoseSmartJectautoinjectorcontainsaprefilledglasssyringe（27gaugeシらinch）providing  
50mgofSIMPONIperO．5mLofsolution・   

Prefilled Syringe 
EachsingledosepreⅢ1edglasssyringe（27gaugeシちinch）contains50mgofSIMPONIperO．5mLof  

solution．   

4．O CONTRAINI）ICATIONS   

None．   

5．O WARNINGSANI）PRECAUTIONS（seeBoxedWARNINGS）  

5．1  SeriousIn托ctions  

SeriotlS and sometimes htalinfections due to bacterial，myCObacterial，invasivefungal，Viral，  

PrOtOZOal，OrOtheropportunisticpathogenshavebeenreportedinpatientsrecelVlngTNF－blockers  

including SIMPONI・Among opportunisticinfbctions，tuberculosis，histoplasmosIS，aSpergi1losIS，  

Candidiasis，COCCidioidomycosIS，1isteriosIS，andpneumocystosiswerethemostcommonlyreported  

withTNF－blockers．Patients have丘equently presented with disseminated rather thanlocalized  

disease，and were often taking concomitantimmunosuppressants such as methotrexate or  
corticosteroids．TheconcomitantuseofaTNF－blockerandabataceptoranakinrawasassociatedwith  
ahigherriskofseriousinfbctions；there丘）re，theconcomitantuseofSIMPONIandthesebiologlC  

productsisnotrecommended［seeWarningandPrecautionsP・5，5・6）andDruglnteractions（7．Z）］．   

TreatmentwithSIMPONIshould not beinitiatedinpatients with an activeinfbction，including  
clinicallylmPOrtantlocalizedinftctions・Therisksandbenentsoftreatmentshouldbeconsidered  
PriortoinitiatlngSIMPONIinpatients‥   

・withchronicorrecurrentinfbction；   

・Whohavebeenexposedtotuberculosis；   

・Withahistoryofanopportunisticinfbction；   

・Whohaveresidedortraveledinareasofendemictuberculosisorendemicmycoses，SuChas  

histoplasmosis，COCCidioidomycosis，Orblastomycosis；Or   

・withunderlyingconditionsthatmaypredisposethemtoinftction．   

Patientsshouldbecloselymonitoredfbrthedevelopmentofsignsandsymptomsofinfbctionduring  
anda氏ertreatmentwithSIMPONI・SIMPONIshouldbediscontinuedifapatientdevelopsaserious  
infbction，an OPPOrtunisticinftctior），Or SepSIS・A patientwho develops anewinftction during  

treatmentwithSIMPONIshouldundergoapromptandcompletediagnosticworkupapproprlatefbran  
immunocompromisedpatient，aPprOPrlateantimicrobialtherapyshouldbeinitiated，andthepatient  

Shouldbecloselymonitored．   

Incontro11edPhase3trialsthroughWeek16inpatientswithRA，PsA，andAS，Seriousinfヒctions  
WereObsざrVedinl・4％ofSIMPONI－treatedpatientsandl・3％ofcontrol－treatedpatients・Inthe   



controlledPhase3trialsthroughWeek16inpatientswithRA，PsA，andAS，theincidenceofserious  
inftctionsperlOOpatient－yearSOffo1low－uPWaS5．4（95％CI：4・0，7・2）fbrtheSIMPONIgroupand  
5．3（95％CI：3．1，8．7）fortheplacebogroup・SeriousinfbctionsobservedinSIMPONI－treatedpatients  
includedsepsIS，pneumOnia，Cellulitis，abscess，tuberculosis，invasivefungalinfbctions，andhepatitisB  
infbction．  

Tl）berculosis  

Casesofreactivationoftuberculosisornewtuberculosisinfbctionshavebeenobservedinpatients  
receivingTNF－blockers，includingpatientswhohavepreviouslyreceivedtreatmentforlatentoractive  
tuberculosis．Patientsshouldbeevaluatedfortuberculosi岳riskfactorsandtestedfbrlatentinfbction  
pr10rtOinitiatingSIMPONlandperiodicallyduringtherapy・   

TreatmentoflatenttuberculosisinftctionprlOrtOtherapywithTNF－blockershas been shownto  
reducetheriskoftuberculosisreactivationduringtherapy．◆Indurationof5mmorgreaterwith  
tuberculinskintestlngShouldbeconsideredapositivetestresultwhenassesslngiftreatmentforlatent  
tuberculosisisneededpriortoinitiatingSIMPONI，eVenforpatientspreviouslyvaccinatedwith  
BacilleCalmette－Guerin（BCG）．   

Anti－tuberculosistherapyshouldalsobeconsideredpriortoinitiationofSIMPONIinpatientswitha  
pasthistoryoflatentoractivetuberculosisinwhom．anadequatecourseoftreatmentcannotbe  
connrmed，andfbrpatientswithanegativetestforlatenttuberculosisbuthavingriskfactorsfor  
tuberculosisinftction・Consultationwithaphysicianwithexpertiseinthetreatmentoftuberculosisis  
recommendedtoaidinthedecisionwhetherinitiatlnganti－tuberculosistherapylSqPPrOPriatefbran  
individualpatient・   

Patients shouldbe closelymonitoredfbrthedevelopmentofsignsandsymptoms oftuberculo台is  
includingpatientswhotestednegativefbrlatenttuberculosisinfectionpr10rtOinitiatingtherapy・   

TuberculosisshouldbestronglyconsideredinpatientswhodevelopanewinftctionduringSIMPONI  
treatment，eSPeCiallylnPatientswhohavepreviouslyorrecentlytraveledtocountrieswithahigh  
prevalenceoftuberculosis，OrWhohavehadclosecontactwithapersonwithactivetuberculosis・  

InthecontrolledanduncontrolledportionsofthePhase2RAandPhase3RA，PsA，andAStrials，the  
incidenceofactiveTBwasO・23andOperlOOpatient－yearSin2347SIMPONI－treatedpatientsand  
674placebo－treatedpatients，reSPeCtively・CasesofTBincludedpulmonaryandextrapulmonaryTB・  
TheoverwhelmingmqiorityoftheTBcasesoccurredincountrieswithahighincidencerateofTB・   

InvasiYeFungalInfbctions  
ForSIMPONI－treatedpatientswhoresideortravelinreglOnSWheremycosesareendemic，1nVaSive  
fungalinftctionshouldbesuspectediftheydevelopaserioussystemicillness・AppropriateemplrlC  
antifungaltherapyshouldbeconsideredwhileadiagnosticworkupisbeingperformed・Antigenand  
antibodytestlngforhistoplasmosismaybenegativeinsomepatientswithactiveinftction！一When  
ftasible，thedecisiontoadministeremplrlCantifungaltherapyinthesepatientsshouldbemadein  
consultation with a physicianwith expertisein the diagnosis and treatment ofinvasivefungal  
inftctions andshouldtakeinto accountboththeriskforseverefungalinfbctionandthe risks of  
antifungaltherapy．   



HepatitisBVirusReactivation  
Theuse ofTNF－blockersincluding SIMPONIhasbeenassociatedwithreactivation ofhepatitisB  
yirus（HBV）inpatientswhoarechronichepatitisBcarriers（i・e・，Surfaceantigenpositive）・Insome  

lnStanCeS，HBVreactivationoccurrlnglnCOrUunCtionwithTNF－blockertherapyhasbeenfatal．The  

m可orityofthesereportshaveoccurredinpatientswhoreceivedconcomitantimmunosuppressants．   

PatientsatriskfbrHBVinfbctionshouldbeevaluatedfbrpr10reVidenceofHBVinfもctionbefbre  
initiatlng TN下－blockertherapy．The risks andbenents oftreatrnentshould be consideredpriorto  

PreSCribingTN下－blockers，includingSIMPONI，tOPatientswhoarecarriersofHBV．Adequatedata  

arenotavailableopwhetheranti－Viraltherapy canreduce the riskofHBVreactivationinHBV  

CarTierswhoaretreatedwithTNF－blockers・PatientswhoarecarriersofHBVandrequlretreatment  
With TNF－blockers should be closely monitored fbr clinicaland 
inftctionthroughouttherapyandfbrseveralmonthsR）1lowlngterminationoftherapy・   

InpatientswhodevelopHBVreactivation，TNF－blockersshouldbestoppedandantiviraltherapywith  

appropriatesupportivetreatmentshouldbeinitiated・ThesafttyofresumingTNF－blockersa鮎rHBV  
reactiYationhasbeencontrolledisnotknown．Therefbre，PreSCribersshouldexercisecautionwhen  

COnSideringre叩rnPtlOnOfTNF－blockersinthissituationandmonitorpatientsclosely．   

5，2  Malignancies  
TherisksandbenentsofTNF－blockertr6atmentincludingSIMPONIshouldbeconsideredpriorto  

initiatingtherapylnPatientswithaknownmalignancyotherthanasuccessfu11ytreatednon－melanoma  

Skincancer（NMSC）or when considering continuing a TNF－blockerin patients who develop a  
malignancy．  

In the controlled portions ofclinicaltrials ofTNF－blockersincluding SIMPONI，mOre CaSeS Of  

lymphomahavebeenobservedamongpatientsrecelVlr唱anti－TNFtreatmentcomparedwithpatients  
inthecontrolgroups．DuringthecontrolledportionsofthePhase2trialsinRA，andthePhase3trials  

inRA，PsAandAS，theincidenceoflymphomaperlOOpatient．yearsoffbllow－uPWaSO．21（95％CI：  

0・03，0．77）inthecombinedSIMPONIgroupcomparedwithanincidenceofO（95％CI：0，0．96）inthe  

Placebogroup．InthecGntrOlledanduncontrolledportionsoftheseclinicaltrialsin2347SIMPONI－  

treatedpatientswithamedianfo1low－uPOfl・4years，theincidenceoflymphomawas3．8－fbldhigher  

thanexpectedinthegeneralU・S・POPulationaccordingtotheSEERdatabase（aqjustedfbr 
． 

． 

risk（uptoseveralfold）thanthegeneralpopulationfbrthedevelopmentoflymphoma，eVeninthe  

absenceofTNF－blockingtherapy・   

DuringthecontrolledportionsofthePhase2trialinRA，andthePhase3trialsinRA，PsAandAS，  

theincidence ofmalignancies otherthanlymphomaperlOO patient－yearS Offbllowqup was not  

elevatedinthecombinedSIMPONIgroupcomparedwiththeplacebogroup・Inthecontrolledand  
uncontro11ed portions of these trials，theincidence of malignancies，Other thanlymphoma，in  

SIMPONI－treatedpatientswassimilartothatexpectedinthegeneralU．S．populationapcordingtothe  

SEERdatabase（adjustedfbra岳e，gender，andrace）．l   



IncontrolledtrialsofotherTNFqblockersinpatientsathigherriskfbrmalignancies（e・g・，Patientswith  

COPD，PatientswithWegener’sgranulomatosistreatedwithconcomitantcyclophosphamide）agreater  

POrtionofmalignanciesoccurredintheTNF－blockergroupcomparedtothecontrolledgroup・Inan  
exploratoryl－yearClinicaltrialevaluatlngtheuseof50，100and200mgofSIMPONIin309patients  

withseverepersistentasthma，’6patientsdevelopedmalignarlCiesotherthanNMSCintheSIMPONI  

groupscomparedtononeinthecontrolgroup・Threeofthe6patientswereinthe200mgSIMPONI  
grOup・   

5．3  CongestivelIeartFailure  
Casesofworseningcongestiveheartfailure（CHf）andnewonsetCH下havebeenreportedwithTNF－  
blockers．InseveralexploratorytrialsofotherTNF－blockersLinthetreatmentofCHF，therewere  

greater proportions of TNF－blocker treated patients who had CHF exacerbations requlrlng  

hospitalizationorincreasedmortality．SIMPONIhasnotbeenstudiedinpatientswithahistoryof  

C虹FandSIMPONIshouldbeusedwithcautioninpatients・WithCI廿．Ifadecisionismadeto  

administerSIMPONItopatientswithCHF，thesepatientsshouldbecloselymonitoredduringtherapy，  

andSIMPONIshouldbediscontinuedifneworworsenlngSymPtOmSOfCHFappear・   

5．4  DemyelinatingDisorders  
UseofTNF－blockershasbeenassociatedwithcases ofnewonsetorexacerbationofcentralnervOuS  
SyStem（CNS）denTelinatingdisorders，includingmultiplesclerosis（MS）・Whilenotrialshavebeen  

Perfbrmed evaluatlng SIMPONIinthe treatmentofpatientswith MS，anOtherTNF－blockerwas  

associatedwithincreaseddiseaseactivityinpatientswithMS．Therefore，PreSCribersshouldexercise  

Caution in considering the use of TNF－blockersincluding SIMPONIin patientswith CNS  
demyelinatingdisordersincludingMS．   

5・5 1TsewitllAbatacept  

In controlled trials，the concurrent administration6f another TNF－blocker and abatacept was  
associatedwithagreatprproportionofseriousinftctionsthantheuseofaTNF－blockeralone；andthe  
COmbinationtherapy，COmParedtotheuseofaTNトblockeralone，hasnotdemonstratedimproved  

Clinicalbene鋲tin the treatment ofRA．Therefore，the combination ofTNF－blockersincluding  
SIMPONIandabataceptisnotrecommended［seeDruglhtera云fions（7．2）］．   

5．‘  VsewithAnakinra  

Concurrentadministrationofanakinra（aninterleukin－1antagonist）andanotherTNF－blocker，WaS  
associatedwith agreaterportion ofseriousinfections andneutropenia andno additionalbenefits  

cpmparedふiththeTNF－blockeralone．Therefore，thecombinationofanakinrawithTNF－blockers，  

includingSIMPONI，isnotrecommended［∫eeDruglhteractions7．2］．   

5．7 ⅠIematologicCytopenias  

Therehavebeenpost－marketingreports ofpancytopenia，1eukopenia，neutrOPenia，aPlasticanemia，  

andthrombocytopeniainpatientsreceivingTNF－blockers．Although，therewerenocasesofsevere  

CytOpeniasseenintheSIMPON7clinicaltrials，CautionshouldbeexercisedwhenusingTNF－blockets，  

includingSIMPONI，inpatientswhohavesigni丘cantcytopenias・  
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5．8  Vaccinations  

Patients treatedwith SIMPONImay receive vaccinations，eXCePt fbrlive vaccines．No data are  

availableontherespdnsetolivevaccinationortheriskofinfbction，OrtranSmissionofinftctionafter  
theadministrationoflivevaccinestopatient？reCelVlngSIMPONI・InthePhase3PsAstudy，a氏er  

PneumOCOCCalvaccination，aSimilarproportionofSIMPONI－treatedandplaceboLtreatedpatientswere  

able to mount an adequatei叩mune reSPOnSe Ofatleast a2－foldincreaseinantibody titers to  

PPeumOCOCCalpolysaccharidevaccine・Inboth SIMPONIqtreatedandplacebo－treatedpatients，the  

PrOPOrtion畠ofpatientswithresponsetopneumococcalvaccinewereloweramongpatientsrecelVlng  
MTXcomparedwithpatientsnotreceivlngMTX・ThedatasuggestthatSIMPONIdoesnotsuppress  
thehumoralimmuneresponsetothepneumococcalvaccine．   

6．0． ADVERSEREACTIONS  

BecauseclinicaltrialsareconductedunderwidelyvarylngCOnditions，adversereactionratesobserved  
intheclinicaltrialsofadrugcannotbedirectlycomparedtoratesintheclinicaltrialsofanotherdrug  

andmaynotreflecttheratesobservedinclinicalpractice、   

6．1 ClinicalStudiesExperience  
Thesafもtydatadescribedbelowarebasedon5pooled，randomized，double－blind，COntrOlledPhase3  

trialsinpatientswithRA，PsA，andAS（StudiesRAdl，RA－2，RA－3，PsA，andAS）【see Clinical  

Studies〃4．1，14．2andI4・i）］・These5trialsincluded639control－treated patients and1659  

SIMPONI－treatedpatientsincludinglO89withRA，292withPsA，and278withAS・・Theproportion  

OfpatientswhodiscontinuedtreatmentduetoadversereactionsinthecontrolledPhase3trialsthrough  

Week16in RA，PsA andASwas2％forSIMPONI－treatedpatients and3％払rplacebo－treated  

patients・The most common adverse reactionsleading to discontinuation of SIMPONIin the  

contro11edPhase3trialsthrough Week16were sepsis（OL2％），alanine aminotransftraseincreased  

（0．2％），andaspartateaminotransftraseincreased（0・2％）・   

Themostseriousadversereactionswere：  

・SeriousInftctions［see勒rningsandPrecautionsP．1）］  

・Malignancies［seeWdrningsandPrecautionsP・2）］   

Upper respiratory tract infection and nasopharyngitis were the most common adverse reactions 
reportedinthecombinedPhase3RA，PsAandAStrialsthroughWeek16，OCCurringin7％and6％of  

SIMPONI－treatedpatientsascomparedwith6％and5％ofcontrol－treatedpatients，reSPeCtively．   

Infbctions  

IncontrolledPhase3trialsthroughWeek16inRA，PsA，and、AS，infbctionswereobservedin28％of  

SIMPONトtreatedpatientscomparedto25％ofcontrolqtreatedpatients［fbrSeriousInftctions，See  

伊brJ血がα〃dPrecα〃如〃∫P・〃］・   

LiverEnzymeElevations  
Therehavebeenreportsofseverehepaticreactionsincludingacuteliverfhilureinpatientsreceiving  
TNF－blockers・IncontrolledPhase3trialsofSIMPONIinpatientswithRA，PsA，andASthrough  

Week16，ALT elevations≧5xULN occurredin O・2％ofcontrol－treated patients and O．7％of  

SIMPONI－treatedpatientsandALTelevations≧3xULNoccurredin2％bfcontrol－treatedpatients  
and2％ofSIMPONI－treatedpatients・SincemanyofthepatientsinthePhase3trialswerealsotaking   



medicationsthatcauseliverヲruymeelevations（e・g・，NSAIDS，MTX），therelationshipbetween  

golim11mabandliverelevationlSnOtClear．   

AutoimmuneDisordersandAutoantibodies  

TheuseofTNF－blockershasb占enassociatedwiththefbrmationofautoantibodiesand，rarely，With  

thedevelopmentofalupus－1ikesyndrome・InthecontrolledPhase3trialsinpatientswithRA，PsA，  

andASthroughWeek14，therewasnoassociationofSIMPONItreatmentandthedevelopmentof  
newlypositiveanti－dsDNAantibodies・   

InjectionSiteReactions  
Incontro11edPhase3trialsthroughWeek16inRA，PsAandAS，6％ofSIMPONI－treatedpatients  

hadirjectionsitereactionscomparedwith2％ofcontrol－treatedpatients・The 
． 

COntrOlledPhase2and3trialsinRA，PsA，andAS，nOpatientstreatedwithSIMPONldeveloped  

anaphylacticreactions．   

Psoriasis：New－OnsetalldExacerbations  
Cases ofnewonsetpsoriasis，includingpustularpsoriasis andpalmoplantarpsoriasis，have been  

rePOrtedwiththeuseofTNF－blockers，1nCludingSIMPONI・Casesofexacerbationofpre－eXistlng  

PSOriasishavealsobeenreportedwiththeuseofTNF－blockers・Manyofthesepatientsweretaking  
concomitantimmunosuppressants（e．g．，MTX，COrticosteroids）．・Some of血ese patients required  

hospitalization・Mostpatientshadimprovementoftheirpsoriasisfollowlngdiscontinuationoftheir  

TNF－blocker・Somepatientshavehadrecurrencesofthepsoriasiswhentheywerere－Challengedwith  
a dif托rent TNF－blocker，Discontinuation ofSIMPONIshould be consideredfor severe cases and  

thosethatdonotimproveorthatworsendespitetopicaltreatments．   

Immunogenicity  
AntibodiestoSIMPONIweredeteptedin57（4％）ofSIMPONトtreatedpatientsacrossthePhase3  
RA，PsAandAStrialsthroughWeek24．Simi1arrateswereobservedineachofthethreeindications・  

Patientswhoreceived SIMPONIwithconcomitantMTXhad alowerproportionofantibodiesto  
SIMPONIthan patients who received SIMPONIwithoutLMTX（approximately2％versus7％，  

respectively）・OfthepatientswithapositiveantibodyresponsetoSIMPONIinthePhase2and3  
trials，mOStWeredeterminedtohaveneutralizingantibodiestogolimumabasmeasuredbyacelトbased  

functionalassay．Thesma11numberofpatientspositiveforantibodiestoSIMPONIlimitstheability  
to draw dennitive conclusions regardingthe relationship between antibodies to golimumab and  
Clinicalefficacyorsafbtymeasures．   

The data above renectthepercentage ofpatients whosetestresultswere consideredpositivefor  
antibodiestoSIMPONIinanELISAassay，andarehigh1ydependentonthesensitivityandspecificity  
ofthe assay．Additiona11y，the observedincidence ofantibody positivityin an assay may be  

innuencedby severalfactorsincludingsamplehandling，・timlngOfsampleco11ection，COnCOmitant  

medications，andunderlyingdisease・Forthesereasons，CO叩Parisonoftheincidenceofantibodiesto  

SIMPONI▼withtheincidenceofantibodiestootherproductsmaybemisleading．  
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OtherAdverseReactions  

Tablelsummarizestheadversedrugreactionsthatoccurredatarateofatleastl％inthecombined  
SIMPONIgroupsduringthecontrolledperiodofthe5pooledPhase3trialsthroughWeek16in  
PatientswithRA，PsA，andAS．  

Tablel・AdverseDrugReaetionsReportedby≧1％ofPatientsinthePhase3TrialsofRA，PsA，  
andASthrougbWeek16a  

Placebo土DMARDs  sIWONI土DMARDs  

Patientstre如ed  

AdverseReaction（PreftrredTerm）  

Upperrespiratorytractinftction  
NasopharyngltlS  
Alanineaminotransftraseincreased  
Injection site erythema 
Hypertension  
Aspartateaminotransftraseincreased  
Bronchitis  

Dizziness  

Sinusitis  

Influenza 

Pharyngitis  
Rhinitis  

Pyrexia  
Oral herpes 
Paraesthesia   

639  

37（6％）  

31（5％）  

18（3％）  

6（1％）  

9（1％）  

10（2％）  

9（1％）  

7（1％）  

7（1％）  

7（1％）  

8（1％）  

4（＜1％）  

4（＜1％）  

2（＜l％）  

2（＜1％）  

1659  
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a PatientsmaytlaVetakencorrcomitantMTX，Sulfhsalazine，hydroxychloroquine，lowdosecorticosteroids（≦10mgof   
prednisone／dayorequivalent），and／orNSAIDsduringthetrials）．  

7．O DRUGINTERACTIONS   

7．1  Methotrexate  

ForthetreatmentofRA，SIMPONIshouldbeusedwithmethotrexate（MTX）［seeClinicalSiudies  

〃4・1）］・SincethepresenceorabsenceofconcomitantMTXdidnotappeartoinnuencetheefncacyor  
SafttyofSIMPONIinthetreatmentofPsAorAS，SIMPONIcanbeusedwithorwith■outMTXinthe  
treatmentofPsAandAS［seeClintcalStudies〃4・1）andClinicalPharmacoloBy〃2．3）］．  
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7．2 BiologicProductsforRA，PsA，and／orAS  

Anincreasedriskofserious・infections hasbeen seeninclinicalRA studies ofotherTNF－blockers  
usedincombinationwithanakinraorabatacept，withnoaddedbeneRt；therefore，uSeOfSIMPONI  
Withabataceptor 

． 

receivedsubsequenttreatmentwith aTNF－blocker・Thereisinsufncientinformationtoprovide  
recommendationsregardingtheconcomitantuseofSIMPONIandotherbiologlCPrOductsapprovedto  
treatRA，PsA，OrAS．   

7．3  LiveVaccimes  

LivevaccinesshouldnotbegivenconcurrentlywithSIMPONI［seeWbrnings云ndPrecautionsP・S）］・   

7．4  CytochromeP450Substrates  
TheformationofCYP450enzymesmaybesuppressedbyincreasedlevelsofcytokines（e・g・，TNFcL）  

duringchronicinnammation・Therefbre，itisexpectedthatforamoleculethatantagonizescytokine  
activity，SuChasgolimumab，thefbrmationofCYP450enzymescouldbenormalized・Uponinitiation  
or discontinuationofSIMPONIinpatientsbeingtreatedwithCYP450substrates with anarrow  
therapeuticindex，mOnitoringoftheefftct（e・g・，Warfarin）ordrugCOnCentrat享On（e・g・，CyClosporineor  

theophylline）isrecommendedandtheindividualdoseofthedrugproductmaybeaqjustedasneeded・  

8．O tJSEINSPECIFICPOPULATIONS  

8．1 Pregmancy  
PregnancyCategoryB－Therearenoadequateandwell－COntrOlledstudiesofSIMPONIinpregnant  
women・Becauseanimalreproductionanddevelopmentalstudiesare’notalwayspredictiveoflmman  
response，itisnotknownwhetherSIMPONIcancausefttalharmwhenadministeredtoapregnant  
womanorcan a脆ctreproductioncapacity．SIMPONIshouldbeusedduringpregnancyonlyif  

Clearlyneeded：   

An embryofttaldevelopmentaltoxicology study was performedin which pregnant cynomolgus  
monkeysweretreatedsubcutaneouslywithgolimumabduringthe丘rsttrimesterwithdosesupto  
50mg／kgtwiceweekly（360timesgreaterthanthemaximumrecommendedhumandose－MfRD）and  
hasrevealednoevidenceofharmto maternalanimalsorfttuses．UmbilicalcordbloodsampIes  
collectedattheendofthesecondtrimestershowedthatfヒtuseswereexposedtogolimumabduring  
gestation・Inthisstudy，inuteroexposuretogolimumabproducednodevelopmentaldeftctstothe  

fもtus．   

Apre－andpost－nataldevelopmentalstudywasperformedinwhichpregnantcynomolgusmonkeys  
weretreatedwithgolimumabduringthesecondandthird・trimesters，andduringlactationatdosesup  

to50mgn（gtwiceweekly（860timesand310timesgreaterthanthemaximalsteadystatehuman  
bloodlevelsformatemalanimalsandneonates，reSPeCtively）andhasrevealednoevidenceofharmtO  

maternalanimalsorneonates・Golimumabwaspresentintheneonatalserumfiomthetimeofbirth  
and fbrup to sixmonths postpartum・Exposure to golimumab during gestation and duringthe  

POStnatalperiodcausednodevelopmentaldefbctsintheinfants・  
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8．3 NursingMothers  
ItisnotknownwhetherSIMPONIisexcretedinhumanmilkorabsorbedsystemicallya鮎ringestion．  

Becausemanydrugsandimmunoglobulinsareexcretedinhumanmilk，andbecauseofthepotential  

for adverse reactionsin nurslnginfhnts丘om SIMPONI，a decision should be made whether to  
discontinuenurslngOrtOdiscontinuethedrug，takinglntOaCCOunttheimportanceofthedrugtothe  
mother．   

In the pre－and post－nataldevelopment studyin cynomolgus monkeysin which golimumab was  
administeredsubcutaneouslyduringpregnancyandlactation，gOlimurnabwasdetectedinthebreast  
milk at concentrations that were approximately 400－fo1dlower than the maternalserum  
concentrations．  

8．4  PediatricUse  

Safbtyandef托ctivenessofSIMPONIinpediatricpatientslessthan18yearsofagehavenotbeen  
established．  

8．5  GeriatricUse  

InthePhase3trialsinRA，PsA，andAS，therewerenooveralldifftrencesinSAEs，Seriousinftctions，  
andAEsinSIMPONI－treatedpatientsages650rOlder（N＝155）comparedwithyotngerSIMPONト  
treated patients・Becausethereis ahigherincidence ofinfectionsln the geriatrlCPOPulationin  
general，CautionshouldbeusedintreatlnggeriatricpatientswithSIMPONI．  

10．0 0VERDOSAGR   

Inaclinicalstudy，5patientsreceivedprotocol－directedsingleinfusionsoflOmg／kgpfintravenous  
SIMPONIwithoutseriousadversereactionsorothersignincantreactions・Thehighestweightpatient  
waslOOkg，andtherefbrereceivedaslngleintravenousinfusionoflOOOmgofSIMPONI．There  

werenoSIMPONIoverdosesintheclinicalstudies．   

11．01）ESCRIPTlON  

SIMPONI（golimumab）isahumanIgGIKmOnOClonalantibodyspecificforhumantumornecOSis  
factoralpha（TNFa）thatexhibitsmultipleglycoformswithmolecularmassesofapproximately150to  
151kilodaltons．SIMPONIwascreatedusinggeneticallyenglneeredmiceimmunizedwithhuman  
TNF，reSultinglnanantibodywithhuman－derivedantibodyvariableandconstantreglOnS．SIMPONI  

isproducedbyarecombinantcel）lineculturedbycontinuousperfusionandispurifiedbyaseriesof  

StePSthatincludesmeasurestoinactivateandremoveviruses・   

TheSIMPONIdrugproductisasterilesolutionofthegolimumabantibodysuppliedaseitheraslngle  

dosepreⅢ1edsyringe（withapassiveneedlesafbtyguard）orasingledosepre員11edautoinjector．The  

Typelglasssyringehasacoatedstopper・Thefixedstainlesssteelneedle（5bevel，27G，halfLinch）is  

COVeredwithaneedleshieldtopreventleakageofthesolutionthroughtheneedleandtoprotectthe  
needleduringhandlingpr10rtOadministration・Theneedleshieldismadeofadrynaturalrubber  
COntaininglatex．   

SIMPONIdoesnotcontainpreservatives・Thesolutioniscleartoslightlyopalescent，COlorlesstolight  

yellow with a pH ofapproximately5・5・SIMPONIis providedin one strength‥50mg ofthe  
golimumab antibodyin0・5mL ofsolution・Each O・5mL ofSIMPONIcontains50mg ofthe  
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golimumab antibody，0・44mg of L－histidine and L－histidine monohydrochloride monohydrate，  
20．5mgofsorbitol，0・08mgofpolysorbate80，andWaterfbrIrtiection・  

12．O CLINICAI，PIIARMACOLOGY  

12．1 MechanismofAction  

Golimumabis a human monoclonalantibody that binds to both the soluble and transmembrane  

bioactivefbrmSOfhumanTNFα・ThisinteractionpreventsthebindingofTNFαtOitsreceptors，  

therebyinhibitingthebiologicalactivityofTNFcL（acytokineprotein）・Therewasnoevidenceofthe  
gdlimumabantibody・bindingtoother・TNFsuperfamilyligands；inparticular，thegolimumabantibody  
didnotbindorneutralizelmmanlymphotoxin・Golimumabdidnotlysehumanmonocytesexpressing  
transmembraneTNFinthepresenceofcomplementoreffbctorcells・   

ElevatedTN下α1evelsintheblood，SynOVium，andjointshavebeenimplicatedinthepathophysiology  
of severalchronicinnammatory diseases such as rheumatoid arthritis，PSOriatic arthritis，and  

ankylosing 
． 

TNFinseveralbioassays，includingtheexpressionofadhesionproteinsresponsibleforleukocyte  
innltration（E－Selectin，ICAMqlandVCAM－1）andthesecretionofproinflammatorycytokines（IL－6，  
IL－8，G－CSFandGM－CSF）．   

12．2 Pharmacodynamics  
Inclinicalstudies，decreasesipC－reaCtiveprotein（CRP），interleukin（IL）－6，matrixmetalloproteinase  

3（MMP－3），intercellularadhesionmolecule（ICAM）－1andvascularendothelialgrowihfactor（VEGF）  

wereobservedfollowingSIMPONIadministrationinpatientswithRA，PsA，andAS・   

12．3 Pharmacokinetics  

Followingsubcutaneous（SC）administration6fSIMPONItollealthysubjectsandpatientswithactive  
RA，themediantimeto．reachmaximumserumCOnCentrations（Tmax）rangedffom2to6days・ASC  

iniectionof50mgSIMPONItohealthysubjectsproducedameanmaximumserumCOnCentration  

（C，naX）ofapproximately2．5トLg／mL SIMPONIexhibiteddose－PrOPOrtionalphamacokinetics（PK）in  

PatientswithactiveRAoverthedoser？ngeOfO・1tolO・Omgkgfollowingasingleintravenous（IV）  
dose・FollowlngaSlngleIVadministrat10pOVerthesamedoserangeinpatientswithactiveRA，mean  

systemicclearance ofSIMPONIwasestimatedtobe4・9to6・7mL／day此g，andmeanvolume of  

distributionranged丘om58to126mL／kg．ThevolumeofdistributionforSIMPONIindicatesthat  

SIMPONIisdistributedprimarilyinthecirculatorysystemwithlimitedextravasculardistribution・  
Medianterminalhalf－1ifbvalueswereestimatedtobeapproximately2weeksinhealthysu句ectsand  
patientswithactiveRA，PsAorAS・Bycross－StudycomparisonsofmeanAUCirげValuesfbllowlngan  

IVorSCadministrationofSIMPONI，theabsolutebioavailabilityofSCSIMPONIwasestimatedto  
beapproximately53％・   

When50mgSIMPONIwasadministeredSCtopatientswithRA，PsAorASevery4weeks，Serum  

concentrationsappearedtoreachsteadystatebyWeek12・Withconcomitantuseofmethotrexate  
（MTX），treatmentWith50mgSIMPONISCeVery4weeksr？SultedinanTanSteady－StatetrOugh  

serum concentration ofapproximately O・4－0・6ドg／mLin patlentS With actlVe RA，aPPrOXimately  

O・5トLg／mLinpatientswithactivePsA，andapproximately O・8ドg／mLinpatientswithactiveAS・  
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PatientswithRA，PsAandAStreatedwithSIMPONI50mgandMTXhadapproximately52％，36％  

and21％highermeansteady－StatetrOughconcentrationsofgolimumab，reSPeCtivelycomparedwith  

those treated with SIMPONI50mgwithout MTX・The presence ofMTX also decreased anti－  
golimumabantibodyincidencefiom7％to2％［seeAdverseReactions何．1）］．ForRA，SIMPONI  

ShouldbeusedwithMTX・InthePsAandAStrials，thepresenceorabsenceofconcomitantMTXdid  

not appear toinnuence clinicalemcacy and safbty parameters［see Druglnteractions（7．1）and  

CJわ庇βJぶf〟dfe∫〃イ．〃］．   

Population PK analysesindicated that concomitant use■of NSAIDs，Oralcorticosteroids，Or  

sulfasalazinedidnotinfluencetheapparentclearanceofSIMPONI．   

PopulationPKanalysesshowedtherewasatrendtowardhigherapparentclearanceofSIMPONIwith  
increaslngWeight・However，aCrOSSthePsAandASpopulations，nOmeaningfu1difftrencesinclinical  

efncacywereobservedamongthesubgroupsbyweightquartile・TheRAtrialinMTX－eXPerienced  
andTNF－blockerqnaYvepatients（StudyRA－2）didshotvevidenceofareductioninclinicalefncacy  
Withincreasingbodyweight，butthisefftctwasobservedfbrbothtesteddosesofSIMPONI（50mg  

andlOOmg）・Therefore，thereisnoneedto‘aqjustthedosage ofSIMPONIbasedonapatient’s  

Weight・   

PopulationPKanalysessuggestednoPKdifftrencesbetweenmaleandfヒmale．patientsafterbody  

WeightaqjustmentintheRAandPsAtrials・IntheAStrial，fbmalepatients showed13％higher  

apparentclearancethanmalepatients afterbodyweighta句ustment・Subgroup analysis based on  
gender showedthatboth fbmale andmalepatients achieved clinically significantresponse atthe  

proposedclinicaldoset Dosageaqjustmentbasedongenderisnotneeded・   

PopulationPKanalysesindicatedthatPKparametersofSIMPONIwerenotinfluencedbyageinadult  

Patients・Patientswithage≧65yearshadapparentclearanceofSIMPONIsimi1artopatientswithage  
＜65years．Noethnicity－relatedPKdiffbrenceswereobservedbetwetnCaucasiansandAsians，and  

thereweretooftwpatientsofotherracestoassessfbrPKdiffbrences．   

Patients who developed anti－SIMPONIantibodies generally hadlower steady－State Serum trOugh  

concentrationsofSIMPONI．   

NoformalstudyoftheefftctofrenalorhepaticimpalrmentOnthePKofgolimumabwasconducted，  

13．O NONCLINICALTOXICOLOGY   

13．1 Carcinogenesis，Mutagenesis，ImpairmentofFertility  

Long－tem animalstudies of golimumab have not been conducted to evaluateits carcinogenic  

POtential．Mutagenicitystudieshavenotbeenconductedwithgolimumabt Aftrtilitystudyconducted  

inmiceusingananalogousanti－mOuSeTNFcLantibodyshowednoimpairrnentOffbrtility．  
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14．O CIJINICALSTtJI）IES  

14．1 RheumatoidArthritis  

The efncacy and safttyofSIMPONIwere evaluatedin3multicenter，randomized，double－blind，  

contro11edtrials（StudiesRAql，RA－2，andRA－3）in 
toseverelyactiveRA，diagnosedaccordingtotheAmericanCollegeofRheumatology（ACR）criteria，  

fbratleast3monthsprlOrtOadministrationofstudyagent■Patientswererequiredtohaveatleast4  
swollenand4tenderjoints，SIMPONIwasadministeredsubcutaneouslyatdosesof50mgorlOOmg  
every4weeks・Double－blindedcontrolledefncacydatawerecollectedandanalyzedthroughWeek  
24． Patients were alloふed to continue stable doses of concomitantlow dose corticosteroids  

（equivalentto≦10mgofprednisoneaday）and／orNSAlDsandpatientsmayhavereceivedoralMTX  
duringthetrials．   

StudyRん1evaluated461patientswhowerepreviovslytreated（atleast8to12weekspriorto  
administrationofstudyagent）withoneormoredose軍OfabiologicTNF－blockerwithoutaserious  
adversereaction・PatientsmayhavediscontinuedthebiologicTNF－blockerforavarietyofreasons・  
Patientswererandomizedtoreceiveplacebo（n＝155），SIMPONI50mg（n＝153），OrSIMPONIlOO  

mg（n＝153）・PatientswereallowedtocontinuesやbledosesofconcomitantMTX，Sulfasalazine  

（SSZ），and／orhydroxychloroq？ine（HCQ）duringthetrial・TheuseofotherDMARDsincluding  

CytOtOXicagentsorotherbiologlCSWaSPrOhibited．  

st。dyRA－2evaluated444patientswhohadactiveRAdespiteastabledoseofatleast15mg／weekof  

MTX and who had not been previously treatedwith a biologic TNトblocker・Patients were  

randomizedtoreceivebackgroundMTX（n＝133）；SIMPONI50mg＋backgroundMTX（n＝89），  

SIMPONIlOOmg＋backgroundMTX（n＝89），OrSIMPONI100mgmonotherapy（n＝133）・The  

useofotherDMARDsincludingSSZ，HCQ，CytOtOXicagents，OrOtherbiologicswasprohibited・   

StudyRA－3eValuated637patientswithactiveRAwhowereMTX－narVeandhadnotpreviouslybeen  
treatedwithabiologicTNFNblocker・Patie甲tSWererandomizedtoreceiveMTX（n＝160），SIMPONI  

50mg＋MTX（n＝159），SIMPON1100mg十MTX（n＝1’59），OrSIMPONl▼100mgmonotherapy  
（n＝159）．ForpatientsreceivingMTX，MTXv＠SadministeredatadoseoflOmg／weekbeginningat  

WeekOandincreasedto20mg／weekbyWeek8．TheuseofotherDMARDsincludingSSZ，HCQ，  

CytOtOXicagents，OrOtherbiologlCSWaSPrOhibited・   

TheprlmaryendpointinStudyRArlandStudyRA－2wasthepercentageofpatientsachievingan  
ACR20responseatWeek14andtheprlmaryendpointinStudyRA－3wasthepercentageofpatients  
achievinganACR50responseatWeek24．   

InStudiesRAql，RA－2，andRA－3，themediandurationofRAdiseasewas9．4，5．7，andl．2years；and  
99％，75％，and54％of the patients used atleast one DMARDin the past，reSPeCtively・  

Approximately77％and57％ofpatientsreceivedconcomitantNSAIDsandlowdosecorticosteroids，  

respectively，inthe3pooledRAtrials・   

Clinical Response 
Inthe3RAtrials，agreaterPerCentageOfpatientstreatedwiththecombinationofSIMPONIand  
MTXachievedACRresponsesatWeek14（StudiesRA－1andRAT2）andWeek24（StudiesRA－1，  
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RA－2，and RA－3）versus patients treatedwith the MTX alone．There was no clear evidence of  
improvedACRresponsewiththe higherSIMPONIdose group（100mg）compared tothelower  
SIMPONIdosegroup（50mg）・InStudiesRA－2andRA－3，theSIMPONImonotherapygroupswere  

notstatisticallydifftrentftomtheMTXmonotherapygroupsinACRresponses．Table2showsthe  

PrOpOrtionofpatientswiththeACRresponsefortheSIMPONI50mgandcontrolgroupsinStudies  

RA－1，RA－2，andRA－3・InthesubsetofpatientswhoreceivedSIMPONIincombinationwithMTX  

inStudyRA－1，theproportionofpatientsachievingACR20，50and70responsesatWeek14were  

40％，18％，and13％，reSpeCtively，intheSIMPONI50mg＋MTXgroup（N＝103）comparedwith  

17％，6％，and2％，reSPeCtively，intheplacebo＋MTXgTOuP（N＝107）・Table3showsthepercent  

improverhentinthecomponentsoftheACRresponsecrlteriafortheSIMPONI50mg＋MTXand  
MTXgroupsinStudyRAN2・ThepercentofpatientsachievingACR20responsesbyvisitfbrStudy  
RA－2isshowninFigurel・ACR20responseswereobservedin38％ofpatientsintheSIMPONI50  
mg＋MTXgroupatthe丘rstassessment（Week4）aftertheinitialSIMPONIadministration．  

Table2・Stl］diesRA－1，RA－2）andRA－3ProportionofPatientswithanACRResponsea  

StudyRA－1   

ActiveRApreviously  

treatedwithoneormore   

dosesofTNF－blockers   

St11dyRA－2  

ActiveRA，despiteMTX  
StⅥdyRA－3  

ActiveRA，MTXNaTve  

SIMPONI   

50 mg 
土  

DMARDsb  

Placebo  

土  

DMARDsb  

SIMPONI50mg  
＋Background  
MTX  

Background   

MTX  

ACR 20 

Week 14 

Week24  

ACR 50 

Week 14 

Week 24 

ACR 70 

Week 14 

Week 24 

a  Approximately78％and58％ofthepatientsreceivedconcomitantlowdosecorticosteroids（equivalentto  
≦10mgofprednisoneaday）andNSAIDs，reSPeCtively，durirrgthe3pooledRAtrials．  

b  DMARDsinStudyRA－1includedMTX，HCQ，and／orSSZ（about68％，8％，arrd5％ofpatientsreceived  
MTX，HCQ，andSSZ，reSPeCtively）．  

c  Nrenectsrahdomizedpatients．  
d  Notsignificantlydiffbrent丘omMTXmonotherapy．  

licab】e，aSdata＼VaSnOtCO11ectedatWeek14inStudyRA－3．  NA Notap   
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Table3・StudyRA－2－MedianPercentImprovementh・OmBaselineintheIndividualACR  

ComponentsatWeeks14且  

SIMアONI50mg＋  
Background MTX 

BackgroⅥnd  

MTX  

NumberofswoIlen  

Baseline  

Week 14 

Numberoftender  

Baseline  

Week 14 

PatientIsassessmentof  

Ba5eline  

Week 14 

10balassessment ordiseaseactiYi  Patientls  

Baseline  

Week 14 

lobalassessmentofdiseaseactivi  SIClanIs   

Ba5eline  

Week 14 

Ba5eline  

Week 14 

Baseline  

Week 14 

Note：Baselinevaluesaremedians．  

aInStudyRA－2，about70％弧d85％ofpatientsreceivedconcomitantlow   
dosecdrticosteroids（equivalpntto≦10mgofprednisorreadaY）andJor   
NSAIDsduringthetrials，TeSpeCtively．  
b NreflectsraJTdomizedpatients；aCtualntlmberofpatientsevaluablefor   
eacherrdpointmayvary．  
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Figurel．StudyRA－2－PercentofPatjentsAchievingACR20Respot）SebyVisit：RandomizedPatients’  
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＊Thesamepatientsmaynothaverespondedateachtimepolnt．   

PhYSicalFunctionResDOnSeinPatientswithRA  
In Studies Rん1and RA－2，the SIMアONI50mg groups demonstrated a greaterimprovement  

COmParedtothecontrolgroupsinthechangeinmeanHealthAssessmentQuestionnaireDisability  

Index（HAQ－DI）score仕om baselineto Week24：0．25vs．0，05inRA－1，0．47vs．0．13inRA－2，  
respectively・AIsoinStudiesRA－1andRA－2，theSIMPONI50mggroupscomparedtothecontrol  

groupshadagreaterproportionofHAQresponders（changefrombaseline＞0．22）atWeek24：44％  

vs．28％，65％vs・35％，reSPeCtively・   

14．2 PsoriaticArthritis   

The safbtyand efncacy ofSIMPONIwere evaluatedinamulti－Center，randomized，double－blind，  

placebo－Cbntro11edtrialin405adultpatientswithmoderatelytoseverelyactivePsA（≧3swollen  
jointsand≧3tenderjoints）despiteNSAIDorDMARDtheraわy（StudyPsA）．Patientsinthisstudy  

hadadiagnosisofPsAforatleast6monthswithaqualifyingpsoriaticskinlesionofatleast2cmin  
diameter・PrevioustreatmentwithabiologicTNF－blockerwaspotallowed・Patientswererandomly  
assignedtoplacebo（h＝113），SIMPONI50mg（n＝146），OrSIMPONIlOOmg（n＝146）given  

subcutaneouslyevery4weeks．Patientswereallowedtoreceivestable dosesofconcomitantMTX  
（≦25m岳／week），lowdoseoralcorticosteroids（equivalentto≦10mgofprednisoneaday），and／or  

NSAIDsduringthetrial．TheuseofotherDMARDsincludingSSZ，HCQ，CytOtOXicagents，OrOther  

biologlCSWaSPrOhibited・TheprlmaryendpointwasthepercentageofpatientsachievingACR20  
responseatWeek14■Placebo－COntrOlledefncacydatawerecollectedandanalyzedthroughWeek24L   

PatientswitheachsubtypeofPsAwer＄enrOlled，includingpolyarticulararthritiswithnorheumatoid  

nodules（43％），aSymmetric peripheralarthritis（30％），distalinterphalangeal（DIP）joint arthritis  

（15％），SPOndylitiswithperipheralarthritis（11％），andarthritismutilans（1％）．Themediandurationof  
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PsA disease was5・1years，78％ofpatients received atleast one DMARDin the past，and  

approximately48％ofpatientsreceivedMTX，and16％receivedlowdoseoralsteroids・   

ClinircalResponseinPatientsvjithPsA  
SIMPONIj＝MTX，COmParedwithplacebo士MTX，reSultedinsignincantimprovementinslgnSand  

SymPtOmSaSdemonstratedbytheproportionofpatientswithanACR20responseatWeek14in  
StudyPsA（seeTable4）．TherewasnoclearevidenceofimprovedACRresponsewiththehigher  

SIMPONIdosegroup（100mg）comparedtothelowerSIMPONIdose 
． 

recelVlngCOnCOmitantMTX．Simi1arACR20responsesatWeek14wereobservedinpatientswith  
difftrentPsAsubtypes・However，thenumberofpatientswith arthritismutilanswastoo smallto  

allow meaningfulassessment．SIMPONI50mg treatment also resultedin significantly greater  
improvemeiltCOmparedwithplacebofbreachACRcomponentinStudyPsA（Table5）．Treatment  

WithSIMPONIresultedinimprovementinenthesitisandskinmaniftstationsinpatientswithPsA・  
However，thesafetyandefncacyofSIMPONIinthetreatmentofpatientswithplaquepsoriasishas  

notbeenestablished．   

ThepercentofpatientsachievingACR20responseSbyvisitforStudyPsAisshowninFigure2・  
ACR20responseswereobservedin31％ofpatientsintheSIMPONI50mg＋MTXgroupatthenrst  
assessment（Week4）aftertheinitialSIMPONIadministration．  

Table4・StudyPsA－ProportionofPatientswithACRResponses  
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Table5・StudyPsA－PercentImprovementinACRComponentsatWeek14  

Placebo土MTXa  SIM貯ONI50mg土MTXa   
Nb   l13   146   
Nu血berofswollenjoints（0－66）  

Baselin色   10．0   11．0   
Week14   8％   60％   

Numberoftenderjoints（0－68）  

Baseline   18．0   19．0   
Week14   0％   54％   

Patient，sassessmentof ain（0－10）  

Baseline   5．4   5．8   

Week14   －1％  48％   
Patient’sglobalassessment  

Ofdiseaseactivi（0－10）  

Baseline   5．2   5．2   
Week14   2％   49％   

Physician’sglobalassessment  

Ofdiseaseactivity（OLlO）  

Baseline   5．2   5．4   

Week14   7％   59％   

HA（〕scoreO－10）  

Baseline   1．0   1．0   

We占k14   0％   28％   
CRP（mE／dL）（0－10）  

Baseline   0．6   0．6   

Week14   0％   40％、   
Note：Baselinearemedianvalues   
aInStudyPsA，about48％，16％，and78％ofthepatientsreceivedstabledosesofMTX   

（≦25mg／day），lowdosecorticosteroids（equivalentto≦10mgofprednisoneaday），and   
NSAⅡ）s，reSpeCtively．   

b Nrenectsrandomizedpatients；aCtualnumberofpatientsevaluablefbreachendpointmayvary   
bytimepolnt   
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Figure2．St11dyPsA－PercentofACR20PsARespondersbyVisit：RandomizedPatients  
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■Thesamepatientsmaynothaverespondedateachtimepoint・   

PhysicalFunctionResponseinPatientswithPsA  
InStudylPsA，SIMPONI50mgdemonstratedagreaterimprovementcomparedtoplacebointhe  
ChangeinmeanHealthAssessmentQuestionnaireDisabilityIndex仕1AQ－DI）score丘ombaselineto  
Week24（0．33and－0．01，reSPeCtively）．Inaddition，theSIMPONI50mggroupcomparedtothe  

PlacebogrouphadagreaterpropopionofHAQresponders（≧0・3changefrombaseline）atWeek24：  
43％vs．22％，reSpeCtively．   

14．3 AnkylosingSpondylitis   

The safttyandefEicacy ofSIMPONIwere evaluatedin amulti－Center，randomized，double－blind，  
Placebo－COntrOlledtrialin356adultpatientswithactiveankylosingspondylitisaccord二ingtomodined  
NewYorkcriteriaforatleast3months（StudyAS）．Patientshadsymptomsofactivedisease［denned  

asaBathASDiseaseActivityIndex（BASDAI）≧4andVASfortotalbackpainof≧4，OnSCalesofO  

tolOcm］despitecurrentorpreviousNSAIDther叩y．Patientswereqxclud占diftheywerepreviously  

treatedwithabiologicTNトblockeroriftheyhadcompleteankylosisofthespine・Patientswere  
randomlyassignedtoplacebo（n＝78），SIMPONI50mg（n＝138），OrSIMPONIlOOmg（n＝140）  
administeTed subcutaneously every4weeks．Patients were allowed to continue stable doses of  
COnCmitant MTX，Sulfasalazine（SSZ），hydroxychloroquine（HCQ），low dose corticosteroids  

（equlValentto＜10mgofprednis？neaday），and／orNSAIDsduringthetrial・Theuseofother  

DMARDsincludingcytotoxicagentsorotherbiologlCSWaSPrOhibited．   

The primary endpoint was the percentage ofpatients achieving an ASsessmentin Ankylosing  
Spondylitis（ASAS）20responseatWeek14・Placebo－COntrO11edefncacydatawerecollectedand  
analyzedthroughWeek24．  
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InStudyAS，themediandurationofASdiseasewas5．6years，mediandurationofinnammatoryback  
PalnWaS12yearS，83％wereHLA－B27positive，24％hadpriorJOlntSurgeryOrPrOCedure，and55％  

receivedatleastoneDMARDinthepast．Duringthetrial，theuseofconcomitantDMARDsand／or  

NSAlDswas asfo1lows＝MTX（20％），SSZ（26％），HCQ（1％），lowdoseoralsteroids（16％），and  

NSAIDs（90％）・   

ClinicalResponseinPatientswithAS  
In．StudyAS，SIMPONIj＝DMARDstreatment，COmparedwithplacebo土DMARDs，reSultedina  

Sign泊cantimprovementinslgnSandsymptomsasdemonstratedbytheproportionofpatientswith  
ASAS20response atWeek14（see Table6）・Therewasno clearevidence ofimprovedASAS  
responsewiththehigherSIMPONIdosegroup（100mg）comparedtothelowerSIMPONIdosegroup  
（50mg）．Table7showsthepercentimprovementinthecomponentsoftheASASresponsecriteriafbr  

theSIMPONI50mgj＝DMARDsandplacebo士DMARDsgroupsinStudyAS．   

ThepercentofpatientsachievingASAS20responsesbyvisitfbrStudyASisshownin・Figure3・  
ASAS20responseswereobservedin48％ofpatientsintheSIMPONI50mg＋MTXgroupatthe  
nrstassessment（Week4）a氏ertheinitialSIMPONIadministration．  

Table6・StlldyAS－ProportionofASASRespondersatWeeks14and24  
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Table7・StlldyAS－MedianPercentImprovementinASASComponetltSatWeek14  

SIMアONI50mg士  

DⅣ【ARDsユ  

Placebo土  

DMARDsa  

ASAScomponents  

Patient  lobalassessment（0－10  

Baseline  

Week 14 

Total back ain（0－10）  

Baseline  

Week 14 

BASFI（0－10  

Baseline  

Week 14 

Inflammation  

Baseline  

Week 14 

a Duringthetrial，theconcomitantuseofstabledosesofDMARDSwasasfo1lows：MTX  
（21％），SSZ（25％），andHCQ（1％）・About16％and89％ofpatientsreceiveqstabledoses   
OflowdoseoralsteroidsandNSAIDsdurirrgthetrial，reSpeCtively．  
b Nrenectsrandomizedpatients  
C BASFIisBathAnkylosingSpondylitisFurrctionalI汀dex  
d hnammatiorristhemeanoftwopalient－rePOrtedstifhessselfこassessmentsirrtheBathAS  
DiseaseActivi  ASDAI  

Figure3・StudyAS－PbrcentofASPatientsAchievingASAS20ResponsebyVisit：  
RandomizedPatientsA■  
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15．O REFERENCES  

l・SEER［database online］・USPopulationData－1969N2004・Bethesda，MD：Nati？nalCancer  

Institute・Releasedate：January3，2007・Availableat：http／／seer・CanCer・gOV／popdata／．  

16．0 ⅠIOWStJPPI，IED／STORAGEA＿NI）HANI）I，ING  

EachSIMPONIprenlledautoinjectororprefilledsyrlngeispackagedinalight－blocking，Cardboard  

OuterCartOn・SIMPONIisavailableinpacksoflpreⅢ1edsyrlngeNDC57894－070－0lorlprenlled  
SmartJectautoirjectorNDC57894－070－02．   

Prefilled SmartJect Autoinjector 
EachsingledoseSmartJectautoirjectorcontainsaprefilledglasssyringe・（27gaugeシちinch）providing  
50mgofSIMPONIperO・5mLofsolution・  

Prefilled Syringe 
Eachsingledosepremledglasssyringe（27gaugeシちinch）contains50mgofSIMPONIperO．5mLof  

solution．  

StorageandStability  
SIMPONImustberefrigeratedat2OCto80C（360Fto460F）andprotectedfromlight■ Keepthe  
PrOductintheorlglnalcartontoprotectfromlightuntilthetimeofuse・Donotffeeze・Donotshake・  

DonotuseSIMPONIbeyondtheexpirationdate（EXP）onthecartonortheexpirationdateonthe  
pre貞11edsyringe（Observedthroughtheviewingwindow）ortheprefi11edSmartJectautoirtiector．  

17．O PATIENTCOIJNSELINGINFORMATION  

SeeMedicationGuide（17．3）   

17．1 PatientCounseling  
Patientsshouldbeadvisedofthepotentialbenentsandrisk？OfSIMPONI．Physiciansshouldinstruct  

theirpatientstoreadtheMedicationGuidebefbrestartingSIMPONItherapyandtoreaditeachtime  

the prescription is renewed. 

In鮎ctions  

Inform patients that SIMPONImaylowerthe ability oftheirimmune systemto nghtinftctions．  

Instructthepatientoftheimportanceofcontactlngtheirdoctoriftheydevelopanysymptomsof  

inftction，includingtuberculosis，invasivefungalinfbctions，andhepatitisBreactivation．   

Malignancies  
Patientsshouldbecounseledabouttheriskoflymphomaandothermalignancieswhilereceivlng  
SIMPONI．   

Allergic Reactions 
Adviselatex－SenSitivepatientsthattheneedlecoverontheprefilledsyrlngeaSWellasthepre創1ed  
SyringeintheprefilledSmartJectautoi可ectorcontainsdrynaturalrubber（aderivativeoflatex）．  
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OtherMedicalConditions  

AdvisepatientstoreportanyslgnSOfneworworsenlngmedicalconditionssuchascongestiveheart  
fhilure，demyelinatingdisorders，autOimmunediseases，1iverdisease，CytOPenias，OrPSOriasis・   

17．2 InstructiononInjectionTechnique  
The first self二叫ection should be performed underthe supervision of a qualified healthcare  
proftssional・IfapatientorcareglVeristoadministerSIMPONI，he／sheshouldbeinstruCtedin  
irjectionfeclmiquesandtheirabilitytoirjectsubcutaneouslyshouldbeassessedtoensuretheproper  
administrationofSIMPONI［see肋dicationGuidb〃7・3）］・   

Priortouse，remOVetheprefi11edsymngeOrtheprefilledSmartJectautoirtiectorfromthere丘igerator  
anda1lowSIMPONItositatroomtemperatureoutsideofthecartonfor30minutesandoutofthe  
reachofchildren．   

DonotwarmSIMPONIinanyotherway・Forexample，donotwarmSIMPONIinamicrowaveorin  
hotwater．   

Do not remov与thei）reⅢ1ed syrlnge needle cover or SmartJect autoirtiectorcap while allowlng  
SIMPONItoreachroomtemperature．Removetheseimmediatelybeforeirtiection・  

DonotpulltheautoiI可ectorawayf王omtheskinuntilyouhearafirst“click”soundandthenasecond  
“click”sound（theirtjectionis丘nishedandtheneedleispulledback）・Itusuallytakesabout3to6  
secondsbutmaytakeupto15secondsforyoutohearthesecond“click乃aRerthe丘【畠t㍑click・HIfthe  
autoiniectorispulledawayfromtheskinbeforetheirjectioniscompleted，afu11doseofSIMPONI  
maynotbeadministered．  

Apuncture－reSistantcontainerfordisposalofneedlesandsyrlngeSShouldbeused・Patientsor  
careglVerSShouldbeinstructedinthetechniqueofpropersyrlngeandneedledisposal，andbeadvised  
nottoreusetheseitems．  
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17．3MedicationGuide  

RxOnly  

MEDICATIONGUIl）E  

SIMI，ONITM（SIM－pO－nee）  
（golimumab）   

ReadtheMedicationGuidethatcomeswithSIMPONIbefbreyoustarttakingltandeachtimeyouget  

arefill・Theremaybenewinfbrmation・ThisMedicationGuide・doesnottaketheplaceoftalking  
withyourdoctoraboutyourmedicalcondition．ortreatment・Itisimportanttoremainunderyour  

doctor’scarewhilelユSingSiMPONI．   

WhatisthemostimportantinformationIshouldknowaboutSIMPONI？  
SIMPONIisamedicinethataffbctsyourimmunesystem・SIMPONIcanlowertheabilityofyour  
immune systemtofightinftctions・Somepeoplehave seriousinfectionswhiletaking SIMPONI，  

intludingtuberculosis（TB），andinftctionscausedbybacteria，fungi70rVirusesthatspreadthroughout  

theirbody．SomepeOPlehavedied丘omtheseseriousinftctions．   

・YourdoctorshouldtestyoufbrTBbefbrestartingSIMPONI．   

・YourdoctorshouldmonitoryoucloselyfbrslgnSandsymptomsofTBduringtreatmentwith  
SIMPONI，   

YoushouldnotstarttakingSIMPONIifyouhaveanykindofinftctionunlessyourdoctorsaysitis  

Okay．  

Be払restartingSIMPONI，tellyourdoctorifyoll：   

・ thinkyouhaveaninfbctionorhavesymptomsofaninftctionsuchas：  

・ftver，SWeat，OrChills ・Warm，red，OrPainfu1skinorsore畠onyourbody  

・muSCleaches  ・diarrhea orstomachpain  

・COugh  。burnlngWhenyouurinateorurinatemoreoftenthannormal  

shortness of breathth ・feelverytired  

・bloodinphlegm  

・Weightl■oss  

arebeingtreatedfbraninfection  
getalotofinftctionsorhaveinfbctionsthatkeepcomingback  

havediabetes，HIV，Ora Weakimmunesystem・Peoplewiththeseconditionshaveahigher  

chancefbrinftctions．  

・ haveTB，OrhavebeeninclosecontactwithsomeonewithTB  

・1ive，havelived，OrtraVeledtocertainpartsofthecountry（suchastheOhioandMississippi   

RivervalleysandtheSouthwest）wherethereisanincreasedchancefbrgettingcertainkindsof   
fungalinfbctions（histoplasmosis，COCCiqioidomycosis，blastomycosis）・Theseinftctionsmay   

happenorbecomemoresevereifyouuseSIMPONl・Askyourdoctor，ifyoudonotknowif   

youhavelivedinanareawheretheseinftctionsarecommon・  
・ haveorhavehadhepatitisB  
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・ uSethemedicineOrencia（abatacept），Kineret（anakinra），OrRituxan（rituximab）  

AfterstartingSIMPONI，Callyourdoctorrightawayifyouhaveanysymptomsofaninftction・   

SIMPONIcanmakeyoumorelikelytogetinftctionsormakeworseanyinftctionthatyouhave・   

WhatisSIMPONI？  

SIMPONIisaprescriptionmedicinecalledaTumorNecrosisFactor（TNF）blocker 
usedinadults：  

・withthemedicinemethotrexatetotreatmoderatelytoseverelyactiverheumatoidarthritis（RA）  
・tOtreataCtivepsoriaticarthritis（PsA）aloneorwithmethotrexate  

・tOtreataCtiveankylosingspondylitis（AS）   

YoumaycontinuetouseothermedicinesthathelptreatyourconditionwhiletakingSIMPONI，SuCh  

asnon－SterOidalanti－innammatorydrugs（NSAIDs）andprescriptionsteroids，aSreCOmmendedby  

yourdoctor・  

Whatshould・ItellmydoctorbefbrestartingtreatmentwithSIMPONI？  
SIMPONImaynotberightforyou．BefbrestartingSIMPONI，tellyourdoctoraboutallyourmedical  

COnditions，1nCludingifyou‥  

・haveaninftction（see“WhatisthemostimportantinformationIshouldknowaboutSIMPONI？”），  

・haveorhavehadlymphomaoranyothertypeofcance；．  

● haveorhadheartfailure．  

・haveorhavehadaconditionthataffbctsyournervOuSSyStem，SuChasmultiplesclerosis．  
・haverecentlyreceivedorarescheduledtoreceiveavaccine．PeopletakingSIMPONIshouldnot   

receivelivevaccines．PeopletakingSIMPONIcanreceivenon－1ivevaccines・  

・areallerglCtOrubberorlatex．neneedlecoverontheprenlledsyrlngeandSmartJectautoiItiector   

COntainsdrynaturalrubber．  

・arePregnantOrPlannlngtObecomepregnant・ItisnotknownifSIMPONIwillharmyOurunbom   
baby．  
・arebreastfteding．Youandyourdoctorshoulddecideifyouwi11takeSIMPONIorbreastfted．   

Youshouldnotdobothwithouttalkingtoyourdoctorfirst・   

Tellyour doctor aboutallthe medicines you take，includingprestrlPtlOn and non－PreSCrlptlOn  
medicines，Vitamins，andherbalsupplements．Especially，te11yourdoctbrifyouuse：  

・ORENCIA（abatacept），KINERET（anakinra），OrRITUXAN（rituximab）．Youshouldnottake   

SIMPONIwhileyouar9alsotakingORENCIAorKINERET・YourdoctorrqaynotwanttoglV   
youSIMPONIifyouhavereceivedRITUXANrecently．  
・Another TNF－blocker medicine．You should not take SIMPONIwhile you are also taking   
REMICADE（infliximab），frtJMIRA（adalimumab），ENBREL（etanercept），Or CIMZIA   

（certolizumabpegol），   

Askyourdoctorifyouarenotsureifyourmedicineisonelistedabove・   

Keepalistofallyourmedicationswithyoutoshowyourdoctorandpharmacisteachtimeyougeta  
newmedicine，  
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HowshouldIuseSIMI〉ONI？  
・SIMPONIisgivenasaninjectionundertheskin（Subcutaneousirt3ectionorSC）．  

。SIMPONIshouldbeirtiectedonetimeeachmonth．  

・IfyourdoctordecidesthatyouoracareglVermaybeabletoglVeyOurlrリeCtionsofSIMPONlat   
home，yOuShouldreceivetralnlngOntherightwaytoprepareandinjectSIMPONl．Donottryto   
lrUeCtSIMPONIyourselfuntilyouhavebeenshowntherightwaytoglVetheirjectionsbyyour  

doctorornurse．  

・UseSIMPONIexactlyasprescribedbyyourdoctor・  

・SIMPONIcorneSinaprenlledsyrlngeOrSmartJectTMautolrtJeCtOr．Yourdoctorwillprescribethe   

typethatisbestfbryou．  
・SeethedetailedPatieniInstructionsjbrUseattheendofthisMedicationGuidefbrinstructions   
abouttherightwaytoprepareandgiveyourSIMPONIi可ectionsathome．  

・DonotmissanydosesofSIMPONI・IfyoufbrgettouseSIMPONI，irt］eCtyOurdoseassoonas   
youremember・Then，takeyournextdoseatyourregularscheduledtime．Incaseyouarenotsure   
WhentolqeCtSIMPONI，Callyotlrdoctororpharmacist．   

WhatarethepoIssiblesideeffectswithSIMPONI？  
SIMPONIcancauseserioussideef托ctsincluding＝  

SeriousInfbctiohs  

（See“Whatisthemostimportantin払rmationIshouldknowabotltSIMPONI？”）．   

HepatitisBinfbctioninpeoplewhocarrythevirusintheirbIood．  
・IfyouareacarrierofthehepatitisBviruS（avirusthatafftctstheliver），theviruscanbecome  

activewhileyouuseSIMPONI・Yourdoctormaydobloodtestsbefbreyoustarttreatmentwith  
SIMPONIandwhileyouareus111gSIMPONI・Tellyourdoctorifyouhaveanyofthefb1lowlng  
SymptOmSOfapossiblehepatitisBinftction：  

・ftelverytired  ・Clay－COloredbowelmovements  

・Skinoreyeslookye1low  ・ftvers  

・1ittleornoappetite  

● VOmltlng  

● muSCleaches  

● darkurine  

● Chills  

stomach discomfortrt 

● Skinrash  

Cancer  

● Peoplewithinflammatorydiseasesincludingrheumatoidarthritis，PSOriaticarthritis，Orankyloslng   

SPOndylitis，eSPeCiallythosewithveryactivedisease，maybemorelikelytogetlymphoma・  

OIfyouuseSIMPONIorotherTNF－blockers，yOurriskofgettinglymphomaorothercancersrnay  

lnCreaSe．   

Heartfailure，includingnewheartfailureorworsenlngOfheartfailurethatyo11alreadyhave．  

NeworworseheartfailurecanhappeninpeOPlewhouseTNF－blockermedicineslikeSIMPONI．  
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・Ifyouhaveheartfailure，yOurCOnditionshouldbewatchedcloselywhileyoutakeSIMPONI・  

・CallyourdoctorrightawayifyougetneworworsenlngSymPtOmSOfheartfailurewhiletaking   
SIMPONI（suchasshortnessofbreathorswe11ingofyourlowerlegsorfbet）．   

Ner’VOuSSystemProblems  
Rarely，PeOPleusingTNF－blockermedicinehavenervOuSSyStemPrOblemssuchasmultiplesclerosis・  

・ Te11yourdoctorrightawayifyougetanyofthesesymptoms：  

・Visionchanges  

・Weaknessinyourarmsorlegs  

・numbnessortlnglinglnanyPartOfyourbody   

Liver Problems 

LiverproblemscanhappeninpeoplewhouseTNF－blockermedicines，includingSIMPONI・These  

PrOblemscanleadtoliverfailureanddeath．Callyourdoctorrightawayifyouhaveanyofthese  
SymptOmS：  

・ftelverytired  

・Skinoreyeslookyellow  

● POOrapPetiteorvomltlng  
t painontherightsideofyourstomach（ab40men）   

Blood Problems 

LowbloodcountshavebeenseenwithotherTNF－blockers．Yourbodymaynotmakeenoughblood  
Ce11sthathelpfightinfbctionsorhelpstopbleeding．Symptomsincludeftver，bmisingorbleeding  

easily，Orlookingpale．YourdoctorwillcheckyourbloodcountSbeforeandduringtreatmentwith  

SIぼONI．  

Commonsideef艶ctswithSIWONIinclude：  

・Sinusinftction（sinusitis）  

● nu  
●、mmynose  

● fbver  

● COldsores  

・numbnessortlngling  

・uPPerreSPlratOrytraCtinftction  

●  nauSea  

abnormal liver teststs 

・rednessatthesiteofirtiection  

・highbloodpressure  

● bronchitis  

● dizziness’  

OthersideefftctswithSIMPONIinclude：  

・Immune System Problems．Rarely，PeOPle uslng TNF－blocker medicines have developed   

SymPtOmS that arelike the symptoms ofLupus・Tellyour doctorifyouhave any ofthese   
SymptO血s：  

● araShonyourcheeksorotherpartsofthebody  
・SenSitivitytothesun  

・neWJOlntOrmuSClepalnS  
・becomlngVerytired  

・ChestpalnOrShortnessofbreath  
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。SWellingoftheftet，ankles，and／orlegs   

・Psoriasis・Somepeopleu？1ngTNF－blockermedicinesincludingSIMPONIhadnewpsoriasisor   

WOrSenlngOfpsoriasisthattheyalreadyhad・Symptomsofpsoriasisinclude‥redscalypatchesor   

raised bumps thatare nlledwith pus on the skin．Psoriasis may go away orget better after   
StOpplngSIMPONIinsomepeople．   

。AllergicReactions・AllerglCreaCtionscanhappeninpeoplewhouseTNF－blockermedicines．   

CallyourdoctorrightawayifyouhaveanyofthesesymptomsofanallerglCreaCtion：  

● hives  

● SWOllenfhce  

・breathingtrouble  

・Chestpaln   

ThesearenotallofthesideeffectswithSIMPONI．Tellyourdoctoraboutanysideeffbctthatbothers  

youordoesnotgoaway・Ca11yourdoctorfbrmedicaladviceaboutsideefftcts．Youmayreportside  
efftctstotheFDAatト800－FDAqlO88．  

HowdoIstoreSIMPONI？  

・Re丘igerateSIMPONlat360Fto46DF（20Cto80C）．   

● Donot丘eezeSIh4PONI．  

・KeepSIMPONIinthecartontoprotectit丘omlightwhennotbeingused．   

● DonotshakeSIMPONI．   

KeepSIMPONIandallmedicinesoutofthereachofchildren・   

GeneralIn董brmationaboutSIMPONI  
。MedicinesaresometimesprescribedfbrpurposesotherthanthoselistedintheMedicationGuide．   

DonotuseSIMPONIfbraconditionfbrwhichitwasnotprescribed．  

。DonotgiveSIMPONItootherpeople，eVeniftheyhavethesameconditionthatyouhave．Itmay  

harmthem．  

● ThisMedication Guide sumrnarizesthe mostimportantin払rmation about SIMPONI・Ifyou   
WOuldlikemoreinfbrmation，talktoyourdoctor・Youcan askyourdoctororpharmacistfbr   

infbrmationaboutSIMPONIthatiswrittenfbrhealthproftssionals・Formoreinfbrmationgoto   
WWW．Simponi．comorcalll－800－457N6399．   

WhataretheingredientsinSIMPONI？  
Activelngredient：gOlimumab・  
Inactivelngredients：L－histidine，L－histidinemonohydrochloridemonohydrate，SOrbitol，POlysorbate  

80，andwaterfbrinJeCtion．SIMPONIdoesnotcontainpreservatives．  
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PatientInstructionsfbrUse  

SIMPONrrM（SIM－pO－nee）  
（golimumab）  

SmartJectTMautoinjector   

IfyourdoctordecidesthatyouoracareglVermaybeabletoglVeyOurirtiectionsofSIMPONIat  

home，yOuShouldreceivetralnlngOntherightwaytoprepareandirtiectSIMPONI．Donottryto  

lrUeCtSIMPONIyourselfuntilyouhavebeenshowntherightwaytoglVetheirtjectionsbyyour  

doctorornurse．   

Itisimportanttoread，understand，andfbllowtheseinstructionssothatyoulqeCtSIMPONItheright  

Way・CallyourdoctorifyouoryourcareglVerhasanyquestionsabouttherightwaytolrUeCt  
SIMPONI．   

ImportantinformationaboutyourSmartJectautoirtjector：   

・WhenthebuttonontheSmartJectautoinjectorispressedtoglVethedoseofSIMPONIyouwi11   
hearaloud‘click’sound・ItisverylmPOrtantthatyoupracticel叫eCtingSIMPONIwithyour   

doctorornursesothatyouarenotstartledbythisclickwhenyoustartglVlngtheirtiectionsto   

yourselfathome．  

・IfyoupulltheSmartJectautoirtjectoraway丘omtheskinbeforethei可ectioniscompleted，yOu   

maynotgetyourfulldoseofmedicineandmaylosesomeofthemedicine．   

Donot：  

・ShaketheSmartJectautoirtjectoratanytime  
・remOVetheSmartJectautoinjectorcapuntilyougettothatstep   

Stepl：Gatherandinspectthesuppliesforyourinjection   

Youwi11needthesesuppliesforanlrリeCtionofSIMPONI．SeeFigurel．  

● lalcohoIswab   

・lcottonballorgauze   
・1SIMPONIprefilledSmartJectauto叫eCtOr   
・Sharpscontainerforautoirjectordisposal  
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刑gurel   

1al亡nhnlswah  lc口伽nhalt  lSIWONIshglcllSC Sha甲〔口■－taincr  

Or即uZC  Sllla出ecta11tO叫jector 払rsynl－呂C〔Iisposal   

ThefigurebelowshowswhattheSm乙1rtJectautollt）eCtOrlookslike．SeeFigure2．  

Figure2  
日uモモon  

SecuritySea】  

1．1CheckExpirationI）ate  

・Checktheexpirationdate（“EXP”）ontheSmartJectautoinject？r・  

・Youcanalsochecktheexplrationdateprintedonthecarton．  

・Iftheexpiratiorldatehaspassed，donotusetheSmartJectautolrリeCtOr．Callyourdoctoror   

Pharmacist，OrCallト800－457－6399fbrhelp・   

1．2CheckSecuritySeal  

・CheckthesecuritysealaroundthecapoftheSmartJectautoinjector・Ifthesecuritysealisbroken，   

donotusetheSmartJectautolrUeCtOr，  

1．3Wait30minllteS  

● ToensureproperlltleCtion？allowtheautolrリeCtOrtOSitatroomtemperature   

outsidethecartonfbr30minutesandoutofthereachofchildren．   

DonotwarmtheSmartJectautoirtjectorinanyotherway（ForexarnPle，donot  

Warmitinamicrowaveorinhotwater）．  
DonotremovetheSmartJectauto叫ectorcapwhileallowlnglttOreaChroomtemperature．  
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1．4ChecktheLiquidintheSmartJectautoinjector  

・LookthroughtheviewlngWindowoftheSmartJectautoirtiector．SeeFigure3．Makesurethatthe  

liquidintheprenlledsyrlngeisclearandcolorlesstoslightlyyellowincolor・Youmayseeasmall   

amountoftinyparticlesthatarewhite，Orthatyoucanseethrough．DonotlltleCttheliquidifitis   

Cloudyordiscolored，Orhaslargeparticlesinit・  

・Youmayalsonoticeanairbubble．Thisisnormal．SeeFigure3．  

Figure 3 

A汁8ubbl¢  

LiquId  YiewingWndow  

Step2：Chooseandpreparetheinjectionsite   

2．1ChoosetheInjectionSite  

・Therecommendedirjectionsiteisthe丘ontofyourmiddlethighs．SeeFigure4・  

Figure 4 

Ⅰ可eぬb王earea  

・Youcanalsousethelowerpartoftheabdomenbelowthenavel（bellybutton），eXCePtfbrthetwo－  

inchareadirectlyaroundthenavel．SeeFigure5．  

・IfacareglVerisglVlngyOutheirtiection，theouterareaoftheupperarmsmayalsobeused・See   

Figure5・  
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Figure 5 

Tl勺cctablcarca  

●I）onotirjectintoarea軍Wherethcskinistender，bruised，red，SCaly，Orhard．Avoidareaswith  

SCarSOrStretChmarks．   

2・2PreparetheInjectiomSite  

● Washyourhandswellwithsoapandwarmwater．  

● WipetheirtjectionsitewithanalcohoIswab．  

・DonottouchthisareaagainbeforeglVlngtheinjection・AllowtheskintodrybefbrelnJeCtlng．  

・I）onotfhnorblowonthecleanarea，   

Step3：InjectingSIMPONIusingthesingledoseSmartJectautoinjector  

3・1RemovetheCap  
● DonotremovethecapuntilyouarereadytolqeCtSIMPONI，IrjectSIMPONIwithin5min。teS   

afterthecaphasbeenremoved．  

・Whenyouarereadytoinject，tWistthecapslightlytobreakthesecurityseal・SeeFigure6，  

Figure 6 

●Pullthecapoffandthrowitinthetrashrightaway・SeeFigure7・  
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。DonotputthecapbackonbecauseitmaydamagetheneedleinsidetheSmartJectautolrt］eCtOr・  

・DonotuseyourSmartJectauto叫eCtOrifitisdroppedwithoutthecaplnPlace・  

鼠 3・2PushtheSmartJectautoinjectoragainsttheskin  
・HoldtheSmartJectautoiqiector．comfbrtablyinyourhand．  

・Donotpressthebutton・PushtheopenendoftheSmartJectautolrUeCtOrfirmlyagalnSttheskinat   
90－degreeangle・SeeFigure8．  

Figure 8 

・UseyourfreehandtopinchandholdtheskinattheiIづectionsite．nismaymakeirtjectlngeaSier．   

3．3Pressbuttontoinject  
・ContinuetoholdtheSmartJectautoirtj．ectorfirmlyagainsttheskin，andpressthebuttonwithyour   

貢ngers（seeFigure9）orthumb（seeFigurelO）．Youwillnotbeabletopushinthebuttonunless   

theSmartJectautolrt）eCtOrlSPuShednrmlyagalnStyOurSkin．  
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FigurelO  Figllre9   

● Afterthebuttonispressed，itwi11staypressedinsoyoudo．notneedtokeeppressureonit・See   
Figurell■  

吊gurell  

。Youwi11hearaloud’click，sound．Thismeansthattheinjectionhasstarted・Donotpullthe   
SmartJectautolIIJeCtOraWayftomyourskin・IfyoupulltheSmartJectautoinjectorawayftomthe   
skin，yOumaynOtgetyOurfu11doseofmedicine・SeeFigure12・  

● DonotlifttheSmartJectautoinjectoryet・   

3．4WaitR）rSecond一一Click‖  

・KeepholdingtheSmartJectautoi再ectoragainstyourskinuntilyouhearthesecond．clicklsound・It   
usuallytakesabout3to6seconds，butmaytakeupto15secondsfbryoutohearthesecond‘click’   
sound．SeeFigure13・  

．Thesecond’click｝soundmeansthattheirtjectionisfinishedandtheneedlehaspu11edback  
（retracted）intotheSmartJectautoinjector・  

．LifttheSmartJectautolrリeCtOrfromtheinjectionsite・Se占Figure14・  
●Ifyouhavehearingproblems，COuntfbr15secondsfromthetimeyoupressedthebuttonandthen  
lifttheSmartJectauto明eCtOrfromtheinjectionsite・  
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Press Button  Wait  

Forlst CliGk  For2nd¢Iick  

Step4：Aftertheinjection   

4・1ChecktheViewingWimdow  
・Afteryou坑nishirtiecting，ChecktheviewlngWindowtoseetheyellowindicator．SeeFigure15．   

ThismeanstheSmartJectautoinjectorhasworkedtherightway．  

Figure 15 

Y8いow  

lndl¢t止Or  

・IfyoudonotseetheyellowindicatorintheviewlngWindow；calll－800－457－6399forhelp．   

4・2I）isposeoftheusedSmartJectautoinjector  

・PlacetheusedSmartJectautoiI肩ectorintoaclosablepuncture－reSistantcontainer．Youmayusea   

ShaIpSCOntainer（suchasaredbiohazardcontainer），ahardplasticcontainer（suchasadet？rgent   

bottle），Orametalcontainer（suchasanemptycofftecan）．SeeFigure16．  
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Figure16  

。Askyourdoctorfbrinstructionsontherightwaytothrowaway（disposeof）thecontainer・There   

maybelocalorstatelawsabouthowyoushouldthrowawayusedneedlesandsyrlngeS・  
・DonotthrowawayyourusedSmartJectautoiqectorinhouseholdtrash・Donotrecycle・   

4．3tJseCottonBallorGalほe  

・Theremaybeasmallamountofbloodorliquidattheinjectionsite，Whichisnormal・  

・Youcanpressacottonballorgauzeoverthe叫ectionsitefbr10seconds・Donotrubtheirtiection   
site．  

・Youmaycovertheinjectionsitewithasma11adhesivebandage，ifneeded・  
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PatientInstructionslbrUse  

SIWONITM  

Prefilled Syringe 

IfyourdoctordecidesthatyouoracareglVermaybeabletogrveyourlrUeCtionsofSIMPONIat  
home，yOuShouldreceivetrainingontheright‘waytoprepareandirjectSIMPONl・Donottryto  

irtiectSIMPONIyourselfuntilyouhavebeenshowntherightwaytogivetheiniectionsbyyour  
doctorornurse．   

Itisimportanttoread，understand，andfo1lowtheseinstructionssothatyoui可ectSIMPONItheright  
way・Ca11yourdoctorifyouoryourcareglVerhas any questions aboutthe rightwayto叫eCt  
SIMアONI．   

Importantinformationaboutyourprefilledsymnge：   

・AIwaysholdtheprenlledsymngebythebodyofthesyrlnge・   

Donot：  

・pullbackontheplungeratanytime・  
● ShaketheSIMPONIprefilledsyrlnge・Thismaydamagethemedicine・  

・remOVetheneedlecoverfromthepre創1edsyrlngeuntilyougettothatstep・  

● tOuChtheneedleguardactivationclipstopreventcoverlngtheneedlewiththeneedleguardtoo   
SOOり（SeeFigtlre2）・  

・uSeSIMPONIifithasbeen丘ozenorifithasbeenkeptataroomtemperaturethatistoowarm・   
SeetheMedicationGuidesection：“HowshouldIstoreSIMアONI？”  

・uSeyOurSIMPONIpren11edsyrlngeifitlooksd叩Iaged・   

Stepl：Gatherthesupplies伽ryourinjection   

YouwillneedthesesuppliesfbranlrUeCtionofSIMPONI・SeeFigurel・  
●1alcohoIswab  

・1cottonba1lorgauz  

・1SIMPONIprenlledsyrlnge  
・Sharpscontainerforsyrlngedi寧posal  
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Figure 1 

1alc【）h〔1】叩rah  lcn仕Onh且1l  

Of仁auZC  

1Sl且4PONI  

Pref川組syr川ge  

Sllal－pSC口ntairlCt，  

知見yrユl唱C〔lis玉氾Sal  

Thediagrambelowshowswhatthepre創1edsyrlngelookslike．SeeFigure2．  

Figllreユ  

Step2：GetreadytouseyourpreⅢledsyrlnge   

2．1ChecktheExpirationDate  

・LookfbrtheexplrationdateprintedonthebackpaneloftheSIMPONIcarton．  

●Iftheexpirationdatehaspassed）donotusetheprefilledsyrlnge・Callyourdoctoror   
Pharmacistorcal11－800－457－6399fbrhelp，  

2．2Wait30minutes  

・Toensureproperinjection，allowtheprenlledsyrlngetOSitatroomtemperature   

outsideofthecartonfbr30minutesandoutofthereachofchildren．  

・I）onotwarmthepre坑11edsyringeinanyotherway（Forexample，Donotwarm  
itinamicrowaveorinhotwater）・  

・Donotremovethepren11edsyrlngeneedlecoverwhileallowingittoreach   
roomtemperature・  

2．3ChecktheLiquidinthePrenlledSyringe  

● HoldyourSIMPONIprenlledsyrlngebythebodywiththecoveredneedlepolntingdown・See   
Figure3．  
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Figure 3 

・Lookattheliquidthroughtheviewlngwindowoftheprefilledsymnge・Makesurethattheliquid  
intheprefilledsyrlngeisclearandcolorlesstoslightlyyellowincolor・Youmayseeasmall   
amountoftinyparticlesthatarewhite，Orthatyoucanseethrough・Donotiniecttheliquidifitis   
cloudyordiscolored，Orhaslargeparticlesinit・  

● Youmayalsoseeanairbubble・Thisisnormal・   

Step3：Choose？ndpreparetheinjectionsite   

3．1Cl10OSetheInjectionSite  
●Therecommendediniectionsiteistheftontofyourmiddlethighs・SeeFigure4・  

Figure 4 

1‡肩e¢tablea拝a  

●Youcanalsousethelowerpartoftheabdomenbelowthenavel（bellybutton），eXCePtfbrthetwo－   
inchareadirectlyaroundthenavel・SeeFigure5・  

・IfacareglVerisglVlngyOutheiqiection，theouterareaoftheupperarmsmayalsobeused・See   
Figure5．  
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Figure 5 

†Iljc仁一ablcarca  

I）onotinjectintoareaswheretheskinistender，bruised，red，SCaly，Orhard・Avoidareqswithscarsor  

stretchmarks．   

3．2PreparetheInjectionSite  
O Washyourhandswellwithsoapandwarmwater・  

・WipetheiqiectionsitewithanalcohoIswat）．  

・I）onottouchthisareaagainbehreglVlngtheinjection・Letyourskindrybe払relrt］eCting．  

● Donotfanorblowonthecleanarea．   

Step4：ITljectSIMPONI   

DonotremovetheneedlecoveruntilyouarereadytoirtjectSIMPONI．htiectSIMPONIwithin5  

minutesafteryouremovetheneedlecover．   

4．1RemovetheNeedleCover   

・Donottouchtheplungerwhileremovmgtheneedlecover．  

・HoldthebodyoftheprefilledsyrlngeWithonehand，andpulltheneedlecoVerstraightofflSee   

Figure6・  

Figure 6 
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● Puttheneedlecoverinthetrash．  

・YoumayseeanairbubbleinthepreⅢ1edsyrlnge．Thisisnormal．  

・Youmayalsoseeadropofliquidattheendoftheneedle．Thi占isnormal．  

・Donottouchtheneedleorletittouchanysurface．  

・Donotusetheprefilledsymngeifitisdroppedwithouttheneedlecoverinplace・   

4・2PositiontheprenlledsyrlngeandinjectSIMPONI  

・Holdthebodyofthepre創1edsyrlngeinonehandbetweenthethumbandindexnngers．See   

Figure7．  

Figure 7 

・Donotpullbackontheplungeratanytime．  

・Usetheotherhandtogentlypinchtheareaofskinthatyoupreviouslycleaned．Holdfirm1y．  

● Useaquick，dart－1ikemotiontoinserttheneedleintothepinchedskinatabouta45－degreeangle・   

SeeFigure8・  

Figure 8 

・htiectallofthemedicinebyuslngyOurthumbtopushin‾theplungeruntiltheplungerheadis   
COmPletelybetweentheneedleguardwings．SeeFigure9．  
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Figure 9 

●WhentheplungerlSPuShedasfhrasitwi11go；keeppressureontheplungerhead．Taketheneedle   

OutOftheskinandletgooftheskin．  

●Slowlytakeyourthumbofftheplungerhead・Thiswil11ettheemptysyringemoveupuntilthe   
entireneedleiscoveredbytheneedleguard・SeeFigurelO・  

Figure 10 
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Step5：Aftertheinjection   

5・1Disposeoftheusedprenlledsyrlnge   

・Placetheusedprenlledsyrlngeinaclosablepuncture－reSistantcontainer．Youmayuseasharps   

COntainer（suchasaredbiohazardcontainer），ahardplasticcontainer（suchasadetergentbottle），   

Orametalcontainer（suchasanemptycoffbecan）．Forthesafetyandhealthofyouandothers，   

needlesand・uSedsyrlngeSmuStneVerbere－uSed．SeeFigurell．  

Figurell   

ナ
ー
■
 
 

・Askyourdoctorforinstructionsontherightwaytothrowaway（disposeof）thecontainer．There   
maybelocalorstatelawsabotlthowyoushouldthrowawayusedneedlesandsyrlngeS．  

・Donotthrowawayyourusedprefilledsyrlngeinhouseholdtrash．Donotrecycle・   

5．211seCottonBallorGalJZe  

・TherernaybeasmallamountOfbloodorliquidattheiniectionsite，Whichisnormal・  

・YoucanpressacottonballorgauzeovertheinjectionsiteandholdfbrlOseconds．Donotrubthe   
叫eCtionsite・  

・Youmaycovertheirtjectionsitewithasmalladhesivebandage，ifneeded．  
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Manufacturedby：  
CentocorOrthoBiotechInc．  
Horsham，PA19044  
USLicenseNo．1821  

Revised：4／2009   

ThisMedicationGuidehasbeenapprovedbytheU・S・FoodandDrugAdministration・  

47   




