
Switchin色付omt）arenteralanticoa廷ⅥlantStreatmenttOPradaxa：   

Nodataa陀aVai1able，thereforeitisnotrecommendedtostarttheadministrationofPradaxabeforethenext  
SCheduleddoseoftheparenteralanticoagulantwouldhavebeendtIe（seesection4．5）．   

Pradaxashouldbeswallowedasawholewithwater，withorwithoutfood．   

4．3 Contr血dications   

・fbrpers6nsitivitytotheactivesubstanCeOrtOanyOftheexcipients  
・Patientswithsevererenalimpairment（CrCl＜30ml／min）  
・Activeclmicalbrsignificantbleeding  
・0喝血iclesbnat山並ofbledi喝  
●SpontaneOuSOrPhamacologicalimpalrnentOfhaemost  
●Hepaticinpairnentorliverdiseaseexpectedtohaveanyimpactonsurvival  
●ConcomitanttTeatnentwithquinidine（seesection4．5）   

4．4 Sped山w乱川山野amdpreはⅦ鵬omshrⅥ眉e   

Hep如icimt）aiment：   

PatientswithelevatedliverenzymeS＞2ULNwe托eXCludedincontrolledclmicaltrials．ThereforethetlSe  
OfPradaxaisnotrecommendedinthispopulation．ALTshouldbemeasured aspartOfthestandardpre－  
Ope用心veevd血ion．   

Hmo血agicrisk：   

Closec血icalsurveiIlanC6（lookingfbrsignsofbleedingoranaemia）isreconmended血mughoutthe  
treatmentperiod，eSPeCi叫inthefo1lowingsituationsthatmayincreasethehemordugicrisk：diseases  
associatedwithanincreasedriskofbleeding，SuChascongemitaloracquiredcoaguladondisorders，  
thrombocytopemiaorfunctionalplateletdefects，aCtiveulcerativegastrointestinaldisease，reCentbiopsyor  
mQiortrauma，reCentintruranialhamorrhageorbrain，SPinalorophthalmicsurgery，bacterialendocarditis・   

Patientswithmoderaterenalimpalmenthaveanincreasedexpostmtodal）igabTan．Limiteddataisavailable  
inprients＜50kgandtheeldedy（seesections4・2and5・2）・Inthesesituations，Pradaxashouldbeusedwith  

Ca血10nandacloseclinicalsuⅣeillanceOookingforsignsofbleedingoranemia）isrequireddn）ughoutthe  
仕ea血mtpe止血（s∝S∝tion4．2）．   

Whenseverebleedingsoccurtreatmentmustbediscontinuedandthesourceofbleedinginvestigated（see  
S∝tion4．9）．  

AgentsthatmayenhanFetheriskofhaBmOrrhageshouldnotbeadmimiteredconcomitwdyorshouldbe  
administeredwithcautlOnwithPradaxa（seesection4．5）．   

Patientsathi血su陀icalmortalitvriskandwithin打insicriskfactorsforthromboembolicevents：   

Therearelimitede瓜cacyandsafbtydatafordabigatranaVailal）lein睡patientsandthereforetheyshould  
betreated≠・ithcaulion．   

SDinalanaeSthesiahDiduralanaeSthesianumbarDunCture：  
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Inpatientsundergomgm卑IOrOrthopaedicsurgery，epiduralorspinalhaematomasthatmayresultinlong－  
termOrpermanentParalysiscannOtbeexcludedwiththeconcurrentuseofdabigatranandspinal／epidural  
anaeSthesiaorspinalpunCture．Theriskoftheserareeventsmaybehigherwithpostoperativeuseof  
indwellingepiduralcathetersortheconcomitantuseofothermedicinalproducts曲ctinghaemostasis．   

Th訂eforetheuseofPradaxaisnotrecommendedinpatientsundergolnganaeSthesiawithpost－OPeratlVe  
indwellingepiduralcatheters．   

AdmimistrationofthefirstdoseofPradaxashouldoccuramini皿unOftwohoursafterthecatheteris  
removed・ThesepatientsrequirefrequentobservationforneurologicalsignsandsymPtOmS．   

Hip丘actⅧ帽SWEerV：   

ThereisnodataontheuseofPradaxainpatientsundergomghipfracturesurgery．Thereforetreatmentisnot  
recommended．  

Colomnts：  

PradaxahardcapsulescontainthecolorantSunSetyellow（EllO），Which maycauseallergicreactions．   

4．5 InteractionwithothermedicinalproductsaLndotherhrmsofinteraction   

Interactionstudieshaveonlybeenperformedinadults．   

AnticoamlantsandDlateletaEmgationaRentS：   

ThefollowingtreatmentsarenOtreCOmnendedconcomitantlywithPradaxa：un丘actionatedheparinsand  
heparinderivatives，lowmolecularWeightheparinsq．MWH），fondaparinux，desirudin，thrombolyticagents，  
GPIIMIIareceptorantagonists，Clopidogrel，ticlopidine，dextran，SulfinpyrazoneandvitaminKantagOnists．  
Itshouldbenotedthatunftactionatedheparincanbeadmimisteredatdosesnecessarytomaintainapatent  
Centralvenousorarterialcatheter（seesections4．2and4．4）．   

InteractionslinkedtodabiEEatraneteXilateanddabiEEatranmetabolicロrO丘Ie：   

Dd）igatraneteXil如eanddabigab7marenOtmetabohsedbythecytochromeP450systemandhavenoinvitro  
effbctsonhunanCytOChromeP450enzymes．Therefore，relatedmedicinalproductinteractionsarenot  
expectdwi血d血ig血m．   

NSAIDs：WhenPradaxawascoadministeredwithdiclofenac，theplasmaexposureOfbothmedicinal  
productsremainedunChangedindicatingalackofapharnacokineticinteractionbetwecndabigatraneteXilate  
anddiclofenac．However，duetotheriskofhaemorrhage，nOtabb，withNSAIDswitheliminationhalfllives＞  
12hourS，Closeobservationforsignsofbleedingisrecommended（secsection4．4）．   

Trmorterinteractions：   

Amiodarone二AmiodarOneisaninhibitoroftheemuxtranSpOrterP－glycoproteinanddabigatraneteXilatea  
SubstrateofthistranSpOrter．WhenPradaxawascoadministeredwithamiodarOne，theextentandrateof  
al）SOrPtionofamiodarOneanditsactivemetaboliteDEAwereessentialけunChanged．ThedabigatranAUC  
andCmaxwereincreasedbyabout60％and50％，reSPeCtively．Themechanismoftheinteractionhasnot  

beencompletebrclari負ed．Inviewofthelonghalf－1iftofamiodaronethepotentialfordruginteractionmay  
existforweeksafterdiscontinuationofamiodarOne 
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Dosingshouldbereducedto150mgPradaxadailyinpatientswhoreceivedconcomitantlydabigatran  
etexilateandamiodarone（seesection4．2）．   

P一致lヽ・CODrOteininhibitors：  

CautionshouldbeexercisedwithstrongP－glycoproteininhibitorslikeverapamiLclarithromycin，and  

Others．TheP－glycoproteininhibitorquinidineiscontraindicated（seesectlOn4．3）・   

P－1ヽ・CO rOleininduccrs：  

PotentP－gb，COprOteininducerssuchasrifhmpicinorStJolm’swort（叫pedcunPerforahm），mayreduce  
thesystemicexposureofdabigatran．Cautionisadvisedwhenco－administeringthesemedicinalproducts・   

Digoxin：Inastudyperformedwith24healthysubiects，WhenPradaxawascoadministeredwithdigoxin，nO  
Ch叫geSOndigoxinandnoclinicalrelevantChangeSOndd）igatraneXPOStmhavebeenobserved．   

G舶扇cp丑   

PantOpraZOle：WhenPradaxawascoadmimisteredwithpamtopramle，adecreaseinthedabiga山malmunder  
theplasmaconcen灯油on－tinecurveOfpximateb，30％wasobserved．PantOPraZOlea皿dotherprot  
Pu皿pinhibitorswcreco－administeredwithPradaxainclinical扇alsandnoe餓∋CtSOnbleedingore瓜cacy  
wereobservd．   

RBnitidine：RanitidineadministrationtogetherwithPradaDnhadnoclinicallyrelevante蝕ctontheextentof  
血冊画onofd濾廃油ⅦL   

4．‘ pregn乱nqramdlacねt軸心   

加m（Ⅳ：   

Th訂earenOadequatedata丘omtheuseofPradaxainpregnantWOmen．  
Studiesinanimalshaveshownr印rOductivetoxicibT（seesection5．3）．Thepotentialriskforlmmansis  
u几bolVn．   

Womenofchild－bearingpotentialshouldavoidpregnanCyduringtreatnentwithdabigatraneteXil  
Pradaxashouldnotbeusedduringpregnancyun1essclear1ynecessary．   

L鉱tation：   

TherearenoclinicaldataoftheeffbctofdabigatranOninfhtsduringbreastfteding．  
LactationshouldbediscontinuedduringtreatmentwithPradaxa．   

4．7 E批dso皿abili曙tod血eandⅥ眉emaC鮎mes   

Nostudiesonthe曲ctsontheabilitytodriveandusemachineshavebeenperformed．   

4．さ U皿desirablee蝕ds   

Atotalof10．084patientsweretreatedin4activebTCOntrOlledVTEpreventiontrialswithatleastonedoseof  
themedicinalproduct・Ofthese5419weretreatedwith150mgpr220mgdailyofPradaxa，While389  

receiveddoseslessthzm150mgdailyandl168receiveddoseslneXCeSSOf220mgdaibT．   

Themostcommonレreportedadversereactions訂ebleedingsoccurringintotalinapproximateけ14％of  
patients；the舟equencyofm由orbleeds（includingwoundsitebleedings）islessthan2％．  
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Thetablelshowsthenumber（％）ofpatientsexperiencingbleedingeventsduringthetreatmentperiodinthe  
VTEpreventioninthetwopivotalclinicaltrials，aCCOrdingtodose・  

Tal）1el Bleedingeventsbrokendowntom由orandanybleedinginthepivotalhipandkneestudy．  
Dabigatranetexilate  
150 mg 220 mg 
N（％）   N（％）   N（％）   

Treated   1866（100．0）   1825（100．0）   1S48（100．0）   

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

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

Table2showstheadversereactionsrankedunderheadingsofSOCand丘equencyusingthefo1lowmg  
convention：VeryCOmmOn（≧1／10）；COmmOn（≧l／100，＜l／10）；unCOmmOn（≧1／l，000，＜1／100）；raree  
l／10，000，＜1／1，000）；VeⅣr訂e（＜1／10，000）．  

FSOC／PreferredTem．  Dabig血弧ete衰1ate  
150 mg 20mg  
（％）   （％）   

（％）   

Numberofpatientstreated   2737（100）   2682（100）   3108（100）   

Blood and lymphatic system disorders 
Common   

A皿aemia   110（4．0）  117（4．4）  141（4．5）  

Uncommon   
Thrombocytopenia   5（仇2）  2（0．1）  5（0．2）   

Vasculardisorders  
Common   

Haenatoma   38（1．4）   37（1．4）   55（1．8） 

Trauma血chaematoma   37（1．4）   41（1．5）   51（1．6）   

Woundhaemorhhage   35（1．3）   28（1．0）   31（1．0）  

Uncommon   

Haemo血喝e   5 （0．2）   18（0．7）   21（0．7）   

RespiratoIy and thoracic system disorders 
Uncommon  

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

Gastrointestinaidisorders  

Common   

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

haemo血age  
Uncommon   

Rectdh紙皿O血age   12（0．4）   15（0．6）   5 （0．2）   

Haemo血oidd  4（0．2）   8（0．3）   2（0．1）   

haemo血喝e  

Hepatobiliarydisorders  
Uncommon   

Alan血heanljnO什訂IS砧rase  18（0．7）   7（0．3）   28（0．9）   

incI℃鮎ed  

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

incre鮎ed  

Hepatichnctionabnormal／  6（0．2）   10（0．4）   7（0．2）   

LiverfunctionTest  
abnomal  
Hepatic enzyme increased 4 （0．2）   5 （0．2）   11（0．4）   
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BeyondthereportedALT且ndingsthefo1lowingld）OratOryChemistrydatahadbeenmeasuredinphase3  
Studiesaspresentedintable3．   

Table3：ALT丘ndingsthefo1lowinghboratorychemisby  

DabigatraneteXilate  
150 mg 220 mg 
N（％）   N（％）   N（％）   

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

aminotransftraseincreased3Ⅹ  

ULN  

4．タ OYerdose  
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Thereisnoantidotetodabigatran・Dosesofdal）igatraneteXilatebeyondthoserecommended，eXPOSethe  
Patienttoincreasedriskofbleeding．Intheeventofhaemorhagiccomplications，treatmentmuStbe  
discontinuedandthesourceofbleedinglnVeStlgated．Sincedal）igatranisexcretedpredominantbTbythe  
renalrouteadequatediuresismllStbemaintained．Theinitiationofappropnatetreatment，e．g．Surgical  
haemostasisorthetransfusionoffreshfrozenplasmashouldbeconsidered．   

Dal）igatranCanbedialysed；thereisnoclinicalexperiencetodemonstratetheutilityofthisapproachin  

cl血ic山studies．  

5． PHARMACOLOGICALPROPERTIES   

5．1 Pharmacodynamicproperties   

Phamacotherapeuticgroup：directthrombineinhibitors，ATCcode：BOIAEO7   

Dabigab’aneteXilateisasmal1moleculeprodrugWhichdoesnotexhibitanyphamacologicalactivity．A鮎r  
Oraladninistration，dal）igab・aneteXilateisr叩idb，absofbedandconvertedtodabigatranbyesterase－  
Cdalysedhydroレsisinplasmaandintheliver．Dabigatranisapotent，COmpetitive，reVerSibledirect  
thrombininhibitorandisthemainactiveprmCipleinplasna．  
Sincethrombin（se血eprotease）enal）1estheconversionoffibrinogenintofibrinduringthecoagulation  
CaSCade，itsinhibitionpreventsthedevelopmentofthrombus．Dabigatranalsoinhibits鮎ethrombin，fibrin－  
boundthrombinandthrombin－inducedplateletaggregation．   

h2－VTVOandex－Vh）0animalstudieshav6demonstratedantithrombotice疏cacyandanticoagulantaCtivityof  
dabigatranafterintraNenOuSadmimistrationandofdabigatraneteXilateaReroraladministrationinvariotw  
animdmodelsof血mmbosk．   

ThereisaclearCOrrelationbetweenplasmadabigatranCOnCentrationanddegreeofanticoagulante批ct  
basedonphascTTstudies．   

Steadystate（a氏erday3）dabigatranPeakplasmaconcentration，meaSured2－4hoursafter220mg  
dabigatraneteXilateadministration，isexpectedtobearound270ng／mi，withaneXpeCtedrangeOf80－460  
ng血1．ThedabigatrantrOughconcentr如ion，meaSuredattheendofthedosinginteTVal（24howsafterthe  
last220mgdal）igatrandose），isexpectedtobeamund40ng血l，withexpectedrangeOflO－90ng／ml．   

Etlmicori巳in：   

Morethan99％ofefncacyandsa丘tydataweregeneratedinCaucasianS．   

ClinicaltrialsinVenousThromboembolismrVTE）1）rODhvlaxisfollowin巳maiorjointret）lacementsurEerv：   

In2largerandomized，Parallelgroup，double－blind，doseLTCOnfirmatOrytrials，patientsundergoingelective  
m如ororthopaedicsurgery（oneforkneereplacementsurgeryandonefbrhipreplacementsurgery）received  
Pradaxa75mgorllOmgwithinl－4hoursofsurgeryfollowedby150mgor220mgdai1ythereafter，  
haemostasishavingbeensecured，OrenOXaParin40mgonthedaypriortosurgeryanddailythereafter．  
IntheRE－MODELtrial（b旭erePlacement）treatmentwasfor6－10daysandintheRE－NOVATEtrial（最p  

replacement）for28－35days．Totalsof2076patients（hee）and3494（hp）weretreatedrespectiveb，．   

CompositeoftotalVTE（includingPE，prOXimalanddistalDVT，WhateversymptOmaticorasymPtOmatic  
detectedbyroutinevenography）andal1－CauSemOrtalityconstitutedtheprimaryend－pOintfbrbothstudies．  
Compositeofm毎orVTE（includingPEandproxj皿alDVT，WhateversymptomaticorasymPtOmatic  
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detectedbyroutinevenogr叩hy）andVTE－relatedmortalib，COnStitutedasecondaryend－POintandis  
consideredofbetterclimicalrelevance．  
Resultsofbothstudiesshowedthattheantithrombotice丘bctofPradaxa220mgand150mgwere  
Statistical1ynon－inferiortothatofenox叩arinontotalVTEandall－CauSemOrtality．Thepointestimatefor  
incidenceofMqiorVTE皿dVTErelatedmortalityforthe150mgdosew警Slightbworsethanenoxaparin  
（table4）・Betterresultswereseenwiththe220mgdosewherethepointestlmateOfM年iorVTEwassligh叫  
be枕erthanenox叩adn（t血1e4）．－■   

TheclimicalstudieshaNebecnconductedinapatientpopulationwithameanage＞65years．   

Therewerenodiぽbrencesinthephase3clinicalstudiesfore瓜cacyandsafetydatabetweenmenand 
WOmen．   

hthestudiedpatientpopulationofRE－MODELandRE－NOVATE（5539patientsケeated），51％s曲ed  

缶omconcomitanthypertension，9％fromconcomitantdiabetes，9％fromconcomltantCOrOnaryartery  
diseaLSeand20％hadahistoryofvenousinsuLricimcy．Noneofthesediseasesshowedanimpactonthe  
e蝕ctsofdabigatranonVTE－preVentionorbleedingrates．   

Dataforthem由orVTEandVTEィelatedmortalibrendpointwel℃homogeneouswithregardstotheprimaJy  
e瓜cacyendpointandareshownintable4．   

DataforthetotalVTEandal1causemortalibTendpoint訂eShownintable5．   

Datafbra鴫udicatedm由orbleedingendpoints訂eShownintables6below．   

Table4：Analysisofm毎orVTEandVTE－relatedmortalib，duringthetreatmentperiodintheRE－MODEL  
andtheRE－NOVATEorthopeadicsurgerystudies  

Trial Dabigatranetexilate   Dabiga仕皿e鹿追1ate   Enox叩訂in  
220mg   150mg   40mg   

RE－NOVATE（hip）   

N   909   S8S   917   
Incid¢nCeS（％）   2g（3．1）   38（4．3）   36（3．9）   

Riskradoover  
enOXaPann   

0．7＄   1．09  

95％CI   0．48，1．27   0．70，1．70  
RE－MODEL（bee）   
N   506   527   511   

Incidemces（％）   13（2．6）   20（3．8）   18（3．5）   

Riskrati00Ver  
enOXap孔nn   

0．73   1．08  

95％CI   0．36，1．47   0．58，2．01  

Td）le5‥ AnalysisoftotalVTEandal1causemortalityduringthetreatmentperiodintheRE－NOVATEand  
血eRエーMODELor也opaedicsu瑠eⅣStu血es  

Trial   DabigatraneteXilate   DabigatraneteXilate   Enox叩∬iIl  
220mg   150mg   40mg   

RモーNOVATE（hp）   

N   880   874   897 

Incidemces（％）   53（6．0）   75（臥6）   60（6，7）   

Risk ratio over 0．9   1．28  
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enox叩訂in  

95％CI   （0．63，1．29）   （0．93，1．7S）  

RE－MODEL（bee）   

N   503   526   512   

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

Riskr如ioover  0．97   1．07  
enOXaPm  
95％CI   （0．82，1．13）   （0．92，1．25）  

Table6：M由orbleedingeventsbytreatmentintheindividualRE－MODELandtheRE－NOVATEstudies  

Trid   DabigatraneteXilate   Dabigatranetexilate   Enoxap血  
220mg   150mg   40mg   

RE－NOVATEOlip）   

Treated patients N 1146   11（i3   1154   
NumberorMBEN（％）   23（2．0）   15（1．3）   1S（1．8）   

RE－MODEL（bee）   

Treatedpa暮ientsN   679   703   694   

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

5．ユ ーhma00血edcprope血   

AAeroraladninistration，dabigatrametexilateisrapid吋andcompletelyconvertedtodabigatran，Whichisthe  
activeformやPlasma・ThecleavageoftheprodrugdabigatraneteXilatebyesterase－Catalysedhydrolysisto  

theactiveprlnCipledabigatrani＄thepredominantmetabolicreaction．Theabsolutebioavailabilityof  
dabigatranfo1lowingoraladministrationofPradaJnWaSaPPrOXimately6．5％．  
Afteroraladmimi旭丘onofPradaxainhealthyvolunteerS，thepharmacokineticpromeofdal）igatranin  
PlaspaischaraCterizedbyarapidincreaseinplasmaconcentrationswithCmaxanainedwithin0．5and2．O  
howspostadministration．   

AbsorDdon：   

Astudyevaluatingpost－OPerahveabsorptionofdabigatraneteXilate，1－3hoursfollowingsurgery，  
demonstratedrelativelyslowabsorptioncomparedwiththatinhealthyvolunteerS，ShowingSmOOthplasma  
COnCentration－tiTePrOfilewithouthighpeakplasnaconcen旭ions・PeakplasmaconcentrahonsarereaChed  

at6howsfo1lowlngadministrationinapostoperativeperiodduetoconbibutingfactorssuchasaneSthesia，  
gastrointestinalparesis，andsurgicalef艶ctsindependentoftheoralmedicinalproductformulation．Itwas  
demonstratedinafurtherstudythatslowanddelayedabsorptionisusual1yonlypresentonthedayof  
Surgery．OnsubsequentdaysabsorptlOnOfdal）igatranisrapidwithpeakplasmaconcentrationsattained2  
hoursa氏ermedicinalproductadninistration．  
Fooddoesnota8もctthebioavailabilityofdabigatraneteXilatebutdelaysthetimetopeakplasma  
COnCenb■如ioれSby2hou柑．   

Dis扇b血：   

Low（34－35％）concentrationindependentbindingofdabigatrantOhumanplasmaproteinswasobserved．  
ThevolumFOfdis扇butionofdabigtranOf60－70Lexceededthevolumeoftotalbodywaterindicating  
moderatetlSSuedistributionofdal）igatram  
Cmaxandtheareaundertheplasmaconcentration－timecu∫VeWeredoseproportional．Plasmaconcentrations  
Ofdabigatramshowedabiexponentialdeclinewithameanterminalhalf－1ifbof12－14hoursinhealthy  
VOlunteersand14－17hoursinpatientsundergolngmqOrOrthopaedicsurgery．Thehalf・1iftwas  
independentofdose．  
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M叫on：   
Metabolismandexcretiohofdal）igatranwerestudiedfo1lowingasingleintravenousdoseofradiolabeled  
dabigatraninhealthymaie＄叫ects．A氏er弧in鵬venousdose，thedabigatranJerivedradioactivib，WaS  
ehminatedpriJnarib，intheur9e（85％）・Faecalexcretionaccountedfor6％oftheadministereddose・  

RBCOVeryOfthetotalradioactlvibTrangedfrom88－94％oftheadministereddoseby168hourspostdose．  
DabigatrmissubjecttocoQjugationformingpham拡0logical吋activeacylglucuronides．FotlrPOSitional  
isomers，1－0，2－0，3－0，4J）－aCy垣1ucuronideexist，eaChamtlntSforlessthanlO％oftotaldabigabTanin  
plasma．Tracesofothermetaboliteswereonb，detectablewithhighb，S孤由tiveandyticalmethods．  
Dabigatraniseliminatedprinari1yintheunChangedfornintheurine，atarateOfapproxinateb，100mlノmin  
COrreSpOndingtotheglomerular丘1tradonrate．   

Specialmm止血ions：   

月β乃αJ加∫〟解de〝rV．・  

Theexposure（AUC）ofdabigatranaftertheoraladminisb・ationofPra山ⅨaisapproxinatebT2．7fo1dhigher  
involmteer＄withmoderaterenalinsufficiency（CrCLbetween30－50ml血in）thaninthosewithoutrenal  
血s山迫den町，   

hasmal1numberofvoludecrswithsev耶renalinsufficiency（CrCLlO－30mlhnin），theexpostm（AUC）  

todabigatranwasapproximately6timeshigherandthehalflli氏approximate吋2tinesIongerthanthat  
Observedinapopulationwithoutrenalinsufnciency（seesections4．2，4．3and4．4）．   

皿おrル別府血ご  

Sp6cificphamacokineticstudieswithelderb，Subiectsshowedanincreaseof40to60％intheAUCandof  
morethan25％inCnaxcomparedtoyo叩gSubiects．Population－basedphmacokheticstudieshave  
evaluatedthephama∽kineticsofdabigatranafterrepeateddosesinpatients（upto88yearS）．Theobserved  
increaseordabigatranexposurecoTTClalcdヽl仙thcage一代］alcdreduclionincreatininecIcimnCe（SeeSCClions  
4．2amd4．4）．   

ガepd直ぐi肌鰐cブβ〝の／ご  

NochangeindabigatranexposureW㌍Seenin12subiectswithmoderatehepaticinsufnciency（ChddPugh  
B）00mp訂db12con仕Ok（s錯S∝hons4．2皿d4．4）．   

βod／肌鹿伽．・  

Populationphamacokineticstudieshaveevaluatedthephamacokineticsofdabig加ー弧inpatientsof48to  
120kgbodyweight・Bodyweighthadaminor肋tontheplasmaclearanCeOfdd）igatranresulting  
higherexposureinpatientswithlowbodyweight（seesection4．2and4．4）．   

Ge乃（おr  

Activesubstanceexpostminfemalepatientsisabout40％to50％higherthaninmalepatientsandnodose  
a句Ⅵ釦m蝕tisre00mended．   

且励血＝椚知れ  

Thephmacokineticsofdd）igatranWaSinvestigatedinCaAICaSianandJapaneSe†OlunteerSaftersingleand  

multipledoses・Ethmicorigindoesnotafrbctthephamacokineticsofdal）igatranlnaClinic叫relevant  

manner，Nopharmacokineticdatainblackpatientsareavai1al）1e．   

タカα〃乃α〟劇〝β〟cブ励′〟dわ〃∫．・  

lnvitrointeractionstudiesdidnotshowanyinhibitionorinductionoftheprlnCipalisoenzymeSOf  
CytOChromeP450・ThishasbeenconfirmedbyinvivostudieswithhealthyvolunteerS，Whodidnotshowany  
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interactionbetweenthistreatmentandthefo1lowingactivesubstanCeS：atOrvaStatin（CYP3A4），digoxin（P－  
g桓coproteintranSpOrterinteraction）anddiclofhac（CYP2C9）・  

Dabigatranexposureinhealthysubjectswasincreasedby60％inthepresenceofamiodarOne．   

5．3 Preclitlicalsafbtydata   

Non－ClmicaldatarevealnospecialhazardforlmmanSbasedonconventionalstudiesofsafbtyphamacology，  
repeateddosetoxicityandgenotoxicity．  

E脆ctsobservedintherepeat－dosetoxicitystudieswereduetotheexaggeratedpharmaCOdynamice蝕ctof  
dabigatran．  

Aneffbctonftmalefertilitywasobservedintheformofadecreaseinimplantationsandanincreaseinpre－  
implantationlossat70mgA’g（5－fo1dtheplasmaexpoヲurelevelinpatients）・Atdosesthatweretoxictothe  

mothers（5tolO－foldtheplasmae竺p？SurelevelinpatlentS），adecreaseinfoetalbodyweightandviability  
alongwithanincreaseinfbetalv訂IatlOnSWereObservedinratsandral）bits．Inthepre－andpost－natalstudy，  
anincreaseinfoetalmortalitywasobservedatdosesthatweretoxictothedams（adosecorrespondingtoa  
plasmaexposureleve14－fo1dhigherthanObservedinpatients）．  

CarCinogenicib，Studieshavenotyetbeencompletedwithdal）igatran．  

6． PⅡAR仙CEtJTICALPAmCULARS   

6．1 Li如0†伍dpients   

C叩Sde丘u  

● T血cacid  

● Acacia   
・Hypromeuos¢  

● Dimedcon6350  

● Tdc   
・町血）ⅩyprOpylceu山ose   

Capsulesbell   
・C∬r喝eenan  

● PotassiumChloride  
● TitaniumDioxide   
・hd短oCamhe（E132）   

● Su耶dYeuow（EllO）   

・町promellose   

・W如訂pu宜kd   

Blackl）血tin致ink  

● Sheuac   
・N－Bu吋1dcohol   

●Isopropylalcohol   
Industrial methylated spiritit 
●Imnoxidebla正作172）  

（  

● Medw加er   

・hop）▼1enegbr∽1  
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6．2 Imcompatibih瓜田   

Notapplicable．   

‘J Shdfli托   

Blister弧dbo止k：2ye訂S   

Oncethebottleisopened，theproductmustbeusedwithin30days   

6．4 Sp∝i山p椚aⅦdo皿Shrstor払酢   

Blister   

Storeintheoriginalpackageinordertoprotectfrommoisture   

Bo恍k   

Storeintheoriginalpackageinordertoprotect丘ommoisture．Keepthebo血etigh叫closed・   

6．5 NattJreaJ）dcoDtelltSOfcoJ）taiJ）er   

Cartonscontainingl，3，Or6blisterstrips（10Ⅹl，30Ⅹ1，Or60Ⅹ1hardcapsules）incoatedaluninium  
perforatedunitdoseblisters．Thealuminiumunitdoseblisteriscoatedwithpobvinylchloridevinyla鐸tate  
copobTnerSaCrylateげVACAC）andpolyvinylchlorid（PVC））・   

Pobrpropylenebottlewithascrewcap∝，ntaihing60hardcapsule＄・   

Notallpacks迂esm町bm訂keted，   

6．6 SpeciaIprecautionsfbrdisposalandotherhandlhg   

WhentakingPradaxacapsulesovtoftheblisterpack，thefollowinginstruCtion＄Shouldbefollowed‥  

●Thehardc叩Sulesshouldbetakenoutoftheblistercardbypeelingoffthebackingfoil・   
・Thehardcapsulesshouldnotbepushedthroughtheblisterfoil・   
・Theblisterfoilshouldonb，bepeeledo往whenahardcapsuleisrequired・   

Whentakingahardcapsuleoutofthebottle，Pleaseobservethefo1lowinglnStruCtions：  

・Thecapopensbypushingandturning．   

AnyunuSedproductorwastemamialshouldbedisposedofinaccordanCewithlocalrequirements・  

7． MARKETINGAUTt［ORISATIONHOLDER   

BoehringerIngeheimInternationalGmbH  
D－55216IngelheimamRhein  
Ge叩  

8． MARKETINGAUTHORISATIONNtJMBER（S）  
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9． DATEOFFIRSTAUTHORISATION／RENEWALOFTHEAUTⅡORISATION   

‡DDmonthYYYY）  

10． DATEOFREVISIONOFTTIETEXT   

‡MMm‡   

Detailedinformationonthismedicinalproductisavai1ableonthewebsiteoftheEuropeanMcdicines  
Agency鱒MEA）h仕p：伽w．emea．eurot）a．eu／．  
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ANNEXII   

MANtJFACTtJRINGAtJmORISATIONIIOLDER  
RESPONSIBLEFORBATCHRELEASE   

CONDITIONSOFTⅡEMARKETINGAtJTHORISATION  

A．  

B．  
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A． MANWACTUIuNGAUTIIORISATIONIIOLDERRESPONSIBLEFORBATCHRELEASE   

Nameandaddressofthemanufac血rerresロOnSibleforbatchrelease   

BoehringerIngelheimPhamaGmbH＆Co．KG  
BingerStrasse173  
D－55216hgelheimamRhein  
Gmany  

B． CONDITIONSOFTHEMARKETINGAUTHORISATION   

●  CONDITIONSORRESTRICTIONSREGARDINGStJPPLYANDUSEIWOSEDONTHE  
h4ARKETINGAtJTf［OR［SATIONIIOLDER   

MedicinalproductsubiecttomedicalprescnptlOn   

●  CONDITIONSORRESTRICTIONSWITIIREGARDTOTHESAFEAND  
EFFECTIVEUSEOFTⅡEMEDICINALPRODUCT   

Notapplicable   

●  OTIIERCONDITIONS   

タカαr椚αCOV砂Jα乃Ceり岱Je椚  

TheMAHmustensurethatthesystemofpharmacovigilaulCe，aSdescribedinversion4．Odated30July2007  
presentedinModulel．8．l．oftheMarketingAuth0risationApplication，isinplaceandfunctionlngbefore  
andwhilsttheproductisonthemarket．   

月f∫ゑ肋聯椚g〃JPJα〃  

TheMAHcommitstoperformmgthestudiesandadditionalpharmacovigilanCeaCtivitiesdetailedinthe  
Phamacovigi1anCePlan，aS喝reedinversionOldatedllJanuary20070ftheRiskManagementPlan  

（MP）presentedinModulel．8．2．oftheMarke血gAuth0risationApplicationandanySubsequentupdates  
OftheRMPagreedbytheCHMP．   

AspertheCHMPGuidelineonRiskManagementSystemsformedicinalproductsforhumanuSe，the  
updatedRMPshouldbesubmittedatthesametimeasthenextPeriodicSa丘tyUpdateReport（PSUR）．   

Inaddition，anuPdatedRMPshouldbesubmitted   
●WhennewinformationisreceivedthatmayimpactonthecurrentSafbtySpecification，  

PhamacovigilancePlanorriskmimimisationactivities   
・Within60daysofanimportant（pharmaCOVigi1anCeOrriskminimisation）milestonebeingreached   

・AttherequestoftheEMEA  
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ANNEXⅡI   

LABELLINGANDPACKAGELEAFLET  
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A．払方ELLING  
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PARTICtJLARSTOAPPEARONTHEOtJTERPACXAGING   

FOLDINGBOXFOR8LISTERhr75mg  

1． NAMEOFTIIEMEDICINALPRODtJCT  

had狐a75mgh訂dc叩馳1es  
Dabigatran etexilate 

2． STATEMENTOFACrIVEStJBSTANCE（S）  

Eachh訂dcapsulecontains75mgdabigatraneteXilate（asmesilate）  

3． uSTOFEXCIrIEⅣTS  

CodainssunSetyellow（EllO）（SeeleafletfbrfLutheri血rmation）  

4． PHARMACEtJTICALFORMANDCONTENTS  

5． METHODANDROIJTE（S）OFADMINISTRATION  

Oral use 
Donotd旭W  
ReadlhcpackagcIcanctbcfbrcuse  

6． SIIECIALWARNINGTHATTIIEMEDICINALPRODtJCTMtJSTBESTOREDOUTOF  
TⅡEREACHANDSIGIITOFCⅡILDREN  

Keepoutofthereach皿dsightofchildren  

7． OTHERSPECIALWARNING（S），IFNECESSARY  

8． EXPIRYDATE  

EXPMMYYYY  

9． SPECIALSTORAGECONDITIONS  

Storeintheonginalpackageinordertoprotect駐ommoisture  

10． SPECIALPRECAUTIONSFORDISPOSALOFUNUSEDMEDICINALPRODUCrSOR  
WASTEMATERIALSDERIVEDFROMSUCHMEDICINALPROI）tJCTS，IFAPPROPRIATE  
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AnytmusedproductorwastematerialshouldbedisposedofinaccordancewithlocalrequlrementS  

11． NAMEANDADDRESSOFTIIEMARKETINGAUTHORISATIONIIOLDER  

BoehringerIngemeimhternationalGmbH  
BingerStr．173  
D－55216IngelheimamRhein  
Gem弧y  

12． MARKETINGAUTHORISATIONNVMBER（S）  

EU／0／00／000／000  

13． BATCHNUMBER  

14． GENERALCLASSIFICATIONFORStJPPLY  

MedicinalproductsubjecttomedicalprescnptlOn  

15． mSTRVCTIONSONtJSE  

1‘．INFORMATIONIn‖臥RAILLE  

汁如批a75mg  

35   




