
U娼im油ぬ仙川血吊皿ぬrdmd丘mcdDn   

Nodosagea如stmentisrequiTedinpatients＼ljthmildtomoderaterenalimpaユrment．   

hpalieれは南仏鐸Ve把持nd血p衰rm甜l（ma血inec18訂狐托＜30ml／min），aSt血gdos60r5mg  
shou］dbeconsidered，Basedontolerabilitvandeff；cacvthedDSe＝maVbeincreasdto10mgand  
20m呈．   

UseinDatientsusinEOtheTmedicinaJDrDducts   

VnlenuSedincombinationⅥjththeCYP3A4inhibitorerythromycin，thedoseofvaTdenanlshou7d  
notc通5m皇（s托S∝hon4．5）＿   

1．3 ComtraiIlぷcadoれS   

Thecoadminishtionofvardenafilwithn血atesorn血coxidBdonors（suchasamy］ni扇te）inany  
わmis∝Int陀indicatd（s㌍S∝tbn4．5and5．1）．   

Agentsfbrthebeatmentoferectiledysfunctionshouldgenerallynotbeusedinmenforwhomsexual  
acbvityisinadvisablc（e．g．patients肌jthseverecardiovasculaTdisorderssuchasunstableanginaor  
seveTeCaTdiacfailur8PJewYorkHeartAssociationIIIorlVl）．   

Thesafttyofvardena用hasnotbeenstudicdinthefbllo“jngsllb一客rOupSOfpatierLtSanditsuseis  
therefbrecon血ndicatedt）ntil加erinfbrmationisavai）able：SeVerehepaticimpaim）ent（Child－Pugh  
C），endstageTena）diseaser叩i血gdidysis，hypotension（もloodpresstlre＜90／50mmHg），r眈ent  
hist占ryDfs如kcorⅢyOCardialinfhrctjon（≠仙inLhelast6months），hnstableanginaandknovm  
herdi叫陀血ddeg？nera血edisord耶SuChasre血idspigmentosa・  

Concomitzmtuseofl・ardenamll仙potentCYP3A4inhibitors（ritonavir，indinaヽ五，ketocona2X））eand  
ねacmazole（α出ねm））is00nけaindic飢dhm印01derthan75ye訂S．   

HypersensitivitytovaTden濾lor10anyOftheexcIPlentS．   

4．ヰ Spe亡i山、l・arれIn野肌dsp∝ialprecauti川Sわru陀   

AmedicalhistoryandphysicalexaminaliorLShouldbeundeTlakentodiagnoseerectiJedysfunctionand  
dctcrmincpoIcntia］undert〉・ingcauses，befbrepharmacologicaltreatmcntisconsldcred．   

Phortoinitia血唱anytreahentfbrerectiledy血nction，Physiciansshou）dconsiderthecardiovasculaT  
StatuSOftheirpatients，Sincethereisadegre6Ofcardiacriskassociatedwithsemalactivity（See  
Section4．3）．Vardenafilhasvasodilatorproperties，reSultinginmildandtranSientdecteaseshblood  
presswe（seeS∝元on5・l）・   

AgentsfbrthebeatmenLoferectiledysfunctionshouldbeusedwithcautioninpatientswiLh  
ratomica）deformationofthepenis（suchasangulation，CaVernOSaJnbrosisorPeymnie’sdisease），Or  

mpatientswhohavecondjtionswhichmaypredisposethemtopriapism（suchassickleceuanaemia，  
mdtiplemyelDmaOJle止aemia）．   

Thesafetyandefficacyofcombinationsorvardena爪1withothertreatmentsfbrerectiledyshnction  

havenotbecnstudied．Therefbretheuseofsuchcombinationsisnotrecommended．   

TheconcomitantuSeOfvardenamwidlaJpha－blockersmayleadtosymptoma（ichypDtenSioninsome  
patients．UntilnlrtherinfbrTnaliDnisavailab］e，theconcomitzmtllSeOrVaTdenafilandalpha－blockeTSis  
notrecommended．  
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Concomitantuseofvardenafilll・ithpotentCYP3A4inhibitors（ritonavir，indinavir，itraconazoJeand  

ketocona乙Ole（0ra】ねm））should♭6aヽ・Oidedasヽ・e巧・highp】asmaconcen打adDnSOrYarden誠1are  

柁aChedir血ednlgSareCOmbined（SβeSection4．5and4・3）．   

Vardena爪】dosea句ustmentmightbenecessarviftheCYP3A4inh加ors，erythromycin，isgiven  
∽nCOmiほmtl）′（s比Section4．5andSection4．Z）．   

ConcomitantintakeofgrapefhiりulCeisexpecledtoincreasetheplasmaconcentTationsofvardenam．  
Thecombjnadonshouldbeaヽ・Oided（seeSection4，5）．   

VardenaLilhasnotbeenstudiedinpatienls＼、仙spinaJcordiqjur〉▼OrOtherCNSdisease，hypDaCtiYe  
sexua】desireandinpatientswhohaveunder苫OnePe）vicsurgery（exceptnen・e－Sparing  
prostabctom）′），pe卜icけ飢maOrradio止∈rap）′・   

Invitrosttldieslヽうthhumanplateletsindicate山atvaTdeinaLilhasnoantla各gTegaloryeffbctonitso＼m，  
butathigh（super－therapeutic）concentrationsvard巳na瓜】potentiatestheantiaggregatoryefrtctofth占  

nitTicoxidedonorsodil皿nitropmsside・lnhumans，VardenamhadnoefrtcIonbleedin皇tlmea】oneor  
incDmbinationwithacetylsaIicycJicacid（seesection4・5）一丁hereisnosaftb，irLfbrTnationavai）ableon  
血ea血Iinisb－atiozlOfvardenan）topatientsヽlrithbIeedingdisordeTSOraCtivepeptICu）ceration．  
TherefbrevardenafiJshou）dbeadministeredtothesepalierLtSOn）yaftercaTe凡1beneriトrisk  
a5SeSSmenl．   

4．5InteractionⅥ・ithothermedicinalprodt）CtSandotherformsorinteraction   E輌l   
加v〃ro∫加粛g∫ニ   

Vardena缶】ismetaboIisedpredorninan17ybyhepalicenzymesviac）tOChromeP450（CYP）isofbrm  
3A4，withsomeconthbution丘omCYP3A5andCYP2Cisoforms・Therefbre，inhibitorsofthese  
isoenz〉ⅦeSmayreducev訂d巳na茄Iclearance・   

J〃V加∫血dび．・   

CD－administTatjonof【heHIVproteaseinhibitorindinavir（800mgLi・d・），aPOtentCYP3A4inhibitor，  
wjthvardenafil（ユOmg）resultedina16・fbldincreaseinvardenanIAUCanda7－fbldincreasein  
vardena坑1Cmax－At24hot∬S，theplasmalevelsofvaTdenafilhadfalkntoappTOXjmately4％ofthe  
maxj皿umVardenafilp】asrna】evel（Cr。1X）（seeSection4．4）・   

Co－ad皿inistrationofke10COnaZD）e（200mg），aPOtentCYP3A4iJlhibitor，WithvaTdenan】（5mg）  
resultedina10・・fb［dincreaseinvaTdenafilAUCaJlda4－fbldincreaseinvardenamC汀帽X（seeSection  

4．4）．   

Althoughspecilicinteractionstudieshavenolbeenconducted，theconcomitantuseofoulerPOtent  
CYP3A4inhibitors（suchasib・aCOnaLOleoT血onavir）canbeexpectedtoproducevardena昂plasrna  
tevelscomparabletothoseproducedbyketoconazo）eandiJldinavir・Concomitantt］SeOfvardenafil  
withpotentCYP3A4inhibitors（ritonavir，indinavir，itraconaz・Oleandketocona乙Ole（oralfbm））  

shouldbeavoided（seeSection4＿4）．   

Co－administrationoferythromycin（500mgt，i．d．），aCYP3A4inhibitor，Withvardenafil（5mg）  

resultedina4－foldincreaseinvardenaⅢAUCanda3－fbJdincreaseinC，。aX．VnlentJSedin  

combinationwilherythromycin，Vardenamdosea小stmentmightbenecessary（seeSection4．2and  
Section4．4）．C血etidine（400mgb．i．d．），anOn－SPeCificcytochromeP450inhibitor，hadrLO巳frtcton  
vardenamAUCandCT。aXllrhenco－administeredヽl仙vardenam（20mg）tohealthyvolunteers．  
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G柑pefhlitjuicebei喝a＼l・eakinhibilorofCYP3A4gut＼l・anmetabolism、maygiverisetomodest  
hcrea父ShplamaI飢・elsor、r訂d印濾l（紀eSe血on4．叶  

nephama∽khdcsor、■訂鮎m痛l（20一喝）、、■警nOta汀お血bycかadmh血ation、、仙血  

H2－ant喝Onistranitidine（150－mg－bid．），digoxm，Warfh，glibenc）amide，alcohol（meaJlmaXimum  
blodd∞bolkvelo一刀mg〟Ⅰ）or血頑edos∝OrantaCid（magne血mh）血℃dde仙mhiwm  

b〉′dmxide）＿   

A仙oughspecincinlemctiozl！加diesvL甘enOtCOnductedfbrallmedicinalprodt）CtS，POpulation  
p丸和狐Okinedcanab・Sissholldnoem氾tOnV訂den濾Ipbm狐ki据dcso一也e払】lowing  
COnCOmiLantmedicina］prodtJCtS：aCeb・lsatic）・ljcacid，ACErinhibitors，beta－b7ockeTS，WeakCYP3A4  
inhibitors，diureticsandmedicationsfbrthetTeatmentOfdidbetes（sulbnylureasandmetLbrmin）．   

EfrecIsofl′ardena用or）OthermedicinaIDrOducLs   

¶l訂earenOdataontheinleractionofvaTdenafi）andnon－Spedncphosphodiesteraseinhibitorssuch  
那山印p桓皿mordip〉ポdamoIe．   

J乃Vれり∫仙（方ぞ∫ニ  

Nopo加hationo一山¢blodp偶m】0†e血ge脆cto一瓢blhg血ni加がycehn（0・4mかvas  

ObseⅣdwhenv訂dⅧ誼1（10mg）w那牒1、rmah・おYhgtimeht8n′ds（1hto24h）phorto山edoscor  

niけOgly血ina飢udyh18hea仙ymaIesu叫∝也．HoⅥ℃、・訂，tbereisnoinねmadonon仏6匹SSible  
potenLiationoftheh）POtenSiveefr転tsofnitratesbyvardenanlinpatients，andconcomitantuSeis  
therefbrecDn打aindicated（SeCSection4．3）．NosignificantinteractiorLSWereShownwhenwarfh  
（25mg），Whichisn）舶bolisedbyCYP2C9，Ordigoxin（0．375mg）wasco，adninisteredwith  

Vardenafil（20mg）．Therela血ebioavai1d）ilityofglibenclamide（3．5mg）wasnotaffbctedwhenco－  
admi壷terd扇血Y訂den濾1（之Omg）．Inaspeci鮎血ゆ，Whe代Vふden濾l（20m旦）wascか  
administeredwithslowreleaseniたdipine（30mgor60mg）hh）PerteTISivepatients，therewasan  

additiona）reductiononsupmesystoiicbJoodpressureof6mmHgandsupinediastolicbIoodpressu柁  
Or5mmHgac00mp餌idⅥ仙狐h仰山heanraほOr4bpm．   

WhenvardenaLil（20mg）andalcohol（meanmaximumb）DOda］cohollevelof73rng祀Ⅰ）weretaken  
together，l・arden濾1didnoIpotentiatetheeffktsofatcohoIonbloodpressureandheartrateandthe  
PhaTmaCOkineticsofvardenafil、、℃renOtal1eTed．   

VardenaLil（）Omg）didnotpotentiatetheincreaseinb）eedingtirnecausedbyacetylsalicylicacid  
（ZxSlmg）．   

4．石 P叩an亡y抑dla亡btion   

LEVITRAisnotindicatedfbrusebywomen．   

4．7 E伽son曲批ytodパYeandusemadimes   

AsdizdnessandabnormaJvisionhavebeenrepo－1edinclinicalbials“うthvardena札patientsshould  
beawareofhowtheyreacttoLEⅥTRA，beforedrivingoroperatingmachinery．   

4．8 Unde痍rablee恥cIs   

Over3750patienlshavereceivedLEVmuirLClinicaltrials・Theadversereactiomsweregenerally  
b一肌Sientandmildtomoderaleinnattm．ThemostcDⅡ皿On）yreportedadversedrugreact；ons  
OCCm旦in≧】0％orpatientsareh閃da止eandnushhg．   

ThefbllowLngadversereactionshavebeenreportedinclinical扇als：  
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BodySさ・Stem   VervCQmmOn  Commく〉n   UIl亡OmmOn   R＆re  

（≧10％）   （＞l％＜川％）   （＞軋1％＜1％）－  （＞0．01％＜  
軋1％）★   

Digestive  Dさ－SpepSla  

Nausea  

Ncn・OuSS）′Stem  Di乙乙iness  Hype正Onia   

Cardioヽ・aSCular  円ushing  H）・penenSion   H），pOt巳nSion  

S）rnCOPe   
Respiratory  ‡ulinilis  

Bodya5aⅥole  Headache  Photosensidviけ  

react10Tl  

Abr10mal＼TisiDn  

Urogenita】  Sp8Cialsenses  Erecti】e  

disbrbance   
＋Foradverser6aCtionsreporledin＜1％ofpatienls，Onlvthose、、’hjchwarrantspecialattention，  
becauseoftheirpossibleassociationwithseriousdiseasestatesorofoth巳mjseclinicalrelevance，and  
whichhal・ebefmrePC・rtedin＞2casesarelisled・   

Inaddition，tWOCaSeSOfprlapismhavebeenobservedinaPhaseIclinicalstudy、、仙40mg  
l甘dena61（如ice仏巳m血mumrecommendeddose）．   

lnastudyevaluahngl′isualfbnction＼再thtwicethemaximumrecommendeddoseofvaTdena札some  
pa血mtswerefhnd10haYemildand廿狐Sientimpa皿孤tOrCOIDurdis血mim山onin血eblue也reem  
rangeandinthepurp】erangeonehourafterdosing・ThesechangeshadimprovedbysixhotlrSandno  
changeswerepresentat24hours．TLem毎0rityofthesepatientshadnc・SubectiYe、′isua）symptoms．   

SedouscaTdiovasculare＼・entS，lnCludingcerebrovasculaThaemorThage，my∝ardialinfirction，Sudden  
caTdiacdea軋b・ansientischeamicatt鑑kandven扇culararrh、－thmiaha、rebeenreportedpostmaTketing  
intemporda錯OCiatiDnⅥ油節濾erme蛮ci旭pro血c乞in藍sc王恕S・   

4．9 0Yerdose   

lnslngledosevolunleersttldies，dosesup10andincluding80mgperdayweTetO）erated、Vithout  
e止ibitingserioじSadヽ・e円ereaClions．   

Whenヽ′ardena幻］wasadministeredinhigherdosesandmore丘equentlylhantherecornJnendeddosing  
regimen（40mgb．i■d・）casesofseverebackpainhavebeerLrepOrted－nis、VaSnOtaSSOCiatedwithany  
muscleornewologlCaltoxjc吋．   

1ncasesofoverdose，Standardsupportivemeasuresshouldbeadoptedasrequired・Renaldialysisis  
notexpecledtoacceleratecleaTanCe，aSVardenanlishighlyboundtoplasmaproteinsandnot  
sigmificanuyel血inatedin血eu血e・  

S． PllARMACOLOGICALPROPERTIES   

S．1 Phamacodynami亡PrOperties   

PhamacotheraPetlticgroup‥MedicinalprDductusedinerectiledysfbTICtion，ATCcode＝GO4BEO9   

Vardenanlisanora】therapyfbrtheimprovementoferectilef皿Ctioninmenwitherectiledysfunction－  
lnthenah】ralsettmg，l．e．＼、仙sextlaZstimulationitrestoresimpairederecti）en）nCtionbyincreaslng  
b】00dflow10山epenis．  
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PenileerectionisahaemodynamlCprOCeSS．D血gsexualstimulation，n血coxideisreleiaSed．Tt  
actiヽ・ateS血en巧Ⅶegu叫・lale巧・cIぉe，re餌1ti喝Inanincreぉed】e＼－elorq●clicguanosine  

monDphosphate（cGMP）in山e∽叩uSCa、・emOSum．misinmmres山tshsmoo山musclerelaxation，  
alloⅥri喝incr∈おβdinno、YOfbloodinto血epenis．nel∈、・etOrCGMPisreg山ald毎払era短Of  
svnthesisviaguany】atecyclaseandbytherateofdegradationviacGMPhydTOlyslng  
phospもodiesterases（PDEs）．   

VardenaLilisapotentandse）ectivcinhibitDrOrthecGMPspecificphosphodiestBraSetype5（PDE5）、  
themostprominentPDEinthehumanCOTpuSCaVe口10Sum・Varden濾IpolentlverLhancestheefrtctof  
endo苫enOuSn血icoxideinthe∝坤uscavemosumbyinhibiti∫唱PDE5・Whennibjcoxideisreleased  
inresponsetosemalstimul血ion，inhibitionofPDE5byvarden濾1resultsinincreasedc叩uS  
cavemosunlevelsofcGMP．Sexualstimula60nistherefbrerequiredfbrvaTdenan）toproduceits  
bene玩ial血empeulice打沈也．   

hvi（rostt）dieshaveshownthatvardenafilismorepotenlonPDE5thanonotherknolm  
phosphodiesterasesG＞15－fo］drelativetoPDE6，＞130，fo1drelativctoPDE），＞300－fbldrelativeto  
PDEll，and＞1000・fbldrelaliヽ・etOPDE2，PDE3，PDE4，PDE7，PDE8，PDE9andPDElO）．   

］napenileplesthysmography（RjgiScan）study，Vardenam20mgproducederectionsconsidered  

SufficientforpenetTatiorL（60％rigiditybyRjgiScan）insomemenasear）yas15minutesafterdosing．  
Theoveral］responseoftheses咄ectstovardenafilbecamestatisticallysigni負cant，COmparedto  
placd〉0，Z5minutesa爪erdosing．   

Vardenanlcausesmildandtransientd∝reaSeSinbloodpressuTeⅥ雨ch，inthetn由orityDfthecases，  
donottranslateintoclinicaIef泡cts．ThemBanmaXimumdecreasesinsuplneSyS101icbloodpressure  
払1lowmgZOmgand40mgY∬den濾h代ーい6・9mmHgunder20m豊山d－4．3mmHg皿der40mg  
OrVardean創，Whencomparedtoplacebo・neSeeffbctsareconsislenlwithdleVaSOdilaLoT）・efftctsof  
PDE5・inhibitorsandareprobablydtletOincreasedcGMPlevelsinvascularsmoothmtlSClecells．  

SinEleandmuttipleoraldosesofvarden嘘Iupto40m阜prOducednoclinicallyre］evaLItChan旦eSinthe  
ECGsornomalmalevolunteers．   

h仙erinわmationonclinjcdtdds   

lnclinicalstudiesvardenanlwasadministeredtoover3750menwiLherectileidys鈷nction（ED）aged  
18・S9years，manyOfwhomhadmultit）leco－mOrbidconditions．Over1630patientshal′ebeentreated  
ⅥithLEⅥTRAforsixmonthsorlongeT．Oflhese，OVer730haヽ′ebeentreatedfbroneyearOrlonger．  
Tbefo1lowingpatienlgroupswererepreserlted：elderly（22％），PatientswithhypertenSion（35％），  
diabetesmell血s（29％），ischaemiche鵬diseぉe弧dotherc訂diovぉcnlardiseぉes（7％），Chro血  
pulmonarydisease（5％），hyperlipidaemia（22％），depression（5％），radica）prostatectolny（9％）．ne  
fbllowin8 

． 

OtherCNSdiseases，patien（SWithsevereirenalorhepaticirz）Paiment，Pelvics町gery（except  
nerve－Sparingprostalectomy）or肋tmaorradiotherapyandhypoactivesexualdesireorpenile  
matomicdefbnniti∈Shavebeenperhmed．   

Acrossthepivotalthals，b・eatmentWithvarden濾1resultedimanimprovementoferectikR）nCtion  
compaTedtoplacebo．IntL巳SmaltnumberofpatientswhoattemptedintercourseuptofburtDnVe  
hol汀S漬erdosi喝山esuccessratefbrpene打ationa爪dmainten弧CeOrer∝tioれWa5COnSistently  

greale一山飢placebo．   

Innxeddosesttldiesinabroadpopulationofmenwitherecliledysfbnction，6S％（5mg），76％  
（10mg）andSO％（20mg）ofpatientsexperiencedsuccesshlpenetratiorLS（SEPZ）comparcdto49％  
onplacebooverathreemonthstudタperiod．nleabilitytomaintaintheerection（SEP3）inthisbroad  
EDpopu】ation、VaSgivenas53％（5mg），63％（10mg）and65％（20mg）comparedto29％on  
placebo．  
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Inpooleddata缶omthem句Orefficacybials，theproport10nOfpatientsexpenencmgsuccessnll  
Peneb’atiDnOnVardenam、、，eTeaSfbl】ows：pSyChogenicerecti）edys丘1nCtion（77－g7％），mixederectile  

dysfbnction（69－83％），Organicer∝ti］edysnmction（64－75％），e）derly（52－75％），ischaemicheart  

disease（7O－73％），hypedipideTr）ia（62・73％）、Chronicpulmonarydis早aSe（74・78％），depression  
（59－69％），and．patientsconcDmilazltlytreatedl、仙antihypertensil・eS（62－73％）．  

ln云clinicaltrialinpatientい＼仙diabetesme］hh）S，VaTdenamsignif3cant】ylmprOVeddleereCti）e  
hnctiondomainscore，theabilitvloDbtainandmaintainanerection）ongenoughfbrsuccess且Il  

intercDurSeandpenilehgidiりCOmPa［edtoplaceboatvaTdenamdosesoflOmgand20mg．  
responseratesfbrtheabilitytoDbtainandmaintainanerectionwas61％and49％on！Orngand64％ 
and54％on20mgvardenanlcomparedto36％and23％onplacebofbrpatientswhocompleledthree  
mon血s廿eatmeれt．   

lnaclinical扇alinpatientspost－PrOStateCtOmyPatienls，VaTdenafi】signi臼cantlyimprovedtheerecti】e  

f血ctiondomajnscoTe，theabilitytoobtaiJlandmainlainanerectionlongenoughfbrst）CCeSSnll  
intercourseandpeni）erigidib，COmp訂edtoplaceboatv訂denafildosesof10mgand20mg．11e  

responserates払rtheabjliけtOObtainandmaint血肌ereCtion、、，お47％卸d〕7％onlOmg肌d48％  
and34％on20mgvaTdenafilcompaTedto22％and10％onplacebofbrpatientswhocompletedthree  
mon血sb－eatment．   

Thesafttyandemcacyorvardenafilwasmaintainedin）ongtemstudies．   

S．ヱ Phama亡Okineti〔pr叩e托ies   

Abso叩tion   

Vardena京Iisr・apidlyabsorbed“仙maximumobservedp）asmaconcenb，ationsreachedinsom巳men  

asearlyas15minutesaReroralad血nisb，ation・However，9D％ofthetime，maXimurnplasma  
COnCen打ationsarereachedwithin30to120mirLuteS（median60minutes）oforaldosi喝inthefasted  
StateLThemeanabsoluteoralbioavajlabiIityis15％、ALteroraldosingofvardenafilAUCand  

increasealmostdc・SeprOpOrtiona】lyovertherecommendeddoseraJlge（5－20mg）．   

Vmen＼Ⅶdena缶Iistakenwithahighfhlmeal（containing57％fat），therateofabsorptionisreduced，  
withanincreaseinthemediant，n．XOflhourandameanreductioninC，mXOf20％．VardenafilAUCis  

notaffbctedtAneramealcontaining30％fht，therateandextentofabsorptionofvardenanl（し8X，Cmax  
aJldAUC）areunchangedcomparedtoadminisbLationunderfastingconditions．   

Distribution 

Themeansteadystatevo】umeofdis扇butionfbrvardenanlis208l，indicatingdisbibutionintothe  

tissues．Vardenamanditsm毎orcircu）atingmetabolite（Ml）arehighlyboundtop】asmaproleins  
（approximately95％forvardenamorM））．ForvardenanlaswellasMl，PrOteirLbindingis  
independentorlotaldrtlgCOnCentrations．   

Basedonmeasurementsofvardena幻）insernenofhealthysu叫ects90minutesanerdosing，nOtmOre  
thanO．00012％oftheadministereddosemayappearin山esemenofpatients．   

Melabolism   

Vardenafilismetabo）isedpredominantlybyhepaticmetabolismviacy10ChromeP450（CYP）isofbrm  
3A4withsomecontTjb11tion丘omCYP3A5andCYP2CisofbTTnS．   

Inhurnanstheonemqjorcirculatingmetabolite（Ml）results丘omdesethylationofvardenahlandis  

subjecltofurthermetabo】ismwithap！asmaeliminationhalfliftofapproximatelv4hDurS＿Partsof  
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Mlareinthefbrmof仏eglucurorLideinsystemiccirculation．MetabolileMIshoヽYSa  
phosphodiesteraseselectiヽ叫′prOmeSirnilartovardenamaLtdani77Vi（ropotencyfor  
phosphodiesteraseblpe50fapproximately28％compaTedtoYaTdenanLresultinginanefhcac）・  
con打ibudomorabout7％．  

Eli血tbn   

乃gわねJわ㊥dg∬∽αオv∬血qβJ毎夕別功涙班α′6〟血〟Jαm血Jん村村之げ呼√叫  
み∫毎〝几4β訂伊川J血加ゐか血〝，γ〝血吋iJkα（y蝕dぉ〝融αム伽グgゐ〝正冊〝ゆ山蕗ピ  
ル闇両町血相ゆ明朗‰卯如血緑血相血中血厄諭餓門血血相里血  

r如r叫ヱイ％q「鵬“血血如αdJの4   

phmacokhdicsinspecialpati∈ntmu関   

Hepat）CCleNanCeOrVardenanlinheaJthyelderl）・1・0）unleers（65yeaTSaJldoveT）wasreducedas  
COmparedtohea］thy）′OungeTVOluntecrs（18－45years）．Onaverageelderlymaleshada52％higher  
AUC，anda34％higherCmaxthaTlyOungerma）es（SeeSection4．乏）．   

Renal血相f罰ci印CY  

lnvohmteersⅥ仙mildtomoderaterenalimpairment（Creatininec）earanCe30－80mUmin），the  

phm∝氾bnedcsorv訂dm濾1we陀S血ilarto血融OranOmalrendhn血oncon廿Ol伊Oup．In  
l・01unteerswithsevererenaIinlPairmcnt（Crealininec）eannce＜30ml血in）theneanAUCwas  
increasedby21％andtherneanCmaxdecreasedby23％，COmParedtovolunleersⅥjthnorenal  
impament．Nostatistical］ysigni負cant00rTelationwasobservedbetwecncreatinineclearanceand  
Vardenafilexposure（AUCandC，bJ（seeSecbon4・2）・Vardena鱒Iphamacokineticshavenotbee  
ふ壷山叩adenlsrequ血1gdiaIysis（s餌S出iom4．3）．  

Hepaticinsu爪ciencY  

Inpatientsl、うthmi］dlottlOdeTatChepadcimpainnent（Child－PtlghAandB），thec】eamnceof  
VardenafilwasreducedinproportlOntOlhedegreeofhepaticimpaument・1npatientswithmildhepatic  
血p由mmt（仇il踊喝hA），血eヮ甜Å∝mdC仰山∽胱d17％弧d2ユ％ー印面vely，00叫瓶d  

tohealthycontroIsubjects．hpatlentSwithmoderateimpairment（Chi）d－PughB），thememAUCand  
C，，，Xincreased160％and133％respec也vely，COmparedtohealthycontroIsuuccts（seeSection4．2）．  
Thepharmacokineticsofvardenaminpatients“べthseverelyimpairedhepaticn皿Ction（Child－PughC）  
haYenOtb∝nS餌did（s餌S∝tion4．3）、   

S．3 Predhi⊂山5a俺けdata   

Preclinicaldatarevealnospecialhazardfbrhumansbasedonconventiona）studiesofsaftb・・  
PharmacoIogy，rePeateddosetoxicity，genOtOXicity，CaTCinpgenicpotential，tOXicitytoreproduction．  

6． PnARMACEtmCALPART］CULARS   

6．1 Listo†e工Cipients   

Tabletcore：  

CrospoYidonち  

MagnesiumSle訂at巳，  

Microcり′StallinecellⅥlose，  

SilicちCOlIoidalanh）・dro隠   

Filmcoat：  

Macro邑O1400，   
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H）－prOm∈l】osち   

Tit弧iumdio這de（E171），   

Fe汀icoxideさ・ello＼＼一匹】72），   

アe汀icoxidered（モ172）   

‘．2Imcomp血tibilities  

Notapplicab】e＿  

占．3 She】rlik  

3years  

6．4 Specialprecautionsfbrstorage  

Nospecidprecautionsfbrsto帽Ee・   

・6．S Natureandcontentso†container  

PP／Aluminiunfbilblistersincartonsof2，4，8and12tablets．  

Notallpacksizesmaybem訂keted・  

6．6Instn托Ijons†orusea皿dhandliれg  

NospecialrequlrementS，  

7． MARKET！NGAUTHORISAT10NHOLI）ER   

Ba〉rerAG，  

D－51368Leverkusen，  
Germany 

8． MARKETINGAUTHORISATIONNUMBER（S）  

9． DATEOFFIRSTAUTHORISATIONIRENEWALOFTHEAtJTHORISATION  

10． DATEOFREVISIONOFTHETEXT  
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l． NAMEOFTHEMEDICINALPRODUCT   

LEVITRA2Dmgfilm－COatedtablets  

2． QUALITATIVEANDQtJANTITATiVECOMPOSITION   

Eachtablet00雨ains20mgヽ甘den正1（ぉhydrochlodde扇h）心ate）   

Forexc】p】enls，See6．l．  

3． PHARMACEUTICALFORM  

Film－COatedtat）let   

Orar嶋erOundtabletsmaTkedwiththeBAYER－CrOSSOnOneSideand20ontheotherside．  

4． CLINICALPARTICt］LARS   

4．1 Therapeuti⊂indi亡且如ns   

Treatmentofere｝Cti】edyshnction，WhichistheinabilitytOaChieveormaintainapeniIeerection  
Su爪cienlfbrsatisねctoヮsexualpe血m卿Ce．   

lnorderfbrLEVITRÅtobee鮎ctive，SeXuaJstimtJ）ationisrequired．   

LEVrTRAISnOtindicatedfbrusebywomen．   

4．2 Poso）ogyaELdmethodofadministration   

Orall】Se．  

Adl】ltmen   

ThBreCOmmendeddoseislOmgtakenasncededapproximately25to60minutesbefbresexuaI 
activity・BasedonefRcacyandtolerabilitythedosemFybeincreasedto20mgordecreasedto5mg・  

Themaximumrecommendeddoseis20mg・ThemaxlmumreCOmmendeddosing丘・equencylSOnCe  
perday．LEVITRAcanbelakenwithorwithoutfbod．Theonsetofactivib・maybede［ayediftaken  
Withahighfhtmeal（seeSection5．2）．   

ElddYm印   

SincevardenaLilclearanceisreducedineldeT）ypatients（seeSecdorL5・2）anrstdoseof5mgshould  
beused・Bascdonefncacyandtolerabilitythedosemaybe＝increasedtolOmgand20mg．   

Childrenandadolescents  

LEVITRAisnotindicatedforindivi血alsbeIow18yeaTSOfage．   

UseiT川ali帥bw血impai陀dh印aticnmction   

AstaJlingdoseof5mgshou］dbecorLSideredinpatientswithmildandmoderatehepaticimpalrment  
（Child－PughA・B）・Basedontolerabilityande爪cacy，thedosemaybeincrE：aSedtolOmgandthen  
20mg（seesection5．之）．  
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UseinDatientsⅥ・仙imt）air∈drenalhncl主Dn   

Nodosageaヰiustmentisrequiredinpatientsutithmildtomod巳Taterenalimpaiment．   

1npatieTttS、、血severer8nalimpairmenl（creatininecleaTanCe＜30ml／min），aStartingdoseqf5mg  
ShouJdbeconsidered・Basedontokrabilitvand巳fncacythedosemaybeincreasedlo10mgand  
ヱOmg．   

帥usinEO血訂medjcinalDr8ducts   

Whenusedincombirtation＼liththeCYP3A4inhibi10rerythrc・myCin，thedoseofvarden濾1should  
no【exced5mg（see駈dion4．5）．   

ヰ．3 CoIlけ扇ndicalioれS   

Thecoadministrationofvardenanl、、jthnib－ateSOrnitricoxidedonors（suchasamylni山e）inany  
わmiscont柑i血icatd（se巳Sec血n4．5aれd5．1）．  

Agentsfbrthe鹿abentoferectiIedysnlnC血nshouldgeneralrynotbeusedinmenfbr、VhoSeXual  

activityisinadvisabk（e・g・Patientswithseve？CardiDVaSCulardisorderssuchasunstableanglnaOr  

SeVereCardiacfailt）reDJewYorkHeaTtAssocla6onl11DrIV】）．   

TksaたけOrV訂d抑止1hasnotbeen鑓udiedin山efb1lol血gmb－gmupSOrpatienb肌ditsu㌍is  

thereforecontraindicateduntilfurtherinfbTTnationisavailable‥SeVerehepaticimpairment（Child－Pugh  
C），endstagerenaldiseaserequiringdiab；Sis，h）rPOtenSion（b！cH3dpresstue鶉0／50mmHg），reCent  
historyofstrokeormyocaTdialinfarction（l、仙irLthelast6months），unStableanginaandknoヽrn  
hereditaTyretinaldegenerativedisorderssuchasretinitlSPigmentosa．   

Concomitantuseofvardenan］withpotentCYP3A4inhibitors（ritonavir，indinavir，ketoconazDleand  
itTaCOnaZOle（ora）fbrm））iscon廿aindicaledinmenolderthan75years．   

HypeirSenSitlVltytOVardenanlortoanyofthee丈cipientsL   

4．4 Sp∝ialⅥ・arnlngS弧dsp∝iaIprecautionshrl】托   

Amedicalhjstoryandphysicalexaminationshouldbeundertakentodiagnoseerecti）edvsfhnctionand  
deterninepotentiaJtmderlymgCauSeS，befbrepharmacologlCaltreatmentisconsidered．   

PhortoinitiatmganytreabnentfbrerectiI巳dysfhnction，physiciaJtSShouldconsiderdleCardiovascular  
StatuSOftheirpatients，Sincethereisadegreeo［cardiacriskassociatedwithsemalactivib／（see  
Secdon4．3）．VaTdeT）afilhasvasodilatorproperties，reSultinginmildandb・ansientdecTeaSeSinblood  

P托SS町e（seeSection5．1）．   

AgentsfbrthetreahentoferectiledysfunctionshouldbeusedwithcautioninpatientsⅥ仙  
ratDmicaldehrmadonofthepenis（suchasangulation，CaVernOSa）nbrosisorPe）TOnie’sdiseas巳）， 

】npatientswhロhaveconditionswhichmaypredisposethemtopdapism（stnhassicklecelIanaemia，  
mu抽plem）relomaorle止aemia）．   

ThesafebTandefficacyofcombinationsofvaTdenanlwith0therbTeab－entSfbreTeCtiledyshnction  
havenotbeenshdied．TherefbTethe11SeOfsuchcombinationsisnotrecommended．   

TheconcomitantuseofvarderLafil、、■i山alpha－b）ockersmayleadtosymptornatich）POtenSioninso  

Patjenls・UnlilfurtherinfbT7nationisavailab】e；theconcomitantuseofvardenanlandalpha－blockersis  
notrecolnmended．  
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Concomitantuseofvarden慮IwithpotentCYP3A4irLhibitors（dtona、＊，indinavir，itraconazD）eand  
ketocon眉ヱ乃Ie（∬dhm））sh皿Idbea＼・Oidedasヽ・eけhighpla弧a00nC孤灯ahonsorヽ・訂den濾l封℃  

re紙hed首血edmgsa代印mbined（s比S∝don4．5狐d4．3）．   

Vardenafildosea句ustmentmightbenecessaryiftheCYP3A4inhibitors，er）血mycin，lSgl＼′en  
COnCOmit孤dy（㌍宅S∝bon4．5adSedon4．2）．   

Concomitantintakeofgrapenuitjuiceisexp∝tedtoincreasetheplasmaconcentrationsofヽ′adenafil，  
侮∞mもina扇onshouldbea＼′Oided（s鞋S∝裏on4．5）．   

VardenafilhasnotbeenstudiedinpatientsⅥithspinalc8rdinjuTyOrOtherCNSdisease，hypDaCtive  
se肌ddesi托皿dinpatientswhohaveund8唱Onepelvicsu唱eけ（exc叩Inen椅一叩a血8  
pmstat∝tOmy），匹lvic廿aumao一指db山訂ap）・．   

血豆J和訳udi∈SWi山hum肌pl雨el田Shdicat¢山atvad印a茄Ihasno弧hag弼atOrye脆donilsDヽl叫  
butathigh（super一也erapeutic）concentrationsvaTden嘘Ipotentiatestheantiaggregaloryeffbctofthe  
山扇co這dedonorsdiumnlb・叩m∬ide．InbⅥmam，ヽ■a山肌癒Ihadnoe餓氾tOnbledhgl血ealoneo一  
山∽mbina血wi血ac叫1salicyclicadd（弼蹴don4・5）・m椚knos娩吋inbmation亘Iableon  
theadminis加山c．nofvarde・nafil10PatientswithbleedingdisordersoractivepepticuLceratlOn．  
Thereforevardenafilshouldbeadministeredtothesepaticntsonb，aAercarehlbenefiトrisk  
ms5汀nent．   

45 htera鵬onwi仙oth亡rmedidndprodu亡也鍋do仙打払mso†ihteradon   

E蝕ほOrO仏訂medicinalprducbonvadem疏l   

血vf什0∫血de∫ご   

Vardenamismetabo！isedpredominandybyhepaticenz）TmeSViacytochrom¢P450（CYP）lSOfbrm  
3A4，withsomecon扇bution丘omCYP3A5andCYP2Cisofbrms．TheTefbre，inhibitorsofthese  

isoen勾Ⅷ防m町rd眠eY訂d6namC】e訂anCe．   

血豆l昭∫仙（ガg∫ご   

Co－adminisb’ationoftheHIVproteuinhibitorindinavir（SOOmgt．i．d．），apOtentCYP3A4inhibitor，  
withYardenam（10mg）restlltedina16－fbldincreaseinvardenafi）AUCanda7－fbldincreasein  
vardenamC，．nX．AtZ4hovs，theplasmalevelsofvardenafilhadfhllentoapproximateb，4％ofthe  
m批imumvad甜aⅢplamaIどVel（G．〕（s比Section4．4）．   

Co－adminisb・ationofketoconazole（200mg），apOtentCYP3A4inhibitoT，WithvardenafiI（5mg）  
resultedinalO－fo1dincreaseinvardenamAUCanda4一応IdincreaseinvardenanlC，，献（seeSection  
4．4）、   

AlthouBhspecificinteractionstudjeshavenotbeenconducted，theconcomitantuseofotherpotent  
CYP3A4inhibitDrS（suchasitraconazoleorhtonavir）canbeexpectedtoproducevaTdenaLilplasma  
levelscomparabletothose；PrOducedbyketoconazDleandindinavir．ConcomilarLtuSeOfvardenafil  
扇thpotentCYP3A4inhibitors（htonav汀，indinavir，血aconazoleandketoconazoIe（oralfoTm））  
止ouldbeavoidd（s∝S∝血n4．4）．   

Co－admirListrationofenTthromycin（500mgt．i．d．），aCYP3A4inhibitor，Withvardenam（5mg）  
resultedina4・fbldincreLaSeinvaTdenamAUCanda3－fbldincreaseinCmax．Whenusedin  
COmbinalionwith叩舟romycin，Vardenafi）doseadjustmentmightbenecessary（secSection4＿2and  
Section4．4）．Cimetidine（400mgb．i・d．），anOn－SpeCificc）rtOCtVOmeP450inhibitor，hadnoeffbcton  
Varden濾IAUCandCm8XWhenco－administeredwithvardenafil（20mg）tohea）thyvolunteerS．  
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Grape打uitjuicebeinga、VeakinhibitorofCYP3A4gut、Ⅴal）metabolism，maygl、一ehsetomodest  
increasesinpIasmalel7elsorv訂den濾l（seeSection4・4）・   

Thephamacokineticsofvardenafil（20mg）、、・asnOtafrtctedbyco－adminish’ationwithdle  
H2LantagOnistraniddine（150－mg－bri－d・），digoxin，、、「aTfhJin，g）ibenclamide，a）cohol（me 

． 

h）7droxide）．   

Althoughspeciricinteractionstudieswer巳nOtCOnductedfbra11medicinalproducts，pOpulation  
phamacokineticanalysisshowednoeffictonvardenafilphaTmaCOkineticsofthefbllo“rlng  
concomitantmedicinalproducts：aCeけIsalicvlicacid，ACE－inhibitors，beta－b）ockers，WeakCYP3A4  

inhibitoTS，diureticsandmedicationsfbrthetreatmentofdiabeles（sulfbnylureasandmetformin）．   

辿：n濾lonc仙亡rIpCdic川alrp九cts   

TherearenodataontheinleractionofvaTdena重1andnon－SpCCiLicphosphodjesteraseinhibitorssuch  
astheophyllineordipyridamo！e．   

J〃V≠vo∫血de∫ご  

Nopotentiationofthebloodpressureloweringefftctofsublingt）alnib－oglycerin（OL4mg）was  
Observedwher）Vardenafil（10mg）ll・aSgivenatvaryirLgtimeintervals（1hto24h）priDrtOthedoseof  

nib－Oglyce血inastudyin18heallhyma］esubjects・However，thereisnoinfbrmationonthepossible  
polenbatiDnOftheh）pOtenSiveefftctsofnitratesbyvardenaLilinpatients，andconcomitantuseis  
therefbrecon打aindicated（seeSection4．3）．Nosigni茄cantinteractionswereshowIWhenw血in  

（25mg），WhichismetabolisedbyCYP2C9，Ordigoxin（0－375mg）wasco－administeredwlth  
vardenam（20mg）．TT）ere王ativebioavai】abilityofglibenc！amide（3・5mg）wasr．otaLhctedwhenco－  
administeTedwithvarden戎1（20mg）．Inaspecincstudy，WherevarderLafil（20m旦）wasco－  
administeredvrjthslowreleaseniftdipine（30mgor6Dmg）inhypeztensivepatients，therewasan  

add主tionalreductiononsupinesystolicbloodpressureof6mrnHgandsupinediastolicbloodpressure  
of5mmHgaccompaniedwithanincreaseinheartrateof4bpm．   

WhenvaTdenaf71（20mg）andalcohol（meanmaximumb］ooda】cohol】evelor73mg〟l）weretaken  
loge山訂，VardenaLildidnotpotentiatetheef‡玩tsofa】coholonbloodpressureandheartrateandthe  
Phmacokineticsor、Ⅶden三石l、γerenOtalter由・   

VardenaⅢ（）Orng）didnotpot巳ntiatetheincreaseinbleedingtimecausedbyaceq，1salicylicacid  
（2x8lmg）．   

4．6 PregnancyandIa⊂talion   

LEVITRAisrLOtindicatedfbrusebywomen．   

4．7 Efftdsonabilitytodriveandusema⊂hines   

Asdizzinessandabnorma］visionhal′ebeenreportedinclinical扇alswithvardenafil，patientsshould  
beal＼甘eOfhowtheyreac＝oLEVITRA，befbredrivingoroperatingmachinery・   

ヰ．8 Undesijrablee汀ects   

Over3750patientshavereceivedLEVITRAinclinicaltrialsrThead、・erSereaCtionsweregenerally  
transientandmi］dtomoderateinrLattue．Themostcommonlyreporledadversedrugreactions  
occlmngIn≧10％orpabentsareheadacbe抑df】ushing．   

ThefbllowlngadYerS巳reaCtionshavebeenreportedinclinicalthals：  
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さodyS）rS比m   VeI了ColnmOn  Common   Un亡OmmOn   Rar亡  

（≧1tI％）   （＞l％＜川％）   （＞0．1％＜1％）－  （＞0．01％＜  
0．1％）▲   

Digestive  Dysp印Sia  

Nausea  

NervousSyst占m  Diz云ness  Hype正Onia   

C訂dioヽrおCtユIar  円ushir唱  H）pe止ension   H），pOtemSion  

S叩COpら   

Respirato巧・  Nlimids  

BodvasaⅥ職01e  Headache  Pbotosensitilう吋  

react10n  

Specia】senses  Abnomdvision  

Urogmit由  Er8Ctile  

disbrbance   

■Forad＼・ersereaCtionsreportedin＜l％ofpatients，OnlythosewhichwarTanlspecia）attention，  
becauseoftheirpossibIeassociationwi山seriousdiseasestatesorofothen＼iseclinicalreIevance，and  
Ⅵ・hichhavebc8nrepO正din＞2casesa陀1isted．   

Inaddilion，tWOCaSeSOfpriapismhavebeenobserl・edinaPhaseIclinicaJstudy＼ヽ・ith40m皇  
ヽⅦdenanl（hrice也emaximumr∝Ommendeddosc）．   

Inasbdyeva）uatingvisua］nlnCtionwithtwicethe皿aXimumrecommendeddoseofvardena札some  
patientswcrefbundtohavemildandb・anSientimpamentofcDlourdiscriminationinthcblue也reen  
range皿din血epuらIer弧geOnehour亜erdosing．nesらCh弧g¢Sbad血provedbysixhoⅥrSa皿dno  
Changeswerepresenlat24hours．nemqiontyofthesepatientshadnosu句pctivevisualsymptoms．   

Seriouscardiovascularevents，inc］udingcerebrovascularhaemorrhage，myOCardialinhrcbon，Sudden  
Cardiacdeath・tTanSientischeLamicattackandvenbiculararTh〉・tlmiahavebeenreportedpostmarkeling  
inヒmpor墟鮎沖CiationⅥ油ano仏erm由icindprodu銃in血isclass．   

4．9 0ヽ・erdl）Se   

Inslng】edosevolunte6rStudies，dosesup10andincludin且SOmgperdaywereto）eratedwithouL  
exhibitingseriousadversereactions．   

WもenvardenanlwasadministeredinhigherdosesaJtdmore丘equentlythanLherecommendeddosing  
r喝imen（40tngb・i・d・）casesofseverebackpainhavebeenreported・Thiswasnotassociate4withany  
m鮎C160rneurO】ogica＝oxjcity．   

lncascsofoverdose，StandaTdsupportivemeastqesshouldbeadoptedasrequired．Renaldialysisis  
notexpectedtoacceleratccleaTanCe，aSVardenafilishighlybotlndtoplasmaproteinsarLdnot  
Signi茄cantlyelimhaledin血6血ne．  

5． PHARMACOLOGICAIJPROPERTIES   

S．1 PbamacodynamicpropeHies   

Phamacotherapevticgroup：MeidicinalproductusedinerectiledyshctiDn，ATCcode：GO4BEO9   

Vardenamisanoraltherapyfbrtheimproveme；ntOferectiIenmctioninmen、Vitherectiledyshnction．  
Jnthenaturalsettln旦，iLe・Withsexualstimu］ationitrestoresimpairederec扇ehnctionbyincreaslng  
blDOdnowto仏6penis、  

24  

P84   



Peni】eerectic・nisahaemodtrnamicpTOCeSS．Dtiringsexualshmulation，nitricoxideisreleased．II  

証hv融es仏e肌ちⅦegU弧さ・late町C】ぉe，re餌Ⅰ血生m諷h∽おedlelrelofcヽ′Clicgu皿OShe  
monDphosphat巳（cGMP）h血相叩皿Ca、・emOSum．misin血mresuhsinsmoo血mu比1ereIaxation，  

dIoⅥ・h呈hc汚aSed山口oworbloodintD仙ep印k．nelevelorcGMPisregul出d毎払e招kor  
甲血esisviaguan）・latec）′Ck駅＝mdbytherateordegradationviacGMPhydm】ysing  
Phosphodiesterases（PDEs）・  

Vardenamisa 

． 

endogenousnlb，icoxideinthecorpuscavemosumb），inhibitingPDE5－VmennibLicoxideisreleased  

jnl℃SpOnSetOSeXmlsdmula血叫inhbitionorPDE5byv訂血n戎】陀mltshh訂eおed∽甲uS  
ca＼′emOSumlel・elsofcGMP．SeualstimuJationistherefbTerequiredfbrvardenafiltoprt）dLneits  
b巳neficial山erap飢bce駄c旭．   

hvi（rostudieshaヽ′eSholⅥ1thatvardenanlismorepoten10nPDE5thanonolherknovm  

phosphodiesterases（＞15－fbldrelativeloPDE6，＞130－fo1drelativetoPDEl，＞300－fbldrelativctc．  
PDEll，and＞lOOO－fbldre】ativetoPDE2，PDE3，PDE4，PDE7，PDE8，PDE9andPDEID）．  

hapenilepledysm？graPhy（鮎giScan）study，VaTdenam20mgproducederectionsconsidered  

Su爪ci耐蝕匹ne離山On（60％hgidiけ吋鮎giSc袖）h＝氾mem㌣粥ea巾闇15minutes血rdo血g・  

TheoveraIlresponseof山esestJbjectstovardenafi）becamestatlSt；ca】けsjgnificant、COmParedto  
placebo，封minutes水erdosing．  

Varden濾1caus？SmildandtTanSientdecreasesinbloodpressurewhich，intheTn如rityofthecases，  

・donotb・anSlatemtoclinicale駄cts・TbemeanmaximumdecreasesinsupmeE）・StOlicbloodpressure  
fbl）owing20mgand40mgvardenafilwere－6．9mmHgundeT20mgand－4．3mmHgtmder40mg  
OrV訂de弧札、、も印∽mp訂由bp】a∝b∴nes6e付託b訂e∞nSiskntwi仏也ev貼dilabγef転じbor  
PDE5－inhibitorsandareprobablvduetoincreasedcGMPlevelsinvasct）1arsmoothmusclecells．  

Sing7eand皿u】tip）eoraldosesorl，aTdenafilupto40mgproducednoclinicalbrreleYantChamgesinthe  
ECGsofnormalma】evolunteers，   

FurtherinLbrmationonclinicaltrials   

lnclinicalstud注esvardenafilwasad皿inisteredtoo、′er3750men、Vitherectiledysfhnction（ED）aged  
lS－％9years，manyOfvtrhomhadmu】tipIeco－mOrbidconditions・OveT1630patientshavebeentreated  

雨血LEⅥmbrsixmontkorlo相計OrlhesちOVer730haYeb耽n加ated払roneye訂Orlonger．  
Thefbl】owingpatientgroupswererepreserlted‥e）derly（22％），PatientswithhypertenSion（35％），  

diabetesmellihs（29％），ischaemicheartdiseaseandothercardiovasculardiseases（7％），Chronic  
pulmoparydisease（5％），hyperlipidaemia（22％），depression（5％），radicalprostatectomy（9％）・The  

fbl）owlnggrOuPSWerenOtWe11representedinclinical扇als：elderly（＞75years，2．4％），andpatieintS  
“仙certaincardiDVaSCularconditions（seeSection43）・Noclinicalstudiesinspinalcordinjuryor  
otherCNSdiseases，patientswithse、′ererenalorhepaticimpairment，pelvicsl喝er）・（except  
nerve－SpaTingpTOStalectomy）ortratmaorradiotherapyandhypoactivesexua】desireorpenile  
肌atOmicdefbmitieshavebe印p引玉汀med   

Acrossthepivotalthals，treatmentⅥ仙varden濾IresulLedinanimprovementoferectilefunction  
COmparedtoplacebo．】nthesmal）numberofpatientswhoa托emptedintercotlrSeuPtOfbtJrtOnve  
houTSafterdosingthesuccessratefbrpenetra“onaJldmaintenarLCeOferectionwasconsistently  
gr∈akr山肌pl肛ebo・   

InfixeddoseshdiesinabroadpopulationofmenwitherectiledyshlnChon，68％（5mg），76％  
（10mg）and80％（20mg）ofpadentsexperiencedst）CCeSSfblpenetrations（SEP2）comparedto49％  
OnPlaceboo＼・erathreemonthstudyperiDd．TLeabilitytomaintaintheeTeCtion（SEP3）inthisbroad  
EDpopu）ationwasgivenas53％（5mg），63％（10mg）and65％（20mg）comparedto29％on  
Placebo．  
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