
資料3－③ ダビガトラン（dabigatran）  

ANNEXI   

SUMMARY OF PRODUCT CHARACTERISTICS 



l． NAMEOFTIIEMEDICINALPRODtJCT   

Pradaxa75mghardc叩Sules  

2． QUALITATⅣEANDQUANTrrATrVECOMPOSITION   

Eachhardcapsulecontains75mgofdal）igatraneteXilate（asmesilate）  
Excipients‥Eachhardcapsulecontains2microgranssunSetyellow（EllO）   

Forafu111istofexcIPlentS，SeeSeCtion6．l．  

3． PHARMACEITTICALFO   

H訂dcaps山e   

lmprintedcapsuleswithlightblue，OPaqueCaPandcream－COloured，OPaquebodyofsize2負11edwith  

yellowishpe11ets・TLecapISimprintedwiththeBoehringerIngeheimcompanysymbol，thebodywith  

“R75”．  

4． CLINICALPARTICtJLARS   

4．1 Tber叩蝕鮎hdicadoms   

Prinarypreventionofvenousthromboemboliceventsinadultpatientswhohaveundergoneelectivetotalhip  
replacementsurgeryortotalkneereplacenentsurgery．   

4．2 Posology姐dm血odo†8dmi山新ー如ion   

Prel－enlionofVenousThromboembolism VTEin alicntsLblJollPin c）cctiヽekncerelaccmcnlSu CrV：   

TLereconnendeddoseofPradaxais220mgoncedailytakenas2capsulesofllOmg■Treatnentshouldbe  
initiatedoralbTwithinl－4hoursofcompletedsurgerywithasinglecapsuleandcontinuingwith2capsules  
OnCedaib，thereafterforatotaloflOdays．   

PrcvcntioJIOfVcnotlSThmboぢmboli8nrVTElint）8hcntsfo11owinJZClectivehit）reDl描nCntSunEerY：   

TLerecomnendeddoseofPradaxais220mgoncedaibTtakenas2capsulesofl10mg．Treatmentshouldbe  
initiatedoral1ywithinl－4hotrrsofcompletedsurgerywithasinglecapsuleandcontinuingwith2capsule＄  

OnCedaib，there血rforatotalof28－35days．   

Forbothsurgeries，ifhaemostasisisnotsecured，initiationoftreatmentshouldbedelayed．lftreatmentisnot  

Startedonthedayofsurgerythentreatmentshouldbeinitiatedwith2capsulesoncedaily．   

S ecia）alien10 ulalions：  

月g乃αノブ椚pαJ珊e〃J．・   

TreatmentwithPradaxainpatientswithsevererenalimpairment（creatinineclearanCe＜30ml／min）is  

COn血d止血d（sees比don4．3）．   



hpatientswithmoderaterenalimpairment（creatinineclearanCe30－50ml血in），thereislimitedclinical  
expenence・Thesepatientsshouldbetreatedwithcaution・Therecommendeddoseis150mgtakenonce  

daib，・aS2capsulesof75mg（seesection4・4and5・1）・   

A鮎rkneereplacementsurgerytreatmentshouldbeinitiatedoral1ywithin1－4hoursofcompletedsurgery  
withasinglecapsuleandcontinuingwith2capsulesoncedai1ythereafterforatotalof10days・   

A鮎rhipreplacementsurgerytreatmentshouldbeinitiatedorallywithin1－4hourSOfcompletedsurgery  
withasinglecapsuleandcontinuingwith2capsulesoncedai1ythereaRerforatotalof28－35days二   

王－んん′汀．・   

Inelderbrpatients（＞75yeam）thereislimitedclinicalexperience・Thesepatientsshouldbetreatedwith  
caution．Thereconmendeddoseis150mgtakenoncedaiレas2capsulesof75mg（SeeSeCtion4・4and5・1）・   

A触rkneereplacementsurgerytreatmentshouldbeinitiatedoranywithinl－4hotmofcompletedsurgery  
withasinglecapsuleandcontinuingwith2capsulesonced血ythereafterforatotaloflOdays・   

A允erhipreplacenentsurgerytreatmentshouldbeinitiatedorallywithinl－4hotmofcompletedsurgery  
withasinglecapsuleandcon血uingwith2capsulesoncedaibTthereafterforatotalof28－35days・   

助cf椚p（お珊g乃J．・  

Padentswithelevatedlivere甲ⅦeS＞2upperlimitofnornal（肌N）wereexcludedinclinicaltrials・  
ThereforetheuseofPradaxalSnOtreCOmmendedinthispopulation（seesections4・4and5・2）・ALTshould  
bemeasuredaspartofthestandardpre巾Perativeevaluation（seesection4・4）・   

什七J〟ぜご   

Thereisverylimitedclimicalexperienceinpatientswithabodyweight＜50kgor＞110kgatthe  
rmnmendedposology．Giventheavailablechicalandkineticdatanoa4justnentisnecessary（seesection  
5．2）butcloseclmicalsurveillanCeisrecommended（seesection4・4）・   

ア0∫J一助rg血Jp劇∽J∫両J力卯加〝e∬edわ∫た伽即e血   

Patientsatriskforbleedingorpatientsatriskofoverexpostm，nOtabbTPatientswithmoderaterenal  
impairment（creatinineclearZmCe30－50mUhin），Shouldbetreatedwithcaution（seesections4・4and5・1）・   

C加J（かβ〃d〃dα（わJe∫Ce乃ねご   

Thereisnoexperienceinchildrenandadolescents・  
Pradaxaisnotrecommendedfbruseinpatientsbelow18yearsduetolackofdataonsafbtyandefncacy・   

（■り〃し・り研JJ♂I？J払ヾビJJJ）r〃【ん甘（川・JJ力．」例日（山「り仇一．－   

Dosingshouldbereducedto150mgPradaxadailyinpatientswhoreceivedconcomitantlydabigatran  
etexilateandamiodarOne（SeeSeCtion4．5）．   

Switchh輌1肌t＝   
Itisrecommendedtowait24hotmafterthelastdosebefbreswitchingfromPradaxatoaparenteral  
anticoagulant（SeeSeCtion4．5）．  
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SwitchinJZ魚omt）arenteralanticoagulantstreatmenttoPradaxa：   

NodataareaVai1dble，thereforeitisnotrecommendedtostarttheadministrationofPradaxabeforethenext  
SCheduleddoseofthepamteralanticoagulantWOuldhavebeendue（seesection4．5）．   

Pradaxashouldbeswallowedasawholewithwater，withorwithoutfbod．   

4．3 ContraiJldications   

・Hypersensitivitytotheactivesubstanceortoanyoftheexcipients  
・Patientswithsevererenali皿paiment（CrCl＜30mUhin）  
・Activeclimicallysignificantbleeding  

・0喝miclesionatd並orbleding  

・SpontaneousorphamacologicalimpalmentOfhaBmOStaSis  
・Hepaticimpairmentorliverdiseaseexp∝tdtohaveanyinpactonsurvival  
●Concomit弧ttreatnentwithquinidine（seesection4．5）   

4．4 Sp∝i山wa別辞andpr∝aⅦthns勲汀Ⅵ紀   

Het）aticimpairnent：   

PatientswithelevatedliverenzymeS＞2ULNwereexcludedincontrolledclinicalbials．Thereforetheuse  
OfPradaxaisnotrecommendedinthispopulation・ALTshouldbezneasured aspartofthestandardpre－  
Operalil－eeヽ・aluation．   

Hmo血a扇cdsk：   

ClosechnicalsurveillanCeOookingforsignsofbleedingoranaemia）isreconmendedthroughoutthe  
加atnentperiod，eSpeCialIyinthefo1lowingsituatiorLSthatnayincreaBethehemo血agicrisk：disease＄  

associatedwilhaJlincreasedrjskofblecding．suchascongenilaloraJ：quiredcoaguJationdisordcrs、  

thrombocytopemiorfunctionalplateletdefects，aCtiveulcerativegastrointestinaldisease，reC6ntbiopsyor  

m如ortranma，reCeJltintracranialhaemo血ageorbrain，SPinalorophthalmicsu瑠ery，bacterialendocarditis．   

Patientswithmoderaterenalimpalrmenthaveanincreasedexpostmtodabigatran．Limiteddataisavaild）1e  
inprients＜50kgandtheeldedy（seesections4・2and5・2）・hthesesituations，PradaDiaShouldbeusedwith  

CautlOnamdacloseclinicals∬Vei11ance（lookingforsignsofbleedingoranemia）isrequiredthroughoutthe  

加a血甜tpedd（s舘S∝don4．2）．   

Whenseverebleedingsoccurtreatmentmustbediscontinuedandthesotrrceofbleedinginvestigated（see  
SeCdon4．9）．  

AgentsthatmayenhanCetheriskofhaemorrhageshouldnotbeadministeredconcomitantb，OrShouldbe  
administeredwithcantionwithPradaxa（seesection4．5）．   

Patients坤cevents：   
Therearelimitede疏cacyandsafbtydatafordabigatranavailablein塾生Patientsandthereforetheyshould  

betreatedwithcaution．   

Sl）inalanaeSthcsiahDiduralanaesthesianu皿barDunC血re：   



hpatientsundergomgm句OrOrthopaedicsurgery，ePiduralorspinalhaematomasthatmayresultinlong－  
termorpermanentparabTSiscannOtbeexcludedwiththeconctmtuseofdabigatranandspinal／epidural  
anaeStheAnorspinalpunCttm．TheriskoftheserareeVentSmaybehigherwithpostoperativeuseof  
indwellmgepiduralcathetersortheconcomitantuSeOfothermedicinalproductsaffbctinghaemostasis・   

ThereforetheuseofPradaxaisnotrecommendedinpatientsundergomganaeSthesiawithpost・OPeratlVe  
indwellmgepiduralcatheters．   

Admitrationofthe丘柑tdoseofPradaxashouldoccuramimimumoftwohoursafterthecatheteris  
renoved．ThesepatientsrequirefrequentobservationforneurologicalsignsandsymPtOmS・   

Hit】丘acl山resmerv：   

ThereisnodataontheuseofPrada㍊inpatientsundergoinghipfracturesurgery．Thereforetreatmentisnot  
recommended．   

Color弧は   

PradaxahardcapsulescontainthecolorantSunSetyellow（EllO），Which maycauseallergicreactions・   

4．5 InteractiotLwithothermedicina）productsandotherfbrmsofinteraction   

hteractionstudieshaveonlybeenperformedinadults．   

Anticoa庄山むItSandDlateletaREr印加ion8度entS二   

TLefollowingtreatmentsarenotreconnendedconcomitantlywithPradaxa‥unfractionatedheparinsand  
heparinderivatives，lowmolecularweightheparins匹MW叫，fondaparinux，desirudin，thrombo恒icagents，  
GPIIb皿Iareceptor皿tagOnists，Clopidogrel，ticlopidine，dextran，Sul丘mpyrazoneandvitaminKantagOnists・  
Itshouldbenotedthatunfractionatedheparincanbeadministeredatdosesnecessarytomaintainapatent  
cen仕dv飢OuSOr血dca血et訂（s∝SeCdons4．2and4．4）．   

lnteractionslinkedtodabiea＆aneteXilateanddabiRaBmmetabolicDrOme；   

Dabigab・aneteXilateanddabigatranarenOtmetabolisedbythecytochromeP450systemandhavenoinvitro  
e鮎ctsonhunanCytOChromeP450enzymeS．Therefore，relatedmedicinalproductinteractionsuenot  
expectedwithdd）igatran．   

NSAlDs：WhenPr血ⅨaWaSCOadministeredwithdiclofenac，theplasmaexposureofbothmedicinal  
productsremainedunChangedindicatingalackofaphamacokineticinteractionbetweendabigatraneteXilate  
anddiclofenac．However，duetotheriskofhaemorrhage，nOtabb，withNSAlDswitheliminationhalf・1ives＞  
12hotm，Closeobservationforsignsofbleedingisrecommended（seesection4・4）・   

Transtnrterinteractions：   

AmiodarOne：AmiodarOneisaninhibitoroftheefnuxtranSPOrterP－gレcoproteinanddal）igatraneteXilatea  
substrateofthistransporter．WhenPradaxawascoadministeredwithamiodarone，theextentandrateof  
absorptionofamiodamneanditsactivemetaboliteDEAwereessential1yunChanged・Thedal）igatranAUC  
andCmaxwereincreasedbyabout60％and50％respectiveb，．Themechanismoftheinteractionhasnot  
beencompletebTClarified．Inviewofthelonghalf－1iftofamiodaronethepotentialfordruginteractionmay  
existforweeksafterdiscontinuationofamiodaJDne．  
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Dosingshouldbereducedto150mgPrad轡adailyinpatientswhoreceivedconcomitantlydabigatran  
etexilateandamiod∬One（seesection4．2）．   

P－dv00p和也hin最bitors：  

CaAltionshouldbee7misedwithstrongP－glycoproteininhibitorslikeverapamil，Clarithromycin，and  
Others．TheP－gb，COPrOteininhibitorquimidineiscon血dicated（seesection4．3）．   

P－1ヽ・CO rOIcininducers：  

PotentP－gbrcoproteininducerssuchasrifhmpicinorStJolm，swort（叫画cunperforatum），mayreduce  

thesystemicexposureofdd）igatrm．Cautionisadvisedwhenco－administeringthesemedicinalproducts．   

Digoxin：Inastudyperformedwith24healthysubjects，WhenPradaxawascoadministeredwithdigoxin，nO  

ChangeSOndigoxinandnoclinicalrelevantchangeSOndd）igatranexpostmhavebeenobserved．   

G血cpH：   

Pantoprazole：WhenPradaxawascoadministeredwithpantopra2Dle，adecreaseinthedd）igatranareaunder  
theplasmaconcen止血on－tinecurveOfapproximateb，30％wasobserved．PantOPraZOleandotherproton－  

PⅥ皿Pinhibitorswen∋CO－administeredwithPradaxainclinical扇alsandnoe飽ctsonbleedingorefncacy  
wereobserv¢d．   

RBnitidine：RBniddineadministrationtogetherwithPradaxahadnoclinical1yrelevante鮎ctontheextentof  
absorplionofdabigatran．   

4．6 Pregna山野amdlacta伽n   

Pre nancヽ・：   

The陀arenOadequatedatafromtheuseofPra血Ⅸainpregnantwomen．  
Studiesinaninalshaveshownrq）rOductivetoxicib，（seesection53）．ThepotentialriskforlmEnanSis  
血own．   

Womenofchild－be訂iIlgpOtentialshouldavoidpregnancyduringtreatmentwithdabigatraneteXilate．  
PradaxashouldnotbeusedduringpregnanCyunlessclearレnecessary．   

Lactadoれ：  

TherearenOClinicaldataofthee鮎ctofdal）igatranOninfhntsdmingbreastfeeding．  
LactationshouldbediscontinuedduringtreatmentwithPradaxa．   

4．7 

Nostudiesontheef艶ctsontheabilitytodriveandusemachineshavebeenperformed．   

4．＄ U血desirablee馳ds   

AtotaloflO・084patientsweretreatedin4activelycontrolledVTEpreventiontrialswithatleastonedoseof  
themedicinalproduct．Ofthese5419weretreatedwith150mgor220mgdailyofPradaxa，While389  
receiveddoseslessthan150mgdailyandl168receiveddosesinexcessof220mgdaiIy．   

ThemostcommonレreportedadversereactionsarebleedingsoccurrlnglntOtalinapproximateレ14％of  
Patients；thefrequencyofmqiorbleeds（includingwoundsitebleedings）islessthan2％．   



Thetal）1elshowsthenumber（％）ofpatientsexperiencingbleedingeventsduringthetreatmentperiodinthe  
VTEpreventioninthetwopivotalclinicaltrials，aCCOrdingtodose・  

Tablel Bleedingeventsbrokendowntom由orandanybleedinginthepivotalhipandkneestudy・  
Dabigatranetexilate  
150 mg 220 mg 
N（％）   N（％）   N（％）   

Treated   1S66（100．0）   1g25（100．0）   1S48（100．0）   

M由orBleeding   24（1．3）   33（1．8）   27（1．5）   

Anybleeding   25＄（13．8）   251（13．S   247（13．4）   

Table2showstheadversereactionsrankedunderheadingsofSOCandfi・eq11enCyuSingthefo1lowlng  
convention：VeryCOmmOn（≧1／10）；COmmOnel／100，＜1／10）；unCOmmOn（≧1／1，000，＜1／100）；rare（≧  
1／10，000，＜1／1，000）；VeⅣr訂e（＜1／10，000）．  

soc／n℃長汀edTem．   血ete血  血iga血ⅦneteXilate  
20mg  
（％）   （％） 

26S2（100）   3108（100）  Numberofpatientstreated   2737（100） 

Blood and lymphatic system disorders 
Common   

Anaemia   110（4，0）   117（4．4）   141（4．5）  

Uncommon   

Tkombocytopenia   5（0．2）   2（0．1）  5（0．2）   

Vasculardisorders  
Common   

l Haem如Oma   38（1．4）   37（1．4）   55（1．8）   

Tr飢Imatichaematoma   37（1．4）   41（1．5）   51（1．6）   

Woundh誠mO血hage   35（1．3）   2亀 H．0）   31（1．0）  

Uncommon   

Haemo血age   5 （0．2）   1S（0て）   21（0．7）   

Respira（Oryandthoracicsystemdisorders  
Uncommon   

Epistaxis   19（0．7）   15（0．6）   13（0．4）   

Gastrointestinaldisorders  

Common   

Gastrointestinal  33（1．2）   17（0．6）   20（0．6）  

haemo血喝e  
Uncommon   

Rectdhaemo血age   12（0．4）   15（0．6）   5（0．2）   

Haemo血oidal  4（0．2）   S（0．3）   2（0．1）   

haemo汀hage  

Hepatobiliarydisorders  
Uncommon   

Alaninine aminotransferase 1S（0．7）   7（0．3）   2S 

血creぉed  

Aspartate aminotransferase 9 （0．3）   5（0．2）   15（0．5）   

hcreased  
Hepaticfunctionabnormal／  6 （0．2）   10（0．4）   7（0．2）   

LiverfunctionTest  
abnomal  

Hepaticen meincreased   4（0．2）   5（0．2）   ‖（0．4）  



BeyondthereportedALT丘nd血gsthefo1lowinglaboratorychemistrydatahadbeenmeasuredinphase3  
Studiesaspresentedintable3．   

Table3‥ALTfindingsthefo1lowinglal）OratOryChemisby  

D血iga仕肌eteXilate  

150 mg 220 mg 
N（％） N（％）   N（％）   

TotalratesofAlaninine  68（2．5）   58（2．2）   95（3．5）   

aminotranSfbraseincreased3Ⅹ  
ULN  

4．9 0verdose   



Thereisnoantidotetodabigatran．DosesofdabigatraneteXilatebeyondthoserecommended，eXPOSethe  
patienttoincreasedriskofbleeding．Intheeventofhaemorrhagiccomplications，treatmentmuStbe  
discontinuedandthesourceofbleedinglnVeStlgated．Sincedabigatranisexcretedpredominantレbythe  
renalrouteadequatediuresismustbemaintained．Theinitiationofappropnatetreatment，e．g．Surgical  
haemostasisortheb’anSfusionoffreshfh）Zenplasmashouldbeconsidered．   

Dabigatrancanbedialysed；thereisnoclinicalexperiencetodemonstratetheutilityofthisapproachin  
clinicalstudies．  

5． PfLARh4ACOLOGICALPROPERTIES   

5．1 PharmaCOdynamicproperties   

Phmimtherapeuticgroup：directthrombineinhibitors，ATCcode：BOIAEO7   

Dabigatranetexilateisasmal1moleculeprodrugWhichdoesnotexhibitanyPharma00logicalactivity．After  
Oraladninistration，dabigatranetexilateisrapidbTabsorbedandconver（edtodal）igatranbyesterase－  
Cdalysedhydrolysisinplasmaandintheliver．Dabigatranisapotent，COmPetitive，reVerSibledirect  
thrombininhibitorandisthemainactivep血頑pleinplasma．  
Sincethrombin（serineprotease）enablestheconversionof丘brinogeninto丘brinduringtheco喝山ation  
CaSCade，itsinhibitionpreventsthedevelopmentof血rombus．Dabigatranalsoinhibits鮎ethrombin，丘brin－  
boundthrombinandthrombin－inducedplateletaggregation．   

1n－VWOandex－t4voanimalstudieshavedemonstratedanti血mmbotice瓜cacyandanticoagulantaCtivib，Of  
dabigatrana氏erintravenousadministrationandofdabigatraneteXilatea氏eroraladministrationinvariollS  
ani皿dmodelsof■血相mbosis．   

Thereisacle訂COrrelationbetweenplasmadabigatranconcentrationanddegreeofanticoagulante鮎ct  
basedonphaselIstudics．   

Steadystate（a丘erday3）dabigatranPeakplasmaconcentration，meaSured2－4hotLrSaLter220mg  
dabigatraneteXilateadministration，isexpectedtobearound270ng／ml，withaneXpeCtedrangeof80－460  
ng／ml．ThedabigatrantrOughconcentration，meaSuredattheendofthedosinginterval（24hotrrsaaerthe  
last220mgdabigatrandose），isexpectedtobearound40ng血Il，withexpectedrangeOflO－90nghnl．   

E血山co血血：   

Morethan99％ofemcacyandsafetydataweregeneratedinCaAICaSianS．   

ClinicaltrialsinVenousThromboembohsmrVTE）DrOl）hYlaxisfo1lowingmajorjointret）1acementsureerv：   

In2largerandomized，Paral1elgroup，double・blind，doser印nfimatorybials，patientsundergoingelective  
m如ororthopaedicsurgery（oneforknecreplacementsurgeryandoneforhipreplacementsurgery）received  
Pradaxa75mgorllOmgwithinト4hourSOfsurgeryfo1lowedby150mgor220mgdaib，thereafter，  
haemostasishavingbeensecured，OrenOXaParin40mgonthedaypriortosurgeryanddai1ytheI℃after・  
hltheRE・MODELtrial（beereplacement）treatmentwasfor6－10daysandintheRE－NOVATEtrial（hp  
replacement）for28－35days．Totalsof2076patientsQnee）and3494Olip）weretreatedrespectiveb，・  

CompositeoftotalVTE（includingPE，PrOXimalanddistalDVT，WhatevチSymPtOmaticorasymptomatic  

detectedbyroutinevenography）andall－CauSemOrtalityconstitutedtheprlmaryendrpointfbrbothstudies・  
Compositeofm句OrVTE（includingPEandproximalDVT，WhateversymPtOmaticorasymPtOmatic   



detectedbyroutinevenography）andVTE・relatedmortalityconStitutedasecohdaryend－pOintandis  
consideredofbetterclinicalrelevanCe．  
Resultsofbothstudiesshowedthattheantithrombotice脆ctofPradaxa220mgand150mgwere  
statisdcalbTnOn－inferiortothatofenox叩arinontotalVTEandall－CauSemOrtality．Thepointestimatefor  
incidenceofM如rVTE皿dVTEr写Iatedmortalityforthe150mgdosew讐SlightbTWOrSethanenoxaparirL  
（table4）．Betterresultswereseenwiththe220mgdosewherethepointest皿ateOfM毎orVTEwasslightbT  
be触ー山肌enOX叩血（t血1e4）．’’   

Theclimicalstudieshavebeenconductedinapatientpopulationwithameanage＞65yearS・   

Therewerenodi鐙汝encesinthephase3clinicalstudiesfore瓜caqandsafeb，databetweenmenand  
WOmen．   

lmthestudiedpatientpopuldionofRE－MODELandRE－NOVATE（5539patientstreated），51％sufftred  
舟omconcomitanthypertension，9％fromconcomitantdiabetes，9％fromconcomitantcoronaryar  
diseaseand20％hadahistoryofvenousinsu瓜ciency・Noneofthesediseasesshowedaninpactonthe  
e蝕tsofdabigatr皿OnVTE」preVentionorbk！edingrates．   

Datafbrthem毎orVTEandVTE－relatedmortalityen4pointwerehomogeneouswithregardstotheprinary  
e伍cacyendpointandareshownintable4．   

DataforthetotalVTEandal1causemortalibTendpointareShownintable5．   

Datafora句udicatedm毎orbleedingendpoints訂eShownintables6below・  

Table4：Analysisofm年iorVTEandVTE－relatedinortalibTduringthetreatnentperiodindleRE・MODEL  
andtheRE－NOVÅTEorthopeadicsurgcr）・Sludics  

Tri山   Dabigatranetexilate   Dabiga仕皿ete由1ate   Enox叩血  
220mg   150mg   40mg   

RE－NOVATE（bip）   

N   909   S88   917   
hcid¢nCeS（％）   28（3．1）   3g（4．3）   36（3．9）   

Riskrati00Ver  
enoxapadn   

0．7S   1．09  

95％CI   0．4S，1．27   0．70，1．70  

RE－MODEL（b¢e）   

N   506   527   511   
hcid¢nCeS（％）   13（2．6）   20（3．g）   1S（3．5）   

Riskradoover  
enOXapann   

0，73   1．OS  

95％CI   0．36，1．47   0．58，2．01  

Td）le5：AnalysisoftotalVTEandallcausemortalityduringthetreatmentperiodintheRE－NOVATEand  
theRE－MODELorthopaedicsurgerystudies  

Trid   Dabigatrancte心1alc   Dabiga打aneteXilate   Enox叩血  
220mg   150mg   40mg   

RE－NOVATE（hip）   

N   8gO   874   S97   

Incidences（％）   53（6．0）   75（臥6）   60（6．7）   

Risk ratio over 0．9   1．2＄  
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enOXaparln  
95％CI   （0．63，1．29）   （0．93，1．7＄）  

RE－MODEL（knee）   

N   503   52（；   512   

Incidemces（％）   1S3（36．4）   213（40．5）   193（37．7）   

Riskratioover  0．97   1．07  

enoxap訂in  

95％CI   （0．82，1．13）   （0．92，1．25）  

Table6：M毎orbleedingeventsbytreatmentintheindividualRE－MODELandtheRE－NOVATEstudies  

Trid   Dal）igatraneteXilate   D血iga仕皿ete元1如e   Enox叩血  
220mg   150mg   40mg   

RE－NOVATE（bip）   

Treated patients N 1146   1163   1154   

NumberorMBEN（％）   23（2．0）   15（1．3）   18（1，8）   

RE－MODEL（bee）   

Treated patients N 679   703   694   

NumberofMBEN（％）   10（1．5   9（1．3）   9（1．3）   

5．2 phmaco肋edcprope河i朗   

Alteroraladmi抽ion，dal）igatraneteXilateisrapidレamdcompleteb，COnVertedtodal）igatran，Whichisthe  
activeforminplasma．Thecleavageoftheprodrugdabigatranetexilatebyesterase－Cdalysedhydrolysisto  
theactiveprincipledd）igatr孤isthepredominantmetabolicreaction・TheabsolutebioavailabilibTOf  
dabigatranfollowingoraladninistrationofPradaxawasapproximately6．5％．  
ALteroraladminis仕adonofPradaDWinhealthyvolunteerS，thepharmamkineticpromeofdal）igatran  
plasnaischaraCterizedbyarapidincreaseinplasmaconcentrationswithCmaxattainedwithinO・5and2・O  
hotmpostadministration．   

AbsorDdon：   

Astudyevaluatingpost－OPerativeabsorptionofdd）igatranetexilate，1－3hoursfo1lowingsurgery，  
demonstratedrelativebrslowal）SOrPtioncomparedwiththatinhealthyvolunteerS，Showingasmoothplasma  
COnCentration－tiTePrOfilewithouthighpeakplasTaCOnCen旭ions・Peakplasmaconcentrationsarereached  
at6hotusfo1lowlngadministrationinapostoperatlVeperiodduetocon扇butingfhctorssuchasaneSthesia，  
gastrointestinalparesis，andsurgicale触tsindependentoftheoralmedicinalproductformulation・Itwas  
demonstratedinafurtherstudythatslowanddelayedabsorptionisusuallyonlypresentonthedayof  
surgery．Onsubsequentdaysal）SOrPtlOnOfdabigatranisr叩idwithpeakplasmaconcentrationsattained2  
hotmafkrmedicinalproductad皿inistration．  
FooddoesnotafftctthebioavailabilityofdabigatraneteXilatebutdel町Sthetimetopeakplasma  
∽nC孤灯ationsby2houm．   

Disbibution：   

Low（34－35％）concentrationindependentbindingofdabigatrantOhumanplasmaproteinswasobserved・  
ThevolunFOfdistributionofdabigtranOf60－70LexceededthevolumeOftotalbodywaterindicating  
moderatetlSSuedistributionofdabigatran．  
Cmaxandtheareaundertheplasmaconcentration－timectlrVeWeredoseproportional．Plasmaconcentrations  
Ofdabig血mshowedabiexppn餌ialdechnewithame禦terminalhalf11ifbof12－14hoursinhealthy  
volunteersand14－17hourslnpatientsundergolngmqOrOrthopaedicsurgery．ThehalfLliftwas  
independentofdose．  
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MctaboJismandctimi11alion：   

Metabolisnandexcretionofdd）igatranwere 
． 

el血hぬdp正m坤h血e空㌍（85％）・Fa∝d耽∽dm狐CO皿耐蝕6％of加地ddose・  
RBCOVeryOfthetotalradioactlvibTrangedfrom88－94％oftheadministereddoseby168hotmpostdose．  
DabigatranissubiecttocoQiugationformingplma00logical1yactiveacy短1ucuronides．Fourpositional  
isomers，l－0，2－0，3－0，4－0－aCylgluctmmideexist，eaChaccountSfbrlessthan10％oftotaldabigatranin  
plasma・Tracesofothermetaboliteswemonlydet6Ctal）lewithhighbTSenSitiveanalyticalmethods．  
Dabigatraniseliminatedprimari1yintheunChangedformintheurine，atarateOfapproximatelylOOmJJmiJI  
COrreSPOndingtotheglonerularfi1trationrate．   

St】eCialt）ODulations二   

月e机ガ加∫〟鮎e乃CVご  

Thee叩OStⅣ¢（AUC）ofdabigatraJlaLbrtheoraladninistrationofPradaxaisapproximateb，2．7foldhigher  

invohmtccrswithmoderaterenalinsufficiency（CrCLbetween30－50nlhin）thaninthosew血outrenal  
insu爪cien町．   

InasmallnunberofvolunteerSwithseverermalinsufficiency（CrCLlO－30mi血血），thcexpostxre（AUC）  

todabigabLanWaSaPPrOXimately6tineshigherandthehal＆1ifbapproxindeb，2tineslongertham  

Observedinapopul血onwithoutrenalinsuLriciency（seesections4．2，4．3and4．4）．   

gんお′ル仇才〟例′∫ご  

Specificphamacokineticstudieswithelderb，S叫ectsshowedanincreaseof40to60％intheAUCandof  
morethan25％inCmaxconparedtoyoqsubiects．Population－basedphamacokineticstudieshave  
evaluatedthephamacokinedcsofdahigatranafterrepeateddosesinpatients（upto88yeam）．Theobserved  
increaseofdal）igatranexposurecorrelatedwiththeage－relatedreductionincreatihineclearanCe（seesections  

4．±皿d4．4）．   

加cf〃甜析dビ〝CV．・  

Nochangeindal）igatraneXPOStmWaSSeenin12subjectswithmoderatehepaticinshinciency（ChildPugh  
B）mp訂edb12con廿01s（s粥S∝也0鮎4．2and4．4）．   

β0（ルweメg如ご  

Populationphamacokineticstudieshaveevaluatedtheplmacokineticsofdabigatraninpatientsof48to  
120kgbodyweight・Bodyweighthadaminore脆ctontheplasmaclearanceofdal）igatranresultingin  
higherexposureinpatientswithlowbodyweight（seesection4，2and4．4）．   

Ge乃（おrご  

Activesubstanceexpostminfemalepatientsisabout40％to50％higherthaninmalepatientsandnodose  
a4justmentisrecommended．   

肋fcoわg加，・  

Thepharmacokineticsofdabig血mwasinvestigatedinCaucasianandJapaneSeVOlunteerSafbrsingleand  
multipledoses・Etlmicorigindoesnot鵡ctthephamacokineticsofdabigatraninaclinical1yrelevant  
manner．Nophamacokineticdatainblackpatientsareavailable．   

♪／J〟r椚仇・（止〃紀／化・川！些L・J＝〃．ヾ．・  

hlV血ointeractionstudiesdidnotshowanyinhibitionorinductionofthepru1CipalisoenzymeSOf  
CytOChromeP450・ThishasbeenconfirnedbyinvivostudieswithhealthyvolunteerS，Whodidnotshowany  
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interactionbetweenthistreatmentandthefollowingactivesubstanCeS：atOrVaStatin（CYP3A4），digoxin（P－  
gb，COPrOteintransporterinteraction）anddiclofbnac（CYP2C9）．  
DabigatranexposureinhealthysubjectswasincreaLSedby60％inthepresenceofamiodarOne．   

5．3 Prec止皿icalsa托曙data   

Non－Clinicaldatarevealnospecialhazaq・dforhumanSbasedonconventionalstudiesofsafetypharmacology，  
repeateddosetoxicityandgenotoxicity．  

EfEbctsobservedintherepeat－dosetoxicitystudieswereduetotheexaggeratedphamacodynamicef艶ctof  
dabig血ram  

Ane飴ctonfbmalefertilitvwasobservedintheformOfadecreaseinimplantationsandanincreaseinpre－  
implBLntationlossat70mgn’g（5－fo1dtheplasmaexpoヲurelevelinpatients）・Atdosesthatweretoxictothe  

mothers（5tolO・fo1dtheplasmaexposurelevelinpatlentS），adecreaseinfoetalbodyweightandvial）ility  
alongwithanincreaseinfbetalvariationswereobservedinratsandrabbits．Inthepre－andpost－natalstudy，  
anincreaseinfoetalmortalitywasobservedatdosesthatweretoxictothedams（adosecorTeSpOndingtoa  
Plasmaexposureleve14－foldhigherthanObservedinpatients）．  

Carcinogenicib，Studieshavenotyetbeencompletedwithdabigatran．  

6． PHAR仙CEtJTICALPARTICULARS   

6．1 u如Ore工Cipients   

Caps山e別1  

● T血cacid  

● Acacia   

・ 坤叩mmeuOSe  

● Di皿dicone350  

● Tdc   
● Hydroxypropylcellulose   

CaロSulesheu   

● C訂ー喝∝n皿  

● PotassiumChloride  

● Titaniu皿Dioxide   

・h山goCmine（E132）   

● Su那dYeuow（EllO）   

・Hyprome1lose   

・W細£rpu出航ed   

Blackl）血t血色ink  

● S血euac   

・N－Buけ1山cohol   

・Ⅰ∽prOⅣ桐山血01   

IndustriaY methylated spiritit 
● bnoxideblack（E172）  

● Pw浦edl＼・ater   

Propylene glycolol 
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后．2 hcoInpatib損嶺郎   

Notapplicable．   

占j Shdfli鮎   

型垂事er狐db（渦1e：2ye∬S   

Oncethebodeisopened，theproductmustbeusedwithin30days   

6．4 Sped山preはⅦ鵬ons伽rs仙rage   

Blis隠   

Storeintheoriginalpackageinordertoprotectfrommoisture   

B（出k：   

Storeintheoriginalpackageinordertoprotect駐ommoisture．Keepthebo血etightb，Closed・   

6．5 N＆tureJLndcoJ）tentSOfcontaiJler   

Cartonscontainingl，3，Or6bhsters扇ps（10Ⅹl，30Ⅹ1，Or60Ⅹ1hardcapsules）incoatedaluminium  
perfbratedunitdoseblisters．Thealumimiumunitdoseblisteriscoatedwithpobvinylchloridevinylacetate  
COPObTmerSaCrylate（PVACAC）andpolyvinylchlorid（PVC））・  

てつ  
Po♭pmⅣ1enebo山ew地ascrewcapcon血nhg60b∬dcaps山田・   

Notdlpackskesm町km如ketd．   

6．6 Sped81preはⅦ銭ons伽rdkpos如ando仙αbandlhg   

WhentaldLgpradaxacapsulesoutoftheblisteTPaCk，thefollowinginstruCtionsshouldbefollowed：  

・Thehardcapsulesshouldbetakenoutoftheblistercardbypeehngoffthebackingfbil・   
・Thehardcapsulesshouldnotbepushedthroughtheblisterfo   
・Theblisterfoilshouldonb，bepeeledo往whenahardcapsuleisrequired・   

Whentakingahardcq）Suleoutofthebottle，Pleaseobservethefo1lowingmstruCtions：  

・meC叩Op印封吋p血gmdt血g二   

Anyunusedproductorwastemamialshouldbedisposedofinaccordancewithlocalrequirements・  

7． MARKETINGAUTEORISATIONHOLDER   

BoehringerIngelheimInternatiomlGmbH  
D－552161ngelheimamRhein  
Ge叩  

8． MARKETINGAUTIIORISATIONNUMBER（S）  
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9． DATEOFFIRSTAtTTHORISATIONrRENEWALOFTHEAtJTHORISATION   

〈DDmonthYYYY）  

10． DATEOFREVISIONOFmTEXT   

（MMmY）   

Detai1edinformationonthismedicinalproductisavailableonthewebsiteoftheEwopeanMedicines  
Agm町作MEA）h恍p：〟m．eme孔e∬Om．e止  
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1． NAMEOFTⅡEMEDICINALPRODtJCT   

PradaxallOmghardcapsules  

2． QUALITATⅣEANDQtJANTITATIVECOMPOSITION   

EachhardcapsulecontainsllOmgofdabigatranetexilate（asmesilate）  
Excipients：Eachhardcapsulecontains3microgramssunSetyellow（EllO）   

Forafu111istofexcIPlentS，SeeSeCtion6．1．  

3． r性ARMACEmICALFORM   

Hardcapsule   

lmp血tedcapsuleswith1ightblue，OpaqueCapamdcreむn－COlotmd，OPaquebodyofsizel丘11edwith  
yellowishpellets．ThecapISinprintedwiththeBoehringerlmgeheimcompanySymbol，thebodywith  
‘‘RllO’’．  

4． CLmCALPARTICtJLARS   

4．1 T血e川pⅢ触h鵬也tions   

PrimarypreventionofvenousthromboemboliceventsinadultpatientswhohaNeundergoneelectivetotalhip  
replacementsurgeryortotalkneereplBLCementSurgery，   

4．2 Posologyandmd血odoIadmi扇如ー鵬ion   

PreventionofVenousnromboenbolismrVTE）int）atientsfo1lowingelectivekneereDlacementstrrgerv：   

ThereconmendeddoseofP如ais220皿gOnCeddytakenas2capsulesofllOmg．Treatmentshouldbe  
imitiatedorallywithinl－4hoursofcompletedsurgerywithasinglecapsuleandcontinuingwith2capsules  
mαdaiレ血血ー払ratotdoflOd町S．   

PreventionofVenousThromboembolismrVTE）int）atientsfollowingelectivehiDreDlacements岨   

TherecomnendeddoseofPradamis220mgoncedaibtakenas2capsulesof110mg．Treatmentshouldbe  
initiatedoralb，withinlT4hotusofcompletedsurgerywithasinglecapsuleandcontinuingwith2capsules  
OnCedaiレthere血rforatotalof28－35days．   

Forbothsurgeries，ifhaemostasisisnotsecured，imitiationoftreatmentshouldbedelayed．Iftreatmentisnot  
Startedonthedayofsurgerythentreatmentshouldbeinitiatedwith2c叩Sulesoncedaily．   

S ccia】alicn10 ulalions：  

Re乃αJ血p血r椚e乃ーご   

TreatmentwithPradaxainpatientswithsevererenalimpairment（creatinineclearanCe＜30ml／min）is  
COn血dk如d（聞eS∝血on4．3）．  
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Inpatientswithmoderaterenalimpairment（creatinineclearance30－50ml血Iin），thereislimitedclinical  
experience．Thesepatientsshouldbetreatedwithcaution・Therecommendeddoseis150mgtakenonce  
dai1yas2capsulesof75mg（seesection4・4and5・1）・   

Afterkneereplacementsurgerytreatmentshouldbeinitiatedorallywithinl－4ho∬SOfcompletedsurgery  
withasinglecapsuleandcontinuingwith2capsulesoncedai1ythenafterforatotaloflOdays．   

ALterhipreplacementsurgery打eatmentshouldbeinitiatedorallywithinl－4hotmofcompletedsurgery  
withasinglecapsuleandcontinuingwith2capsulesoncedailytherea氏erforatotalof28－35days・   

／：んん′／l・．・   

Inelderb，Patients（＞75years）thereislimitedclinicalexperience．Thesepatientsshouldbetreatedwith  
caution．Therecommendeddoseis150mgtakenoncedaiレas2capsulesof75mg（seesection4．4and5・1）・   

A氏erkneereplacementsurgerytreatmentshouldbeinitiatedoralbwithinl－4hoursofcompletedsurgery  
withasinglecapsuleandcontinuingwith2capsulesoncedailythereafterforatotalof10days・   

A氏erhipreplamentsurgerytreatnentshouldbeinitiatedorallywithin1－4hotLrSOfcompletedsurgery  
withasinglecapsuleandcontinuingwith2capsulesoncedaib，thereafterforatotalof2鱒－35days・   

ガepα〟cf椚p（お〃〃e乃J了  

Patientswithelevatedlivere讐ⅦeS＞2upperlimitofnormalⅣLN）wereexcludedinclinical血1s・  
ThereforetheuseofPradaxalSnOtreCOmmendedinthispopulation（seesections4．4and5．2）．ALTshould  
bemeasuredaspartofthestandardpre－Operativeevaluation（seesection4・4）・   

肌・J也／．・   

Thereisverylimitedclinicalexperienceinpatientswithabodyweight＜50kgor＞110kgatthe  
recommendedposology．Giventheavailal）1echicalandkineticdatanoa4iustmentisnecessary（seesection  
5．2）butcloseclinicalsurvei11anCeisrecommended（seesection4・4）・   

ア0∫ト川畑CαJp〟〟帥J∫W油脚i那γe∬edわ∫ゑ加地ed〃gご   

Patientsatriskforbleedingorpatientsatriskofoverexpostrre，nOtablypatientswithmoderaterenal  
impairment（creatinineclearanCe30－50mumin），Shouldbetreatedwithcaution（seesections4・4and5・1）・   

（乃fんかe乃αld〟（わJe∫Ce〃ね．・   

Thereisnoexpenenceinchildrenandadolescents・  
Pradaxaisnotrecommendedforuseinpatientsbelow18yearSduetolackofdataonsafetyandefncacy・   

（’りJ打ハ／〃〟〟／7J丑ヾぐりJ与（J（kl川・〃／J．4〝…J（奥げりJ汀．・   

Dosingshouldbereducedto150mgPradaxadaib，inpatientswhoreceivedconcomitantlydabigatran  
etexilateandamiodarOne（seesection4．5）．   

Swit止血叫l舶蚊   

Itisrecommendedtowait24hoursafterthelastdosebeforeswitchingfromPradaxatoaparenteral  
∬血co喝山肌t（s∝SeCtion4．5）．  
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