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FULLPRESCRIBINGINFORMATION  

l  INDICATIONSANDUSAGE  

LexiscanTM（regadenoson）iI函ctionisapharmaCOlogicstressagentindicatedforradionuclide  
I町OCardialperfusionim喝ing（MPI）inpatientsunabletoundergoadequateexercisestress・   

2  DOSAGEANDADMmISTRATION  

TherecommendedintravenousdoseofLexiscanis5mL（0．4mgregadenoson）  

・AdministerLexiscanaSaraPid（approximateli，10seconds）iI函Ctionintoaperipheral   

Veinuslnga22ga喝eOrlargercadleterOrneedle．  

・Administera5mLsalineflushimmediatelya魚ertheirgectionofLexiscan．  

● Admimistertheradionuclide叫rOCardialperfusionimagmgagentlO－20secondsa氏erthe   
Salineflush．Theradionuclidemaybeirtjecteddirectlyintothesamecatheteras  
Lexisc孤l．  

NOTE：Parenteraldn唱PrOductsshouldbeinspectedvisual1yforparticulatematterand  
discolorationpnortoadmimistradon，Wheneversoludonandcontainerpemit．Donot  
admimisterLexiscanifitcontainsparticulatematterorisdiscolored．   

3  DOSAGEFORMSANDSTRENGTHS  

● Single－useVial：htiectionsolutioncontainingregadenosonO．4mg／5mL（0．08mg／mL）．  

・Single－uSePre－filledsyringe二IqjectionsolutioncontainingregadenosonO．4mg／5mL   
（0．08m釘InL）．   

4  CONTRAINDICATIONS  

DonotadmimisterLexiscantopatientswith：  

・SeCOndor伽rddegreeAVblock，Or   
・SinusnOdedysfhction   

un1essthesepatientshavea餌rlCtioningartificialpacemaker［see抒brningsandPrecautions  

（5．2）】．   

5  WARNINGSANDPRECAUTIONS  

5．1 Myocardi山Isdlemia  

Fatalcardiacarrest，1ifethreatenlngVentricularaWhythmias，andI町OCardialinhrctionmay  
resultfromtheischemiainducedb，Phamacologicstressag飢tS．Cardiacresuscitation  
equlPmentandtrainedstaffshouldbeavai1al）1ebeforeadministeringLexiscan．lfseri0us  
reactionstoLexiscanoccur，COnsidertheuseofaminophylline，anadenosineantagonist，tO  
ShortenthedurationofincreasedcoronarybloodflowinducedbyLexiscan［seeO膵rdbsage  

（10）】．  
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5．2  SinoatriaIBLndAtrioventricularNodaIBlock  

AdenosinereceptoragonistsincludingLexiscanCandepresstheSAandAVnodesandmay  
CauSenrSt－，SeCOnd－Orthird－degreeAVblock，OrSinusbradycardia．lnclinicaltrialsfirst  
degreeAVblock（pRprolongation＞220msec）developedin3％ofpatientswithin2hourS  
OfLexiscanadministration；tranSientseconddegreeAVblockwithonedroppedbeatwas  
ObservedinonepatientreceivingLexiscan．AllepisodesofAVblockwereasyInPtOmatic  
anddidnotrequlreintervemion．   

5．3 Hyp（I細山扇on  

AdenosinereceptoragomistsincludingLexiscaninducearterialvasodilationandhypotension．  

Decreasedsystolicbloodpressure（＞35mmHg）wasobservedin7％ofpatientsand  
decr？aSeddiastolicbloodpresspre（＞25mmHg）wasobservedin4％ofpatientswithin  
45rmnofLexiscanadminlstratlOn．neriskofseri0ushypotensionmaybehigherinpatients  
Withautonomicdysfunction，hypovolemia，1e負maincoronaryarteryStenOSis，StenOtic  
Valvularheartdisease，pericarditisorpericardialefRJSions，OrStenOdccarotidarterydisease  
Withcerebrovascularinsufncienq．   

5．4  丑romchoconstrid加皿  

AdenosinereceptoragonistsmaycausebronchoconstrictionandresplratOryCOmPrOmise．  

Forpati飢tSwithkn0wnOrSuSPeCtedbronchoconstrictivedisease，ChromicobstruCtive  
Pulmonarydisease（COPD）orasdlma，aPprOPriatebronchodilatortherapyandresuscitative  
measureSShouldbeavaihblepriortoLexiscanadmimistration［seeOver（わsage（10）and  
Pα〟e乃JCo〟那e肋g坤r〝7αわわ乃（17．3）】．   

Theincidenceofbronchoconstriction（FEVlreducdon＞15％frombaseline）wasassessedin  
twoclinicalstudies・Inarandomized，COntrOlledstudyof49patientswithmoderatetosevere  

COPD，therateofbronchoconstrictionwas12％and6％，fbrtheLexiscanandplacebo  
groups，reSpeCtively．Inarandomized，COntrOlledstudyof48patientswithmi1dtomoderate  
asthmaⅥ九ohadpreviouslybeenshowntohavebronchoconstrictivereacdonstoadenosine  
monophosphate，therateofbronchoconstrictionwasthesame（4％）forboththeLexiscanand  
Placebogroups．Inbothstudies，dyspneawasreportedasanadversereactionintheLexiscan  

group（61％fbrpatientswithCOPD；34％fbrpatientswithasthma）whilenosubiectsinthe  
Placebogroupexperienceddyspnea．   

6  ADVERSE REACTIONS 

BecauseclinicaltrialsareconductedunderwidelyvarylngCOnditions，adversereactionrates  
ObservedintheclinicaltrialsofadrugCannOtbedirectlycomparedtoratesintheclinlcal  
trialsofanotherdrugandmaynotrenecttheratesobservedinpractice．   

Duringclinicaldevelopment，1，651subjectswereexposedtoLexiscan，withmostreceivlng  

O．4mgasarapid（≦10seconds）intravenousiI毎ection．Mostofthesesubjectsreceived  
Lexiscanjntwoclinicalstudiesthatenrolledpatientswhohadnohistoryofbronchospastic  
lungdiseaseaswellasnohistoryofacardiacconductionblockofgreaterthannrstdegree  
AVblock，，eXCePtforpatientswithfunctionlngarti頁cialpacemakers．Inthesestudies  
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Table 2 

RhythmorConductionAbtLOrmalitieskinStudiesIBLnd2  

Lほis亡an   Adenoscan  

N／Neval胴ble（％）   Ⅳ／Nevalu乱ble（％）   

RhythmorconductionabnomlalitiesT   332／1275（26％）   192／645（30％）   

Mly也mabnomali也es   260／1275（20％）   131／645（20％）   

PACs   86ハ274（7％）   57／645（9％）   

PVCs   179／1274（14％）   79／645（12％）   

1StdegreeAVblock（PRproIongation  34／1209（3％）   43／618（7％）   

＞220msec）  

2mddegreeA，Vblock   1／1209（0．1％）   9／618（l％）   

AVconductionabnormalitleS（0血erthan  1／1209（0．1％）   0／618（0％）   

AVblocks）  

Venけicularconductionabnormalities   64／1152（6％）   31／5別（5％）   

■12－leadECGswererecordedbefbreandfortq）tO2hrsafterdosing  

†includesrhydmal）nOrmalities（P4Cs，PVCs，atrialfibri11ation／nutter，Wanderingatrialpacemaker，   

SuPraVenbicularorvenbiculaqarrhy也Inia）orconductionabnormalitleS，includingAVblock  

7  DRUG INTERACTIONS 

NofomiphamacokineticdruginteractionstudieshavebeenconductedwithLexiscan．   

7．1 EffbctsofOtherDrugSOnLexiscan  

・Methylxanthines（e．g．，Ca脆ineandtheophy11ine）arenon－SPeCincadenosinereceptor   
antagOnistsandmayinterfbrewiththevasodilationactivityofLexiscan［seeClinical   
Pharmacol咽ノ（12．2）andPatientCounseling坤rmatlOn（17．1）］．Patientsshouldavoid   
COnSumptlOnOfanyprOductscontainlngmethylxanthinesaswellasanydrugSCOntainlng   
theophyllineforatleast12hoursbeforeLexiscanadministration．Aminophyllinemaybe   
usedtoattenuatesevereorpersistentadversereactionstoLexiscan［seeOverd）Sage   

（10）】．  

●Inclinicalstudies，Lexiscanwasadmimisteredtopati飢tStakingothercardioactivedrugS  

（i．e．，β一blockers，CalciumChannelblockers，ACEinhibitors，nitrates，Cardiacglycosides，   

andangiotensinreceptorblockers）withoutreportedadversereactionsorapparentefrヒcts   

Onefficaqy，  

・Dipyridam01emaychangetheef托ctsofLexiscan．Whenpossible，withhold   

dipyridam01eforatleasttwodayspnortoLexiscanadministration．  
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7．2 Em光tOrLexiscanonO仙erI）rugs  

LexiscanisnotknowntoinhibitthemetabolismofsubstratesforCYPIA2，CYP2C8，  
CYP2C9，CYP2C19，CYP2D6，OrCYP3A4inhmanlivermicrosomes，indicahgthatitis  
un1ikelytoalterthephamacokineticsofdrugSmetabolizedbythesecytodhromeP450  
e呵meS・  

S  t）SEINSPECIFICPOPULATIONS  

＄．1 Ⅰ，叩乱mqr  

PregnancyCategoryC：  
Therearenoadequatewell－COntrOlledstudieswithLexiscaninpregnantWOmen．Lexiscan  
ShouldbeusedduringpregnanCyOnlyifthepotentialbene丘ttothepadentJuStinesthe  

POtendalrisktothefetus．   

ReproductivestudiesinratsshowedthatregadenosondoseslOand20timesthem批imum  
recomrrmdedhumandose（MRHD）basedonbodysur払cearea，CauSedreducedfbtalbody  
Weightsandsigni丘cantossificationdelaysinfbre－andhindlimbphalangesandmetatarsals；  
however，matemaltoxicibTalsooccurredatthesedoses．Skeletalvahadonswereincreased  

inal1trea（edgroups．Inrabbits，therewerenoteratogenicelrbctsinof粘pringatregadenoson  

doses4timestheMRfD，althoughsignsofmatemaltoxicityoccurredatthisdose．At  
regadmosondosesequivalentto12and20timestheMRm，matemaltoxicityoccumd  

alongwithincreasedembzyo－fbtal1ossandfbtalmalformations．1tisnotclearw鮎血er  
malformationsthatoccurredatmatemal1ytoxicdosesofregadenosoninbothanimalspecies  

Wereduetofbtaldruge蝕ctsoronlytothematernaltoxice飴cts．   

Becauseanimalsreceivedrepeateddosesofregadcnoson，theirexposurewassigni負candy  

higherthanthatachievedwiththestandardsingledoseadnmisteredtohumns【seeAnimal  
rb扇coわ紗′α乃d劫αr〝‡αCOわ紗（13．2）】．   

＄．3 Nu円ingMo仙ers  

Itisnotkn0wnWhetherLexiscanisexcretedinhumanmi1k．BecausemanydrugSare  

excretedinhmanmi1kandbecauseofthepotemialforseriousadversereactions録om  
Lexiscaninnurslngin血1tS，thedecisiontointerruPtnurSinga鮎radmimistrationofLexiscan  
OrnOttOadministerLexiscan，ShouldtakeintoaccoumttheimportanCeOfthedrugtOthe  

mother．BasedonthepharmacokineticsofLexiscan，itshouldbeclearedlOhoursa且er  
administradon．Therefore，nurSlngWOmenmayCOnSiderinterruptlngnurSingforlOhours  
afteradministration．  

乱4  PediatdcUse  
Safbtyandeffbctivenessinpediatricpatients（＜18yearSOfage）havenotbeenestablished．   

乳5  GedatIjcUse  

Ofthel，337patientsreceivlngLexiscaninStudiesland2，56％were65yearsofageand  

OVerand24％were75yearsofageandover．Olderpatients（≧75yeaTSOfage）hadasimi1ar   
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adverseeventpronle？OmParedtoyoungerpatients（＜65yearsofage），buthadahigher  

incidenceofhypotenslOn（2％vs．＜1％）．   

10  0VもRDOSAGE  
LexiscanOVerdosagemayresultinseriousreactions［ゞee陥rningsandPrecautions（5）］．In  

astu＊ofhe血血yvolunteerS，SymPtOmSOfflushing，dizzinessandincreasedheartratewere  

assessedasintolerableatLexiscandosesgrea（erthanO．02mg此g．   

Amot）hv11inetoReverseE脆cts  
Amophyllinem野beadministeredindosesrangingfbm50mgto250mgbyslow  
intravenousi両ect10n（50mgto100mgover30JOseconds）toattenuatesevereand／or  
PerSistentadversereacticnstoLexiscan．   

11  DESCR∫PTION  ・  

RegadenosonisanA2Aadenosinereceptoragomistthatisacoronaryvasodilator【seeClinical  
Pharmacol咽′（12．1）］．Regadenosonischemicallydescribedasadenosine，2－［4－  

［（methylamino）carbonyl】－1月ーPyraZOl－1サ1】－，mOnOhydrate．ItsstruCturalformulais：  

ThemolecularformulaforregadenosonisC15H18N805・H20anditsmolecularWeightis  
408．37．   

Lexiscanisasterile，nOnpyrOgenicsolutionforintravenousllt）eCtion．Thesolutionisclear  

andcolodess・EachlmLinthe5－mLvialorpre－fi11edsynngecontainsO．084mgof  

regadenosonmonohydrate，COrreSPOndingtoO．08mgregadenosononananhydrousbasis，  

10・9mgdibasicsodiumphosphatedihydrateor8．7mgdibasicsodiumphosphateanhydrous，  

5・4mgmonobasicsodiumphosphatemonohydrate，150mgpropyleneglycol，1mgedetate  

disodiumdihydrate，andWaterfbrIqiection，withpHbetween6．3and7．7．   

12  CLINICALPHARMACOLOGY  

12．1 MechanismorAc鵬on  

Regadenosonisalowafnnityagonist（K＝13pM）fbrtheA2Aadenosinereceptor，withat  

leastlO－fo1dlowerafnnltyfortheAladenosinereceptor（Ki＞16．5pM），andweak，ifany，  

afnnityfbrtheA2BZndA3adenosinereceptors．ActivationoftheA2Aadenosinereceptorby  

regadenosonproducescoronaryvasodilationandincreasescoronarybloodflow（CBF）．   
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uユ ーhmacodynami郎  
・Corona巧′以00dFlow  

LexiscancausesarapidincreaseinCBFwhichissustainedforashortduration．Inp  
undergoingcoronarycatheterization，Pulsed－WaVeDopplerultrasonographywasusedto  
meastuetheaveragepeakvelocity（APV）ofcoronarybloodflowbeforeandupto  
30minutesafteradTninistrationofregad飢OSOn（0．4n％irrtravmous吋）．MeanAPV  

increasedtogreatertharrtwicebaselmeby30secondsanddecreasedtolessthantwicethe  
baselinelevelwithinlOminutes［seeClinicalPharmacology（12．3）］．   

Myocardialuptakeoftheradiopharmwe血icalisproportionaltoCBF．BecauseLexiscan  
increasesbloodflowinnormalcoronaryarterieswithlittleornoincreaseinstenoticarteries，  
Lexiscancausesrelativelylessuptakeoftheradiophamuticalinvascularterritories  
ヲuPPliedbystenoticarmies・MPIintensib，aAerLexiscanadmimistrationisthereforegreater  

lnareaSPerbedbynormalrelativetostenosedarttries．   

E飴ctofAm血obhvlline  

血nophylline（100mg，administeredbyslowivirjectionover60seconds）irtiected  

lminuteaRerO．4mgLexiscBLninsubjectsundergolngCardiaccatheteri加ion，WaSShowntO  

Shortenthedur如ionofthecoronarybloodflowresponsetoLexiscanasmeasuredbypulsed－  
WaVeDopplerultrasonography［seeOverdbsqge（10）］．   

E餓畑Ⅷ日通晩i鱒  

Aplacebowtro11edclinicalstudyassessedthee飴ctsoforalc曲ine（200mg）onthe  
regadenoson－inducedincreaseincoronaryflowreserve（CFR）usingpositronemission  

tomographyげET）withradiolabeledwater．Healthys叫ectstookcaffbine200mgorallyor  
Placeboapproximale吋2hotJrSPriortoLexiscanadministration．FollowingLexiscan  
administration，themedianCFRincaffbinatedsd句ectswas92％oftheCFRinnon－  
CafrtinatedsubiecIs卜e・e［）nJgI，7（er‘7（1L（，nS（7．1）andJbtLt，nL（bzL17∫e［t17gル！hrmutL（，17（17．HJ．   

● HemodymicE飴cts  

Inclimicalstudies，them勾0rityofpahentshadanincreaseinheartrateandadecreasein  

bloodpressurewithip45minutesafteradministra也onofLexiscan．Maximumhemodynamic  

Changesa氏erLexiscanorAdenoscaninStudiesland2a陀Sum7uuizedinTable3．  
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Table 3 

HemodynamicE恥c触hS仙diesland2  
VitalSignPammeter   Lexiscan   Adenosc8n  

Ⅳ＝1，337   Ⅳ＝占78   

Heart Rate 

＞100bpm   22％   13％   

increase＞40bpm   5％   3％   

SystohcBlo∝l什essure   

＜90mHg   2％   3％  

decrease＞35mmHg  7％  8％  

DiastohcBloodPressure   

＜50mmHg  2％  4％   

decrease＞25mmHg   4％   5％   

・RespiratoryEBbcts  

TheA2BandA3adenosinereceptorshavebeeniq）1icatedinthepahophysiologyof  
bronchoconstrictioninsusCePtibleindividuals（i．e．，aSthmatics）．Ininvitrostudies，  
regadenosonhasnotbeenshowntohaveappreciablebindingafnmityfortheA2BandA3  

adenosinereceptors．   

uj Phmacokne偵cs  
InhealthyvolunteerS，theregadenosonplasmaconc印tration－timeprofi1eismulti－  
exponemialinnatureandbestchaTaCterizedby3－COmPartmentmOdel．Themaximalplasma  

COnCentrationofregadenosonisachievedwithin1to4minutesafterlqeCtionofLexiscan  
andparallelstheonsetofthephamodymicresponse．TYlehalfllifbofthisimitialphaseis  
approximately2to4mindes．Anintermediatephasefbllows，withahalf・lifbonaverageof  

30minutescoincidingwithlossofthephamacodymice飴ct・Thetem血alphasecnSists  
Ofadeclineinplasmaconcentrationwithahalfllifeofapproximately2hours［seeClintcal  
Pharmacology（12．2）］．WthinthedoserangeOfO．3－20pgrkginhealthysu旬ects，ClearanCe，  

terminalhalf－1ifborvolumeOfdistributiondonotappeardependentuponthedose．   

Apopulationpharmacokineticanalysisincludingdatafromsubjectsandpatients  
demonstratedthatregadenosonclearancedecreasesinparal1elwithareducdonincreatinine  
ClearanCeandclearanCeincreaseswithincreasedbodyweight．Age，gender，andracehave  
minlmalefrbctsonthepharmacokineticsofregadenoson．   

SDeCialPot）ulations  

Renalb｝DT”redPatients：Thedisposltionofregadenosonwasstudiedin18su  
†ariopsdegreesofrenal鮎nctionandin6healthysubiects・Withincreasingrenal  

1mpalrment，舟ommi1d（CLcr50to＜80mL／min）tomoderate（CLcr30to＜50niL／min）to  
SeVererenalimpairment（CLcr＜30mL／min），the丘■aCtionofregadenosonexcreted   
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un血皿gedinurineandtherenalclearancedecreased，reSul血ginincreasedelimination  

halfllivesandAUCvaluescomparedtoheal叫subjects（CLcr≧80mL／min）．However，the  
mimumobservedplasmaconcentratimsaswellasvolumeSOfdistributionesdmateswere  
Sindaramsthegroups．T鮎plasmaconcentration一也mepro別eswerenotsignincantly  

alteredintheeadystagesafterdosingwhenmostphamncologiceBbctsareObserved．No  
dosea句ustmentisneededinpatientswithrenalinvairment．   

PatientswithBuSkzgeRenalDisease：Thepharmacokineticsofregadenosoninpatientson  
diaJysishasnolbeenassessed．   

御Calb）坤red拗enls：Theinfluenceofhepaticimpairmmtonthe  
Pharmacokineticsofregadenosonhasnotbeenevaluated．Becausegreaterthan55％ofthe  

doseisexcretedintheurine 
． 

PhuTaCOlogicefEbctsareobserved，nOdosea4iustmentisneededinpadentswithhepatic  
lmpmt   

Geriatric加ents：Basedonapopul血onpharrrncokineticanalysis，agehasaminor  

in幻uenceonthe匝Okineticsofregadenoson．Nodosea句Ⅶ；仕ne山isneededinelderly  

p融i飢tS．   

M血01ism  
ThemetabolismofregadenosonisunknowninhtmanS．Incub独onwithrat，dog，andhman  
1ivermicrosomesaswe11ashumanhepatocytesproducednodetectablemetabolitesof  
r喝如飢00On．   

Excr血on  

Inhealthyvolurrteers，57％ofther喝adenosondoseisexcretedunChangedintheサne  

（range19－77％），withanaVeragePlasmarenalclearanCear0und450mL／min，i．e．，IneXCeSS  
Oftheglomeru1arAltrationrate．nisindicatesthatrenaltubularsecretionplaysarolein  
regadenosonelimination．   

13  NONCLINICALTOXICOLOGY  

13・1 C＆rCinogenesis，Mutagenesis，JmpirmentorFertiIity  

RegadenosonwasnegativeintheAmesbacterialm血tionassay，Chrom讐Omalaberration  

assayinChinesehalnSterOVary（CHO）cells，andmousebonerrmwrmcronucleusassay．   

Long－termanimalstudieshavenotbeenconductedtoevaluateLexiscan’scarcinogenic  
POtentialorpotemialeffbctsonfbrtility，  
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131 Amima）ToxicoIogyandPhaTmaCOlogy  

Ret）rOductiveToxicoloEVStudies  

ReproductionstudieswereconductedinrabbitsandratsuslngdosesofLexiscanthatwere2  
to20times（rats）and4to20times（rabbits）themimumreCOmmendedhumdose  
（MRJtD），basedonbodysurfaceareacomparison．   

Whenadministeredtorabbitsduringorganogenesis，regadenosoncausedmaternaltoxicity  

includingtachypnea，SOR，1iquidorscantfbces，andlocalizedalopeciainal1treatedgroups，  

andcausedreductioninbodyweightandfbedconsumptionatO．3andO．5ndkg／day（12and  

20XMR皿，reSPeCtively）．Atregadenosondosesequivalentto12and20dmestheMW，  
matemaltoxicityoccurredalongwithdecreiLSednumberoflive鎚tuses，reducedfbtalbody  

Weight，andoccurrenceoffetalvariationsandndformations．Atregadenosondoses  

equivalentto20timestheMRfID，reSOrPticnswereincreasedandfhalbodyweights  

reduced．Fetalmalformationsincludedmicrophthalmia（1／116at20XMRHD），interrelated  
Vertebrae／ribalterations（2／145and2／116eachat12and20XMW），andmisaligned  

Caudalvertebrae（3／145at12XMm）．Fetaltoxicitywasonlyobservedatmatemally  

toxicdoses．TrhenoeffbctdoselevelforfetaltoxicityisO．1mgrkg（4XMRHD）．Ano  

e蝕ctdoselevelwasnotidemi負edfbrmatemaltoxicity．   

Whenregadenosonwasadmimisteredtopregnantratsduringtheperiodofm痴Or  
OrganOgeneSis，4／25rats抒omthel．0叩釘kg／daygroup（20XMRHD）andl／25ratsfromthe  

O・8mgn’g（16XMRHD）groupdiedimmediatelyfbllowingthe丘rstdoseofregadenoson．  

Al1damshaddecreasedmotoractivityandonewasgaspingpost－dosing．Atdoses  

≧0・5mgn’g（10XMRm），Tatemaltoxicityincludeddecreasedmotoractivity，qCreaSed  

limbextension，eXCeSSSalivatlOn，andreductioninbodyweightandfeedconsumpt10n．At  

doses≧0・5rngn’g，fetalbodyweightsweresignificantlyreducedandsi騨漬cantOSSi丘cadon  

delaysweてeObservedinfore－andhindhmbphalangeSandmetatarsals・Skeletal  

malformat10nSincludeddelayedossi丘cationoftheskul1（1／167），andhemivertebrapresentat  

athoracicvertebra（1／167），Observedat16－20XMW，andsm山larChesofalumbaTand  

SaCralvertebrae（1／174）observedat2XMRHD．Thenoeffbctdoselevelfbrmatemal  

toxicityisO．1mgn（g／day（2XMRHD）．   

Car血0汀ⅣOpa仕Ⅳ  

Mimimalcardiorrwopathy（nvoqytenecrosisandinflandon）wasobservedinrats  
fbllowingsingledoseadministradonofregadenoson．Increasedincidenceofmimimal  
Cardionwopathywasobservedonday2inmalesatdosesofO．08，0．2andO．8mgn（g（1／5，  

2／5，and5／5）andinfemales（2／5）atO．8mgn（g．Inaseparatestudyinmalerats，themean  

arterialpressurewasdecreasedby30to50％ofbaselinevaluesforupto90minutes  

regadenosondosesofO・2andO・8吋kg，reSpe？tively・Nocardio叩Opathywasnotedinrats  

SaCrinced15daysfo1lowingsingleadministrahonofregadenoson．T≠emechanismofthe  

Cardionwopathyinducedbyregadenosonwasnotelucidatedinthisstudybutwasassociated  

withthehypotensivee飴ctsofregadenoson．Profoundhypotensioninducedbyvasoactive  

drugSisknowntocausecardiomyopdhyinrats．  
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LocdI血血on  

IntravenousadministradonofLexiscantOrabbitsresultedinperiv㌍Cularhemorrhage，Vein   

vasculitis，inflanunadon，thrombosisandnecrosis，withinflarnrnatlOnandthrombosis   
PerSistingthroughd町8（lastobsen・ationda）l）．Peri、’aSCularadministraliono［Lexiscanto   

rabbitsresultedinhemorrhage，inflammation，puStuleformationandepidem血hyperplasia，   

Whichpersistedthroughday8exceptforthehemo血喝eWhi血resoIved．SubcutaneOuS   

administradonofLexiscantorabbitsresultedinhemohhage，aCuteinflarnmadon，and   
necrosis；Onday8rrrusclefiberr6generationwasobserved．  

14  CLTN］CALSTUDIES   

TheefRcaqYandsafbtyofLexiscanWeredetem血edrelativetoAdenoscanintwo   
randomiz？d，double－blindstudies（Studiesland2）in2，015patientswithkn0wnOr   
SuSpeCtdcoronaryanerydiseasewhowereindicatedforphamlogicstressMPI．Atotal   
Ofl，87lofdleSepatierrtshadim喝郎COnSideredvdidfortheprimarye伍cacyevaluation，   
includingl，294（69％）menand577（31％）womenwithamedianageof66years（range   
26－93yearsofage）．Eachpatientrec由vedaninidalstressscanusingAdenoscan（6ィ血nute   

infusionusingadoseofO．14mgn（g／min，withoutexercise）witharadionuclidegatedSPECT   
i画ngprotocol．A氏訂theimitialscan，PatientswererandomizedtoeitherLexiscanOr   
Adenoscan，andreceivedasecondstressscanwiththesameradionuclideinugingprotocolas   
thalusedfbrtheinitialscah．Themedian血nebetweenscanswas7days（rangeofト104   

d町S）．  

Themostcorrmn？訂diovascularhistoriesincludedhypertension（81％），CABG，PTCAor   

Sten也ng（51％），angma（63％），andhistoryofrrwocardialinfarcdon（41％）orar血ythmia   

（33％）；0thermedicalhistoryincludeddiabetes（32％）andCOPD（5％）．Pati飢tSwitha   
recenthistoryofseriousunCOntrOlledventricul訂adwthmia，rryOCardiali血cdon，Or   

unstable叫由na，ahistoryofgreaterthanlS（degreeAVblock，Orwith叩tOm如c   
bradycardia，Sicksinussyndrome，Orahear（tranSPlantwereexcluded，Anumberofpatients   
tookcardioactivemedicationsonthedayofthescan，includingβ－blockers（18％），Calcium   

Channelb）ockers（9％），andnitrates（6％）．Inthepooledstudypopulation，68％ofp  
．hadO－1segmentsshowlngreVerSibledefectsontheinitialscan，24％had2－4segmenb，and   
9％had≧5s喝m飢飴．  

ImageAEreerrMmt   

ComparisonoftheimagesobtainedwithLexiscantothoseobtainedwithAdenoscanwas   
performedasfo1lows．Usingdle17－SegmentmOdel，thenumberofsegmentsshowing   

revusibleperfusiondefbctwascalculatedfortheimitialAdenoscanstudyandfbrthe   
randomizedstudyobtainedusingLexiscanorAdenoscan．Theagreementratefortheimage   
ObtainedwithLexiscanOrAdenoscanrelativetotheimitialAdenoscan1mageWaSCalculated   
bydetermininghowfrequentbTthepatientsassignedtoeadlimi鶴alAdenoscanCategOry（0－l，   
2」l，5－17reversiblesegments）wereplacedinthesamecategorywiththerandomizedscan．   
TheagreerrmtratesfbrLexiscanandAdenoscanWereCalculatedastheaverageofthe   

agreementratesacrossthethreecategoriesdeteminedbytheimitiscan．Studiesland2  
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eachdemonstratedthatLexiscanissimi1artoAdenoscaninassessingtheextentofreversible  
perfusionabnormalities（Table4）．  

Table4  

AgreementRateshS血dieslamd2  

16  HOWSUPPLIED／STORAGEANDHANDLING  

Lexiscanissuppliedasasterile，PreServative一打eesolutioncontaimingO．08mg／mL  

regadenosoninthefb1lowlngPaCkages：   

・Single－uSe5mLvials（NDCO469－6501－05）．  

・Single－use5mLpre－nlledplasticAnsyr⑧syringeswith1uer－lockntting   
（NDCO469－650ト89）．  

Storeatcontrolledroomtemperature，250C（770F）；eXCurSionspemittedto150to30OC  
（590－860F），   

17  PATIENTCOtTNSELINGINFORMATION  

17．1 Me仙yka血himeC¢m和mptiom  

PatientsshouldbeinstruCtedtoavoidconsumptlOnofanyproductscontainlng  
methylxanthines，includingcaffbinatedcofEbe，teaOrOthercafrbinatedbeverages，Cafftiner  
COntairungdrugproducts，andtheophyllinefbratleast12hoursbeforeascheduled  
radionuclideMPI．  

17．ヱ CommonReat：dons  

PriortoLexiscanadministration，patientsshouldbeinfbrmedofthemostcommonreactions  
（suchasshortnessofbreath，headacheandflushing）thathavebeenreportedinassociation  
withLexiscanduringMPI．   

17．3 PatientswithCOPDorAsthma  

PatientswithCOPDorasthmashouldbeinfbrmedtodiscusStheirresplratOryhistoryand  
administradonofpre－andpost－Studybronchodilatortherapywiththeirclinlcianbefore  
SChedulinganMPIstudywithLexiscan．  
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M∬keted吋：  

Aste11asPharmaUS，Inc．  

Deerfield，IL60015   

ViaisManufacturedby：  
BaxterPharmaceuticalSolutionsLLC  

Bloomin釘On，IN47403   

SyringesManufacttmdby：  
Hosplra，Inc．  

LakeForest，IL60045USA   

OnlyLexiscanisthetrademarkofAstellasUSLLC．0thertrademarkslistedbelongtotheir  
respectiveowners．  
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