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SignincantimprovementsintheEFDomainwereshowninthisstudy（EFDomainscoresof170nlO  

mgLEVITRAand190n20mgLEVITRAcomparedto130nPlacebo；p■＜0・0001）・  
LEVITRAsignincantlyimprovedtheovera11per－Patientrateofachievinganerectionsufncientfbr  
penetration（SEP2）（61％onlOmgand64％on20mgLEVITRALCOmparedto36％LOnplacebo；p  
＜0．0001）．  

LEVITRAdemonstratedaclinicallymeaningfulandstatisticallysigni重cantincreaseintheoverallper－  
Patientrateofmaintenanceoferectiontosuccessfu1intercourse（SEP3）（49％onlOmg，54％on20  

mgLEVITRAcomparedto23％onplacebo；P＜0．0001）．  

TrialinPatietLtSwithEDafterRadicalProstatectomy：LEVITRAdemonstratedclinically  
meaningfulandstatisticallysigni貢cantimprovementinerectilefunctioninaprospective，nXed－dose  

（10and20mgLEVITRA），double－blind，Placebo－COntrOlledtrialinpost－prOStateCtOmyPatients  
（n＝427，meanage60，range44－77years；93％White，5％Black，2％Other）．  

SignificantimprovementsintheEFDomainwereshowninthisstudy（EFDomainscoresof150nlO  
mgLEVITRAand150n20mgLEVITRAcomparedto90nplacebo；p＜0・0001）．  

LEVITRAsign沌cantlyimprovedtheoverallper－patientrateofachievinganerectionsu餌cientfbr  
penetration（SEP2）（47％onlOmgand48％on20mgLEVITRAcomparedto22％onplacebo；p  
＜0．0001）．  

LEVITRAdemonstratedaclinicallymeaningfu1andstatisticallysigni茄cantincreaseintheoverallper－  
patientrateofmaintenanceoferectiontosuccessfulintercourse（SEP3）（37％onlOmg，34％on20  

mgLEVITRAcomparedtolO％onplacebo；p＜0・0001）・  

lNDlCATlONS AND USAGE 

LEVITRAisindicatedforthetreatmentoferectiledysfunction．  

CC；NTRA；NDiCAT王ONS  

Nitrates：AdministrationofLEVITRAwithnitrates（eitherregularlyand／orintermittently）andnitric  
oxidedonorsiscontraindicated（SeeCL［NICALPHARMACOLOGY，Pharmacodynamics，  
EffectsonBloodPressureandHeartRatewhenLEVITRAisCombinedwithNitrates）．  
Consistentwiththee飴ctsofPDE5inhibitiononthenitricoxide／cyclicguanosinemonophosphate  
pathway，PDE5inhibitorsmaypotentiatethehypotensiveefftctsofnitrates・Asuitabletimeinterval  

fo1lowingLEVITRAdosingforthesafbadministrationofnitratesornitricoxidedonorshasnotbeen  
determined．  

Ⅱypersensitivity：LEVITRAiscontraindicatedforpatientswithaknownhypersensitivitytoany  
COmpOnentOfthetablet・  

WARNINGS  

CardioyascIJJare触cb  
General：Physiciansshouldconsiderthecardiovascularstatusoftheirpatients，Sincethereisadegree  

Ofcardiacriskassociatedwithsexualactivity．Inmenforwhomsexualactivityisnotrecommended  
becauseoftheirunderlyingcardiovascularstatus，anytreatmentforerectiledysfunction，including  

LEVITRA，generallyshouldnotbeused．  

L弓β柁乃trtCularOuy70WObstruction：Patientswithle氏ventricularoutnow◎bstruCtion，e．g．，aOrtic 
StenOSisandidiopathichypertrophicsubaorticstenosis，Canbesensitivetotheactionofvasodilators  
includingType5phosphodiesteraseinhibitors・  

BloodPressure聯cts：LEVITRAhassystemicvasodilatorypropertiesthatresultedintransient  
decreasesinsupinebloodpressureinhealthyvolunteers（meanmaximumdecreaseof7mmHgsystolic  

and8mmHgdiastolic）（SeeCL］NICALPHARMACOLOGY，Pharmacodynamics）．Whilethis  
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normallywouldbeexpectedtobeoflittleconsequenceinmostpatients，PrlOrtOpreSCribing  

LEVITRA，physic－iansshouldcarefu11yconsiderwhethertheirpatientswithunderlyingcardiovascular  

diseasecouldbeal詣ctedadverselybysuchvasodilatoryefftcts．  

EffectofCo・administrationofPotentCYP3A4lnhibitors  
Long－termSafttyinformationisnotavailableontheconcomitantadministrationofvardenafilwith  
HIVproteaseinhibitors・Concomitantadministrationwithritonavirorindinavirsubstantia11yincreases  

plasmaconcentrationsofvardenaⅢ・BecauseritonavirprolongsLEVITRAeliminationhalfこIift（5to  
6－fold），nOmOrethanasingle2・5mgdoseofLEVITRAshouldbetakenina72－hourperiodby  

patientsalsotakingntonavir・Patientstakingindinavir，Saqulnavir，ataZanavirorotherpotentCYP3A4  

inhibitorssuchasclarithromycin，＿ketoconazole400mgdaily，Oritraconazole400mgdaily，Shouldnot  
exceedadoseofLEVITRA2・5mgoncedaily．Forpatientstakingketoconazole200mgdailyor  
itraconazole200mgdaily，aSingledoseof5mgLEVITRAshouldnotbeexceededina24－hourperiod（See  
PRECAUT10NS，DrugTnteractionsandDOSAGEANDADM［NISTRAT10N）．   

0納er亡触cfs  

Therehavebeenrarereportsofprolongederectionsgreaterthan4hoursandpriapism（painfu1  
erectionsgreaterthan6hoursinduration）forthisclassofcompounds，includingvardena頁1．Inthe  
eventthatanerect立onpersistslongerthan4hours，thepatientshouldseekimmediatemedical  
assistance・1fpriaplSmisnottreatedirnmediate）y，peniletissuedamageandpermanentlossofpotency  

mayresult．   

PafJe〃fSリムgro叩S〃ofS山浦ed血C〃〃JcaJn由鹿  

TherearenocontrolledclinicaldataonthesafヒtyorefncacyofLEVITRAinthefollowingpatients；  
andtherefbreitsuseisnotrecoil領Tlendeduntil缶rtheTinfbTrnatioriisavaiiabie．  

・unStableangina；hypotension（restingsystolicbloodpressureof＜90mmHg）；unCOntrOlled  

hypertension（＞170／110mmHg）；reCenthistoryofstroke，1ift－threateningarrhythmia，OrmyOCardial  

infarction（withimthelast6months）；SeVereCardiacfhilure  

・SeVerehepaticimpairment（Child－PughC）  

・endstagerenaldiseaserequiringdialysIS  

・krlOWnhereditarydegenerativeretinaldisorders，1nCludingretlnltlSPlgmentOSa  

PRECAUTIONS  

Theevaluatior10ferectiledysfunctionshouldincludeadeterminationofpotentialunderlyingcauseS，a  

medicalassessment，andtheidentificationofappropriatetreatment・  

BefbreprescribingLEVITRA，itisimportanttonotethefo1lowlng：  

Alpha－blockers：CautionisadvisedwhenPDE5inhibitorsareco－administeredwithalpha－blockers．  
PhosphodiesteraseType5（PDE5）inhibitors，includingLevitra，andalpha－adrenergicblockingagents  

arebothvasodi）atorswithblood－preSSurelowerlngeffbcts．Whenvasodilatorsareusedincombination，  
anadditiveefftctonbloodpressuremaybeantlClpated．Insomepatients，COnCOmitantuseofthesetwo  
drugclassescanlowerbloodpreモSureSignificantly（seePRECAUTlONS，Druglnteractions）  

leadingtosymptomatichypotenslOn（e．g・，fainting）・Considerationshouldbegiventothefbllowing：   

・Patientsshouldbestableonalpha－blockertherapypr10rtOinitiatingaPDE5inhibitor．Patients  
Whodemonstratehemodynamicinstabilityonalpha－blockertherapyaloneareatincreasedrisk  
OfsymptomatichypotensionwithconcomitantuseofPDE5inhibitors．  
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・Inthosepatientswhoarestableona）pha－blockertherapy，PDE5inhibitorsshouldbeinitiatedat  

thelowestrecommendedstartingdose（seeDOSAGEandADM［NISTRAT］ON）．   

・InthosepatientsalreadytakinganoptlmizeddoseofPDE5inhibitor，alpha－blockertherapy  

Shouldbeinitiatedatthelowestdose、Stepwiseincreaseinalpha－blockerdosemaybe  
associatedwithfurtherlowerlngOfbloodpressureinpatientstakingaPDE5inhibitor．   

・SafttyofcombineduseofPDE5inhibitorsandalpha－blockersmaybeafEbctedbyother  
Variables，includinglntraVaSCularvolumedepletionandotheranti－hypertensivedrugS．  

HepaticInsufficiency：Involunteerswithmoderateimpairment（Child－PughB），theCmaxandAUC  
fo1lowlngalOmgvardenafildosewereincreased130％and160％，reSpeCtively，COmparedtohealthy  

COntrOIsu叫ects．Consequent］y，aStartingdoseof5mglSreCOmmendedforpatientswithmoderate  

hepaticimpairmentandthemaximumdoseshouldnotexceedlOmg（SeeCLJNICAL  

PHARMACOLOGY，Pharmacokinetic＄inSpecialPopulations，andDOSAGEAND  

ADM［NISTRAT［ON）．Vardenafilhasnotbeenevaluatedinpatientswithseverehepaticimpairment  

（Child－PughC）．  

CongenitalorAcquiredQTProlotLgatiotl：InastudyoftheefftctofLEVITRAonQTintervalin59  
healthymales（seeCLINICALPHARMACOLOGY，ElectrophysioIogy），therapeutic（10mg）and  

S？pratherapeutic（80mg）dosesofLEVITRAandtheactivecontrolmoxinoxacin（400mg）produced  
Slmi1arincreasesinQTcinterval．ApostmarketingstudyevaluatingtheefftctofcombiningLEVITRA  
WithanOtherdrugOfcomparableQTe飴ctshowedanadditiveQTe飴ctwhencomparedwitheither  
drugalone（seeCLIMCALPHARMACOLOGY，Electrophysiology）・Theseobservationsshould  

beconsideredinclinicaldecisionswhenprescribingLEVITlutopatientswithknownhistoryofQT  
PrOlongationorpatientswhoaretakingmedicationsknowntoprolongtheQTinterval．Patientstaking  
ClassIA（e・g．quinidine，prOCainamide）orClassIII（e．g．amiodarone，SOtalol）antiarrhytlmic  

medicatiopsorthosewithcongenitalQTprolongation，ShouldavoidusingLEVITRA・  

RenaiInsufficiency：Inpatientswithmoderate（CLc，＝30－50mlノmin）tosevere（CLcr＜30mi／min）  

renalimpalrment，theAUCofvardenanlwas20－30％highercomparedtothatobservedinacontrol  

groupwithnormalrenalfunction（CLcr＞80ml／min）（SeeCuN［CALPHARMACOLOGY，  
PharmacokineticsinSpeciatPopulations）．Vardenanlphamacokineticshavenotbeen  

evaluatedinpatientsrequlrlngrenaldialysIS．  

General：Inhumans，Vardenanlaloneindosesupto20mgdoesnotprolongthebleedingtime．There  
isnoclinicalevidenceofanyadditiveprolongationofthebleedingtlmeWhenvardena創is  

administeredwithaspirin・Vardenafilhasnotbeenadministeredtopatientswithbleedingdisordersor  

Signi重cantactivepepticulceration・ThereforeLEVITRAshouldbeadministeredtothesepatientsaRer  
carefu1bene缶t－riskassessment，  

Treatmentforerectiledysfunctionshouldgenerallybeusedwithcautionbypatientswithanatomical  

deformationofthepenis（SuChasangulation，CaVemPSalnbrosis，OrPeyronie’sdisease）orbypatients  

Whohaveconditionsthatmaypredisposethemtoprlapism（suchassicklecellanemia，multiple  

myeloma，Orleukemia）．  

ThesafttyandefncacyofLEVITRAusedincombinationwithothertreatmentsforerectile  
dysfunctionhavenotbeenstudied．Thergfore，theuseofsuchcombinationsisnotrecommended．   

Jnfb〝naffoJIねrPa一拍nb  

PhysiciansshoulddiscusswithpatientsthecontraindicationofLEVITRAwithregularand／or  
intermittentuseoforganicnitrates．PatientsshouldbecounseledthatconcomitantuseofLEVITRA  
Withnitratescouldcausebloodpressuretosuddenlydroptoanunsafblevel，reSultingindizziness，  
SynCOpe，OreVenheartattackorstroke．  
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PhysiciansshouldinformtheirpatientsthatinsomepatientsconcomitantuseofPDE5inhibitors，  
includingLEVITRA，withalpha－blockerscanlowerbloodpressuresignificantlyleadingto  

SymptOmatichypotension（e・g・，fainting）・Pa‡ientsprescribedLEVITRAwhoaretakingaJpha－blockers  

ShouldbestartedonthelowestrecommendedstartingdoseofLEVITRA（seeDrug［nteractionsand  
DOSAGEANDADMZNISTRATION）．PatientsshouIdbeadvisedofthepossibleoccurrenceof  
SymptOmSrelatedtoposturalhypotensionandapproprlateCOuntermeaSureS．Patientsshouldbeadvised  
tocontacttheprescribingphysicianifotheranti－hypertensivedrugSOrneWmedicationsthatmay  
interactwithLEVITRAareprescribedbyanotherhealthcareprovider．  

PhysiciansshoulddiscusswithpatientstheapproprlateuSeOfLEⅥTRAanditsantlCIPatedbenefits．It  

ShouldbeexplainedthatsexualstimulationisrequiredforanerectiontooccuraftertakingLEVITRA．  
LEVITRAshouldbetakenapproximately60minutesbefbresexualactivity．Patientsshouldbe  
COunSeledregardingthedosingofLEVITRA．Patientsshouldbeadvisedtocontacttheirhealthcare  
PrOViderfbrdosemodificationiftheyarenotsatis貞edwiththequalityoftheirsexualperformance  

withLEVITRAorinthecaseofanunwantedef托ct．Patientsshouldbeadvisedtocontactthe  

PreSCribingphysicianifnewmedicationsthatmaylnteraCtWithLEVITRAareprescribedbyanother  
healthcareprovider・  

Physiciansshou］dadvisepatientstostopuseofallPDE5inhibitors，1nCludingLEVITRA，andseek  

medicalattentionjntheeventofsuddenlossofvisioninoneorbotheyes・Suchaneventmaybea  
ignofnon－arteritjicanteriorischemicopticneuropathy（NAION），aCauSeOfdecTeaSedvision，  

1nCludingpermanentlossofvision，thathasbeenreportedrarelypost－marketinglntempOral  

associationwiththeuseofallPDE5inhibitors．Itisnotpossibletodeterminewhethertheseevents  
Wererelateddirecl：1ytotheuseofPDE5inhibitorsortootherfactors．PhysiciansshouldalsodiscusS  

withpatientstheincreasedriskofNAIONinindividualswhohavealreadyexperiencedNAIONinone  
eye，includingwhethersuchindividualscouldbeadverselya脆ctedbyuseofvasodilatorssuchas  
PDE5in王iibitors（SeePく）STヒ凹ARKET！NGEXPER旺NCE，Opht短！me！e9室c）．  

Physiciansshoulddiscusswithpatientsthepotentialcardiacriskofsexualactivityforpatientswith  
preexistlngCardiovascularriskfactors・  

TheuseofLEVITRAofftrsnoprotectionagalnStSeXuallytransmitteddiseases・Counselingofpatients  

aboutprotectiven］LeaSureSneCeSSarytOguardagalnStSeXuallytransmitteddiseases，1nCludingthe  

HumanImmunodeficiencyViruS（HIV），Shouldbeconsidered．  

PhysiciansshouldinfbrmpatientsthattherehavebeenrarereportsofproIongederectionsgreaterthan  

4hoursandpriapism（painfu］erections竿reaterthan6hoursinduration）fbrLEVITRAandthisclass  

Ofcompounds・In一［heeventthatanerectlOnPerSistslongerthan4hours，thepatientshouldseek  

immediatemedicalassistance．IfpriapISmisnottreatedimmediately，peniletissuedamageand  

permanentlossofpotencymayresult・   

DmgJ〃fe帽CfJo〃5  

∈侮cfofo的erdmgsonL∈VJmA  
lhvitl・OStudies：StudiesinhumanlivermicrosomesshowedthatvardenaⅢismetabolizedprimarilyby  

CytOChromeP450（CYP）isoforms3A4／5，andtoalesserdegTeebyCYP2C9tTherefbre，inhibitorsof  

theseenzymesareexpectedtoreducevardenamclearance（seeWARN［NGSandDOSAGEAND  
ADM［NISTRAT［ON）．  

lnvivostudies：CytochromeP450］nhibitors  

Cimetidine（400mgb．i．d，）hadnoefftctonvardenanlbioavailability（AUC）andmaximum  
COnCentration（Cmax）ofvardenaⅢwhenco－administeredwith20mgLEVITRAinhealthyvolunteers．  
Erythromycin（500rngt．i・d・）produceda4－fbldincreaseinvardenaⅢAUCanda3－fbldincreasein  

Cmaxwhenco－administeredwithLEVITRA5mginhealthyvolunteers（SeeDOSAGEAND  
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ADM［NLSTRAT10N）・ItisreOmmendednottoeCeedasingle5mgdoseofLEVITRAina24－hour  
PeriodwhenusedincombinatlOnwitherythromycln・  
Ketoconazole（200mgoncedaily）producedalO－fbldincreaseinvardenafilAUCanda4－fbld  

increaseinCmaxwhenco－administeredwithLEVITRA（5mg）inhealthyvolunteers．A5－mg  

LEVITRAdoseshouldnotbeexceededwhenusedincombinationwith200mgoncedai1y  
ketoconazole．Sincehigherdosesofketoconazole（400mgdaily）mayresultinhigherincreasesinC，naX  

andAUC，aSlngle2．5mgdoseofLEVITRA．shouldnotbeexceededina24－hourperiodwhenusedin  

combinationwithketoconazole400mgdaily（SeeWARNINGSandDOSAGEAND  
ADMtN［STRAT［ON）．  

HJVPJ℃feaseJnわ伽foJ苫ニ  

Indinavir（800mgt．i．d．）co－administeredwithLEVITRAlOmgresultedina16－fo1dincreasein  

VardenafilAUC，a7－fo1dincreaseinvardenaⅢCmaxanda2－foldincreaseinvardenanlhalト1ifb．Itis  

recommendednottoexceedasingle2．5mgLEVITRAdoseina24－hourperiodwhenusedin  

COmbinationwithindinavir（SeeWARNINGSandDOSAGEANDADMINISTRATION）．  
Ritonavir（600mgb．i．d．）co－administeredwithLEVITRA5m岳resultedina49－foldincreasein  

Vardena缶1AUCanda13－fbldincreaseinvardenanlCmax・Theinteractionisaconsequenceofblocking  

hepaticmetabolismofvardenaⅢbyritonavir，ahigh1ypotentCYP3A4inhibitor，Whichalsoinhibits  

CYP2C9．Ritonavirsigni頁cantlyprolongedthehalf－1ifbofvardenafilto26hours．Consequently，itis  

recommendednottoexceedasingle2・5mgLEVITRAdoseina72－hourperiodwhenusedin  
COmbinationwithritonavir（SeeWARN［NGSandDOSAGEANDADM［N［STRAT10N）．  
OtherC】？3A4inhibitors：Althoughspeci貞cinteractionshavenotbeenstudied，OtherCYP3A4  

inhibitors，includinggrape什uitjuicewouldlikelyincreasevardenafilexposure．  

OtherDruglnteractions：NopharmacokineticinteractionswereobservedbetweenvardenaⅢandthe  

fo1lowingdrugS：glyburide，Warfhrin，digoxin，Maalox，andranitidine．Inthewarfarinstudy，Vardena創  

hadnoefftctontheprothTOmbintimeorotherpnarmacodynamicparameters．  

E鞄cfsofLEVJT月Aono〟1er血9S  

／〃V肘OSfud由sニ  

VardenanlanditsmetaboliteshadnoefftctonCYPIA2，2A6，and2El（Ki＞100llM）．Weak  

inhibitorye飴ctstowardotherisoforms（CYア2C8，2C9，2C19，2D6，3A4）werefound，butKivalues  

Wereinexcessofplasmaconcentrationsachievedfo1lowingdosing．Themostpotentinl1ibitoryactivity  

WaSObservedforvardena缶1metaboliteMl，WhichhadaKiofl．4pMtowardCYP3A4，Whichis  

about20timeshigherthantheMICmaxvaluesafteran80mgLEVITRAdose．  

血vル0∫J〟dfe∫ご  

Nitrates：Thebloodpressureloweringefftctsofsublingualnitrates（0．4mg）takenland4hoursa民er  

VardenaⅢandincreasesinheartratewhentakenatl，4and8hourswerepotentiatedbya20mgdose  

OfLEVITRAinhealthymiddle－agedsubjects．Thesee脆ctswerenotobservedwhenLEVITRA20  

mgwastaken24hoursbefbretheNTG・Potentiationofthehypotensiveefftctsofnitratesforpatients  
withischemicheartdiseasehasnotbeenevaluated，andconcomitantuseofLEVITRAandnitratesis  
COntraindicated（SeeCLINICALPHARMACOLOGY，Pharmacodynamics，EffectsonBlood  
PressureandHeartRatewhenLEVITRAisCombinedwithNitrates；  
CONTRAINDICATlONS）．  
Niftdipine：VardenaⅢ20mg，Whenco－administeredwithslow－releaseniftdipine30mgor60mg  

OnCedaily，didnotafftcttherelativebioavailability（AUC）ormaximumconcentration（Cmax）of  

niftdipine，adrugthatismetabolizedviaCYP3A4．Nifedipinedidnotaltertheplasmalevelsof  

LEVITRAwhentakenincombination．Inthesepatientswhosehypertensionwascontrolledwith  

niftdipine，LEVITRA20mgproducedmeanadditionalsuplneSyStOlic／diastolicbloodpressure  

reductionsof6／5rnmHgcomparedtoplacebo．  
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Alpha－blockers‥  

BloodDreSSureeffbctsinDatientsonstablealpha－blockertreatment：  

Twoclinicalphamacologystudieswereconductedinpatientswithbenignprostatichyperplasia（BPH）  

onstal）1e－dosealpha－blockertreatmentfbratleastfourweeks・  

Studyl‥Thisstudywasdesignedtoevaluatetheef托ctof5mgvardenafilcomparedtoplacebowhen  

administeredtoBPHpatientsonchronicalpha－blockertherapylntWOSeParateCOhorts‥tamSulosinO．4  

mgdaily（COhortl，n＝21）andterazosin50rlOmgdaily（COhort2，n＝21）・Thedesignwasa  

randomized，doubleblind，CrOSS－OVerStudywithfourtreatments：VardenaⅢ5mgorplacebo  
administeredsimultaneouslywiththealpha－blockerandvardenafi15mgorplaceboadministered6  
hoursafterthea）pha－blocker．Bloodpressureandpulsewereevaluatedoverthe6－hourintervalaRer  

vardenanldosing．ForBPresultsseeTabJe2．OnepatientaRersimultaneoustreatmentwith5mg  

vardenafilandlOmgterazosinexhibitedsymptOmatichypotensionwithstandingbloodpressureof  
80／60mmHgoccumngonehoura鮎radministrationandsubsequentmi1ddizzinessandmoderate  
lightheadednesslastingfbr6hours・Forvardenafilandplacebo，nVeandtwopadents，rFSpeCtively，  

eチperiencedadecreaseinstandingsystolicbloodpてeSSure（SBP）of＞30mmHgfbllowlng  

slmultaneousadministrationofterazosin．HypotenslOnWaSnOtObservedwhenvardenam5mgand  
terazosinwereadministered6hoursapart．FollowlngSimultaneousadministrationofvardena創5mg  

andtamsulosin，tWOPatientshadastandingSBPof＜85mmHg；tWOandonepatient（vardenanland  

placebo，reSpeCtively）hadadecrease 

． 

inSBPof＞30mmHg．Therewerenosevereadverseeventsrelatedtohypotensionreportedduringthe  
Study．Therewerenocasesofsyncope・  

TabIe2：Mean（95％C．1．）maximalchangefrombaselineinsystolicbIoodpressure（mmHg）  

foIIowingvardenafi．5mginBPHpatientsonstabTeaIpha－blockertherapy（Studyl）  
■ simuii弧eOuSdos王r唱Or  ■ DosingofV甜dena茄15mg ■  

Vardenafil 5 mg andAIpha－Blocker  
andAIpha－Blocker，   Separatedby6Hours，  
Placebo－Subtracted   Placebo－Subtracted   

StandingSBP   －3（－6．7，0．1）   －4（－7．4，－0．5）   

SupineSBP   －4（－6．7，－0．5）   4（－7・1，一0．7）   

StandingSBP   －6（－9．9，－2．1）   －4（－8．3，－0．5）   

SupineSBP   －4（－7．0，－0．8）   －5（－7．9，－1．7）   

AIpha－Blocker  

Terazosin  

50rlOmgdaily  

TamsuIosin  

O．4mgdai1y  

BIoodpresミureeflbcts（standingSBP）innormotensivemenonstabledosetamsulosinO・4mg  

fbllowlngSlmultaneousadministrationofvardenafi15mgorplacebo，Orfbllowlngadministrationof  
vardena刑5mgorplaceboseparatedby6hoursareshowninFigure3・Bloodpressureefftcts  

（standingSBP）innormotensivemenonstabledoseterチZOSin（50rlOmg）fbllowingsimultaneous  

administrationofvardena創5mgorplacebo，Orfbllowlngadministrationofvardena頁15mgor  

placeboseparatedby6hours，areShowninFigure4・  
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Figure3：Meanchangefrombase＝neinstandingsystolicbloodpressure  
（mmHg）over6hourintervalfo［［owingsimu［taneousor  

6hrseparationadministrationofvardenafi15mgorplacebowithstab［edosetamsulosinO・4  
mginnormotensiveBPHpatients（Studyl）  
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Figure4：Meanchangefrombase＝neinstandingsystolicbloodpressure  
（mmHg）over6hourintervalfoLLowingsimuLtaneousor  

6hrseparationadministrationofvardenafiI5mgorplacebowithstabTedoseterazosin（50r  
lOmg）innormotensiveBPHpatients（Studyl）  
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Study2：ThisstudywasdesignedtoevaluatetheefftctoflOmgvardenaⅢ（Stagel）and20mg  
Vardena61（Stage2）comparedtoplacebo，WhenadministeredtoasinglecohortofBPHpatients（n＝23）  

OnStabletherapywithtamsulosihO・4mgorO・8mgdailyforatleastfburweeks．Thedesignwasa  

randomized，double blind，tWO，Period cross－OVer Study・VardenaⅢ or placebo was glVen  

simultaneouslywi「［htamsulosin．BIoodpressureandpulsewereevaluatedoverthe6－hourintervalafter  
vardena創dosing．ForBPresultsseeTable3．Onepatientexperiencedadecreasefrombaselinein  
StandingSBPof＞30mmHgfollowlngVardena創10mg・Therewerenootherinstancesofoutlier  
bloodpressureva二Lues（StandingSBP＜85mmHgordecreasefrombaselineinstandingSBPof＞30  
mmHg）．Three patients reported dizziness fbllowing vardena貢120mg・There were no cases of  
SynCOpe・  

Table3：Mean（95％C．l．）maxima］changef「ombaselineinsystolicbIoodpressure（mmHg）   

folrowlngVardenafi110and20mginBPHpatientsonstabFealpha－bIockertherapywith  
tamsu10SinO．40rO．8mgdai［y（Study2）  

VardenanllOmg   VardenaⅢ20mg   
Placebo－Subtracted   Placebo－Subtracted   

－4（－6．8，－0．3）   －4（－6．8，－l．4）   

－5（－8．2，－0．8）   －4（－6．3，－l．8）   

Standing SBP 

SupineSBP  

Bloodpresミureefftcts（standingSBP）innormotensivemenonstabledosetamsulosin0・4mg  

fbllowlngSlmultaneousadministrationofvardenan120mgorplacebo，Orfo1lowlngadministrationof  
vardena坑120mgorplaceboseparatedby6hoursareshowninFigure5．  

Figure5：Meanchangefrombase［ineinstandingsystolicbloodpressure  
（mmHg）over6hourintervalfoltowingsimuttaneousadministrationofvardena何10mg（Stagel），  

VardenafiJ20mg（Stage2），OrPlacebowithstabledosetamsulosinO．4mginnormotensiveBPH  

Patients（Study2）  
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Concomitanttreatmentwithvardena頁Iandalpha－blockersshouldbeinitiatedonlyifthepatientis  
Stableonhisalpha－blockertherapy．Inthosepatientswhoarestableonalpha－blockertherapy，  

LEVITRAshouldbeinitiatedatthelowestrecommendedstartingdose（seeDOSAGEand  
ADMINISTRAT［ON）．  

旦1由moIcnsi、●emビnail亡rfbrc亡Jtilration“－ithal・ha－ト）（｝ek亡rS：  

Tworandomized，doubleblind，Placebo－COntrOlledclinicalpharmacologystudieswithhealthy  
normotensivevolunteers（agerange，45－74years）wereperformeda鮎rforcedtitrationofthealpha－  
blockerterazosintolOmgdailyovei14days（n＝29），anda氏erinitiationoftamsulosin0．4mgdai1y  

fornvedays（n＝24）．Therewerenosevereadverseeventsrelatedtohypotensionineitherstudy．  

Symptomsofhypotensionwereacauseforwithdrawalin2subiectsrecelVlngteraZOSinandin4  

Subjectsreceivingtamsulosin．Instancesofoutlierbloodpressurevalues（definedasstandingSBP＜85  
mmHgand／oradecreasefrombaselineofstandingSBP＞30mmHg）wereobservedin9／24subjects  
receivingtamsulosinand19／29recelVlngteraZOSin．TheincidenceofsubjectswithstandingSBP＜85  
mmHggivenvardena別andterazosintoachievesimultaneousTmaxledtoearlyterminationofthatarm  
Ofthestudy．Inmost（7／8）ofthesesubjects，instancesofstandingSBP＜85mmHgwerenotassociated  

withsymptoms・Amongsubjectstreatedwithterazosln，Outliervalueswereobservedmorefrequently  

WhenvardenafilandterazosinwereglVentOaChievesimultaneOuSTmaxthanwhendosingwas  
administeredtoseparateTmaxby6hours．Therewere3casesofdizzinessobservedwithconcomitant  
administrationofterazosinandvardenanl・Sevensubjectsexperienceddizzinessmainlyoccurrlngwith  

SimultaneousTmaxadministrationoftamsulosin．Therewerenocasesofsyncope．   

Table4，Mean（95％C．［．）maximalchangeinbaselineinsystolicb［00dpressure（mmHg）   
fo］］ow［ngVardenafiLlOand20mginhea［thyvolunteersondailyalpha－b［ockertherapy  

DosingofVardena丘1and  Simultaneousdosingof  
Alpha－BlockerSeparatedby  

6Hours  

Vardenafil  Vardena茄1  Vardena重1   Vardena頁1  

Alpha－  10mg   20mg   10mg   20mg   
blocker  Placebo－   Placebo＿   Placebo－   Placebo－  

Subtracted  Subtracted  Subtracted   Subtracted   

Terazosin  －7（－10，一3）  －11（－14，－7）  －23（－31，  
10 mg SBP  16）＊   

daily   
SupineSBP  －5（－8，－2）  －7（－11，－4）   －7（－25，  －7（－31，22）＊   

19）＊  

Tamsulosi  －4（－8，－1）  －8（一1l，－4）  －g（一14，－2）  －8（－14，－1）  
nO．4mg  
daily   

SupineSBP  －4（－8，0）  －7（－11，－3）  －5（－9，－2）   －3（－7，0）   

＊Duetothesamplesize，COnndenceintervalsmaynotbeanaCCuratemeaSureforthesedata．These  

Valuesrepresenttherangefbrthedifftrence．  
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Figure6：Meanchangefrombase［ineinstandingsystolicb［00dpressure   
（mmHg）over6hourintervalfollowingsimuItaneousor6hrseparation◆administrationof   

vardena用10mg，VardenanJ20mgorpIacebowithterazosin（10mg）inhealthyvoIunteers  
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Figure7：Meanchangefrombase（ineinstandingsysto＝cbloodpressure  
（mmHg）0Ver6hourintervatfo＝owingsimuttaneousor6hrseparationadministrationof  

v訂由n⊇用10mg，Vardenヨ頁！20汀唱erF弛cebe涙thtams地軸（0、4m9）盲nhea！thyvo！untee「s  
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Ritonavirandindinavir：Uponconcomitantadministrationof5mgofLEⅥTRAwith600mgBID  
ritonavir，theCmaxandAUCofritonavirwerereducedbyapproximately20％・Uponadministrationof  

lOmgofLEVITRAwith800mgTIDindinavir，theCmaxandAUCofindinavirwerereducedby40％  
and30％，reSpeCtively・  
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AIcohol：AIcohol（0．5gn（gbodyweight：apprOXimately40mLofabsolutealcohoIina70kgperson）  
andvardenaⅢplasmalevelswerenotalteredwhendosedsimultaneously．LEVTTRA（20mg）didnot  
potentiatethehypotensivee飴ctsofalcoholduringthe4－hourobservationperiodinhealthyvolunteers  

Whenadministeredwithalcohol（0．5gn（gbodyweight）．  

Aspirin：LEVITRA（10mgand20mg）didnotpotentiatetheincreaseinbleedingtimecausedby 
aspirin（two81mgtablets）．  

Otherinteractions：LEVITRAhadnoeffbctonthepharmacodynamicsofglyburide（glucoseand  
insulinconcentrations）andwarfarin（prothTOmbintimeorotherphamacodynamicparameterS）．   

Ca付加Ogene5由，価血相eJle5短，JmpaJ〝れe〃fof戸b〟〟f少  

VardenaⅢwasnotcarcinogenicinratsandmicewhenadministereddailyfor24months．Inthese  
Studies 

． 

andftmalemice，reSpeCtively，theexposuresobservedinhumanmalesglVentheMaximum  

RecommendedHumanDose（MRHD）of20mg．VardenaⅢwasnotmutagenicasassessedineither  
theinvitrobacterialAmesassayortheforwardmutationassayinChinegehamsterV79Cells．  
Vardenafilwasnotclastogenicasassessedineithertheinvitrochromosomalaberrationtestorthe  
Vivomousemicronucleustest・Vardenamdidnotimpairftrtilityinmaleandftmaleratsadministered  
dosesuptolOOmgn’g／dayfbr28dayspriortomatinginmale，andfor14dayspriortomatingand  

throughday70fgestationinfbmales．Inacorrespondingl－mOnthrattoxicitystudy，thisdose  

producedanAUCvalueforunboundvardenan1200fo1dgreaterthanAUCinhumansattheMRH】）of  
20mg・  

Therewasnoefftctonspermmotilityormorphologya氏ersingle20mgoraldosesofvardenafilin  
healthyvolunteers．  

Pregnancy，NursingMothersandPediatricUse  
LEVITRAisnotindicatedfbruseinwomen，neWboms，OrChildren．Vardena丘1wassecretedintothe  

milkoflactatingratsatconcentrationsapproximatelylO－fo1dgreaterthanfoundintheplasma．  

Followingasingleoraldoseof3mgn（g，33％oftheadministereddosewasexcretedintothemilk  

within24hours．Itisnotknownifvardena頁1isexcretedinhumanbreastmilk．  
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PregnancyCategoryB：Noevidenceofspecificpotentialforteratogenicity，embryotoxicityor  
fttotoxicitywasol』servedinra‡sandrabbitsthatreceivedvardena創atupto18m釘kg／dayduring  
OrganOgeneSis．ThisdoseisapproximateIylOOfbld（rat）and29fbld（rabbit）greaterthantheAUC  
valuesforunboundvardena創anditsm年】OrmetaboliteinhumansglVentheMRHDof20mg．Inthe  
ratpre－andpostnataldevelopmentstudy，theNOAEL（noobservedadverseefftct］evel）fbrmaternal  
toxicitywas8mg耽g／day．Retardedphysicaldevelopmentofpupsintheabsenceofmaternalefftcts  

WaSObservedfo1Iowipgmatemalexposuretoland8mgn（gPOSSiblyduetovasodiIatationandJor  

SeCretionofthedruglntOmi1k．ThenumberoflivingpupsborntOratSeXpOSedpre－andpostnatally  
wasreducedat60mgn（g／day．Basedontheresu7tsofthepre－andpostnatalstudy，thedevelopmental  
NOAELislessthanlmgn（g／day．Basedonplasmaexposuresintheratdevelopmentaltoxicitystudy，  
1mg／kg／dayinthepregnantratisestimatedtoproducetotalAUCvaluesforunboundvardenaⅢand  
itsm勾OrmetabolitecomparabletothehumanAUCattheMRnDof20mg・Therearenoadequateand  
Well－COntrOlledtrialsofvardenanlinpregnantwomen・   

Ge〟a亡〟cUse  

Elderlymalesage65yearsandolderhavehighervardena頁Iplasmaconcentrationsthanyoungermales  

（18－45years），meanCmaxandAUCwere34％and52％higher，reSpeCtively（seeCuMCAL  

PHARMACOLOGY，PharmacokineticsinSpecia［Popu［ations，andDOSAGEAND  

ADM［N［STRATlON）．Phase3clinicaltrialsincludedmorethan834elderlypatients，andno  
difftrencesinsafttyorefftctivenessofLEVITRA5，10，Or20mgwerenotedwhenthesee］derly  
Patientswerecomparedtoyoungerpatients・However，duetoincreasedvardenafilconcentrationsin  
theelderly，aStartmgdoseof5mgLEVITRAshouldbeconsideredinpatients≧65yearsofage．  

ADVERSE REACT［ONS  
L己VITRAwasadministerediooverヰ430men（meana畠e56，rangei8一呂9years；昌i％W王1ite，6％  

Black，2％Asian，2％Hispanicand9％Other）duringcontrolledanduncontrolledclinicaItrials  
WOrldwide，Over2200patientsweretreatedfbr6monthsorlonger，and880patientsweretreatedfor  
atleastlyear．  

Inplacebo－COntrOl）edclinicaltrials，thediscontinuationrateduetoadverseeventswas3・4％fbr  

LEVITRAcomparedtol．1％fbrplacebo・  

WhenLEVITRAwastakenasrecommendedinplacebo－COntrOlledclinicaltrials，thefbllowlng  
adverseeventswerereported（seeTable5）・  
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Tab［e5：AdverseEventsReportedBy≧2％ofPatientsTreatedwithLEVITRA  

andMoreFrequentonDrugthanPIaceboinFixedandF［exibleYDoseRandomized，  
ControlledTria［sof5mg，10mg，Or20mgVardena刑  

Adverse Event PercentageofPatientsReportingEvent  

LEVIm  

N＝2203  

Headache  
Flushing  
Rllinitis  
Dyspepsla  
AccidentalIrtiury＊  
Sinusitis  
Flu Syndrome 
Dizziness  
IncreasedCreatineKinase  
Nausea  

肌
豊
硯
㌶
㌶
㌶
 
 
 

＊AlltheeventslistedintheabovetableweredeemedtobeadversedrugreaCtionswiththe   
except10nOfaccidentaliqiury．  

YFlexibledosestudiesstartedallpatientsatLEVITRAlOmgandalloweddecreaseindoseto5mgor  
increaseindoseto20mgbasedonsideefftctsandefncacy．  

Backpainwasreportedin2pO％ofpatientstreatedwithLEVITRAandl・7％ofpatientsonplacebo・  

Placebo－COntrO11edtrialssuggestedadoseef艶ctintheincidenceofsomeadverseevents（headache，  

nushing，dysp？PSia，nausea，rhinitis）overthe5mg，10mg，and20mgdosesofLEVITRA・The  

fo1lowingsect10nidenti頁esadditional，lessfrequentevents（q％）reportedduringtheclinical  

developmentofLEVITRA・Excludedfromthislistarethoseeventsthatareinfrequentandminor，  

thoseeventsthatmaybecommonlyobservedintheabsenceofdrugtherapy，andthoseeventsthatare  
notreasonablyassociatedwiththedrug．   

BODYASAwnOLE：anaPhylacticreaction（includinglaryngealedema），aSthenia，faceedema，  

pain  

AUDITORY：tinnitus   

CARDIOVASCULAR：anglnapeCtOris，Chestpain，hypertension，hypotension，myOCardial   

ischemia，myOCardialinfarction，Palpitation，pOSturalhypotension，SynCOPe，taChycardia   

DIGESTIVE：abdominalpaln，abnomalliverfunctiontests，diarrhea，drymouth，dysphagia，   

esophagitis，gaStritis，gaStrOeSOPhagealreflux，GGTPincreased，VOmltlng   

MUSCULOSKELETAL：arthralgia，backpain，myalgia，neCkpain   

NERVOUS：hypertOnia，hypesthesia，insomnia，PareSthesia，SOmnOlence，VertlgO   

RESPIRATORY：dyspnea，epistaxIS，pharyngltlS   

SKNANDAPPENDAGES：photosensitivityreaction，pruritus，raSh，SWeating  
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0PHTHALMOLOGIC‥abnormalvision，blurredvision，Chromatops）a，Changesincolorvision，   

COrtiunctivitis（increasedrednessoftheeye），dimvision，eyePain，glaucoma，Photophobia，Watery  

eyeS   

UROGENTTAL：abnormalqjaculation，priapism（includingprolongedorpainfu1erections）  

POST－MARKETJNG EXPER［ENCE  
Ophthalmologir, 
Non－arteriticanteriorischemicopticneuropathy（NAION），aCauSヲOfdecreasedvisionincluding．  

Permanentlossofvision，hasbeenreportedrarelypost－marketinglntemPOralassociationwiththeuse  

Ofphosphodiesterasetype5（PDE5）inhibitors，includingLEVITRA．Most，butnotall，Ofthese  

PatientshadunderlyinganatomicorvascularriskfactorsfbrdevelopmentofNAION，includingbut  

notnecessarilylimitedto：Iowcuptodiscratio（“crowdeddisc”），ageOVer50，diabetes，hypertension，  

COrOnaryarterydi：SeaSe，hyperlipidemiaandsmoking．Itisnotpossibletodetemlinewhetherthese  

eventsarerelateddirectlytotheuseofPDE5inhibitors，tOthepatient’sunderlyingvascularrisk  

factorsoranatomicaldeftcts，tOaCOmbinationofthesefactors，OrtOOtherfactors（see  

PRECAUTIONS，］nformationforPatients）．  

Visualdisturbancesincludingvisionloss（temporaryorpermanent），SuChasvisualfielddeftct，retinal  

Veinocclusion，andreducedvisualacui年，havealsobeenreportedrarelyinpost－marketingexperience．  

ItisnotpossibletodeterminewhethertheseeventsarerelateddirectlytotheuseofLEVITRA．  

OVERDOSAGE  

ThemaxirnumdoseofLEVITRAforwhichhumandataareavailabJeisaslngle120mgdose  

administeredtoeighthealthymalevo］unteers・Them往iorityofthesesubjectsexperiencedreversible  

backpain／myaJgiaand／or“abnormalvision．”  

incasesGioverGOSe，Standardsuppo正iVemeaSureSSnGuidDetaよenaSrequireG・KenaiGiaiysiSiSnGt  

expectedtoaccelerateclearancebecausevardenanlishigh1yboundtoplasmaproteinsandisnot  
SignificantlyeIiminatedintheurine．  

DOSAGEANDADMIN］STRAT］ON  
Formostpatients，therecommendedstartingdoseofLEVITRAislOmg，takenorallyapproximately  

60minutesbeforesexualactivity．Thedosemaybeincreasedtoamaximumrecommendeddoseof20  
mgordecreasedto5mgbasedonefncacyandsideefftcts・Themaximumrecommendeddosing  
frequencylSOnCePerday・LEVITRAcanbetakenwithorwithoutfbod・Sexualstimulationisrequired  
fbraresponsetotreatment．  

Geriatrics：Astartingdoseof5mgLEVITRAshouldbeconsideredinpatients≧65yearsofage（See  
CLIN［CALPHARMACOLOGY，PharmacokineticsinSpecialPopu［ationsand  

PRECAUT］ONS）．  

HepaticImpairment：Forpatientswithmildhepaticimpairment（ChiJd－PughA），nOdosヲadjustment  

OfLEVITRAisrequired・Vardena缶1clearanceisreducedinpatientswithmoderatehepatlCimpalrment  
（Child－PughB），andastartingdoseof5mgLEVITRAisrecommended．Themaximumdosein  

PatientswithmoderatehepaticimpalrmentShouldnotexceedlOmg．LEVITRAhasnotbeen  
evaluatedinpatierltSwithseverehepaticimpairment（Child－PughC）（SeeCLINICAL  

PHARMACOLOGY，MetabolismandExcretion，WARNINGSandPRECAUT［ONS）．  

RenalImpairment：Forpatientswithmi7d（CLc．＝50－80ml／min），mOderate（CLcr＝30－50ml／min），  

OrSeVere（CLc，＜30ml／min）renalimpairment，nOdosea可ustmentisrequired．LEVITRAhasnotbeen  

evaluatedinpatierLtSOnrenaldialysis（seeCL［NICALPHARMACOLOGY，MetaboFismand  

ExcretionandPRECAUT10NS）．  

Pl13   




