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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．  
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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  
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