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1. IME HA JEKAPCTBEHWA ITPOAVYKT MIpuAOItEHHE Kbts
Levitra 20 mg paspeweneaynorpebale L6 ]vs. 00,
JleruTpa 20 mg j y

690 [11.09.0%
2. KAYECTBEH 1 KOJIMYECTBEH CHCTAB

\

Bcesaxa Tabnerxa ceaspxa 20 mg vardenafil (kato hydrochloride trihydrate).
3a MOMOINMHAUTE CHCTABKH BHXKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA

Oumvapann TabaeTKy.

Kpsrim opamxeBH TableTKH, O3HAUeHM ¢ HampedeH Haamuc Bayer oT emsara
cTpana ¥ 20 oT Jpyrara cTpaHa.

4, KJIMHAYHHA JAHHHA

4.1 Mloxazanusa

Jledenne Ha epexraiHa MUCHYHKOHI, KOSTO C& W3pa3siea B HEBB3MOXKHOCT Jia Ce
TIOCTATHE WA HOAABPIKA SPEeKIHEA Ha IIeHHCA, HeoOXO[HMa 3a YCIIEIIEeH IIONOB
aKT.

3a ma Opxe edexTrBHA Levitra e He06X0AAMO CEKCYATHO CTHMYJHpAHE.

Levitra He e moKkazana 3a ynoTpeba OT JKEHH.

4,2 To3uposKka ¥ HA9HH HA OPUIOXEHAR
3a mepopansa yrnotpeda.

BE3pacTHH MEXE
IIpenopruBanata xo3a e 10 mg, mprera chopell Hy»XJIuTe IPHOMM3ATERHO 25 X0

60 MUHYTH OpefH CeKkcyalHa axkTHBHOCT. B®3 OCHOBA Ha e(dMKacHOCTTA H
IIOHOCHMOCTTA [I03aTa MOXe Ja ce HOBHINA A0 20 mg UM jJa ce HaMalH A0 5 mg.
MaxkcuMmanaata npenopbaBaHa jgosa ¢ 20 mg. IIpemoppuBamaTa MakcHMaHA
9ecTOTa Ha MPHIOKEHHE e elUH IFT AHEeRHO. Levitra Moxe fa ce mpHeMa ¢ Bl
6ez xpana. HauwamoTo Ha AeiicrBme Moxke Ja 6BAe 3abaBeHO, ako ce ImpHeMa C
XpaHa ¢ BUCOKO CHABPIKaHAS Ha Ma3HHHEHM (BIKTE ToUKa 5.2).

MBixe B HaupenHaa Bb3pacT

TeHi kxato KmEpHHCHT Ha vardenafil ¢ HaManeH IpH NauyeHTH B HaIpeJHaia
BBE3pact (BIKTe Touka 5.2), TpabBa Jia ce 3amo4pe ¢ HadaiHa J03a OT 5 mg.
Josata Moxe na 6be nosmmera 1o 10 mg u 20 mg BB3 0cHOBa Ha edEKacHOCTTA
H IIOHOCHMOCTTA.

Jena u monpacTRamu
Levitra He e moXa3aHa I[P JIMIA I07 18-ToHIIHA BB3PACT.




Ynotpeba py DaNMEHTH ¢ YBpPENEeHA 9epHOAPOOHa BYHKITHT

Hawansa mo3a oT 5 mg TpabBa fia ce mpmiara Ipy MalUeHTH C JIEKO H YMEPEHO
geponpobHo yRpexane (Child-Pugh A-B). Bb3 ocHoBa HA DOHOCHMOCTTIA H
e(HKaCHOCTTa /03aTa B IOCIEACTBHE Moxe Ia 6LHe moBmmena. MakcrManHaTa
Ipenopp4Bana 034 IIPH ODAUHECHTH ¢ yMepeHo depHoApobro yBpewxpawe (Child
Pugh B) e 10 mg (Bwxre Touxa 4.3 1 5.2).

Ynorpeba py NaNAeHTy ¢ yBpeaeHa Ox0peana dyaxriusg

He e meobxommMa KOpeKHA Ha JO3UPOBKATA HPH HAIMEHTH C JEKO A0 YMEPEHO
OBOpedHO yBpex)HaHe.

Ilpr nammesTH ¢ TexXko OBOpedHO yEpexIaHe (KpeaTHHHHOB KmuphHC < 30
ml/min) e Heo6X0MHMO Jla ce MPHIOKH HAJalHa Xo3a oT 5 mg. B3 ocHOBA Ha
DOHOCHMOCTTa H e(JHKACHOCTTA JIo3ata Moxe fa ObJe mopumeHa o 10 mg u 20
mg.

Ynotpeba npy DanuMeHTH, ynoTpeOaBanmy APYTH IEKapcTBa

Hozata Ha vardenafil He TpsOBa ma mpeBHImaBa 5 mg, KOTATO C€ M3MOJI3BA B
xombuuanys ¢ CYP 3 A4 maxurbuTopa eprTpoMuiuH (BIKTe TouKa 4.5).

4.3 IIpoTHBONOKAZAHNA

EmnospemennoTo mnpwioxenue Ha vardenafil ¢ HETparm mm nexapciea,
ocBoOOMKIaBaM a30Te€H OKCHA (KaTo amMMI HATPHT) NOX BCAKakea ¢opMa €
IPOTHBOMOKA3aHO (BEXKTe Touka 4.5 1 5.1).

JlexapcTBarta 32 neYeHHEE Ha epeKTHIHATA AUCOYHKIES [0 NPaBHIo He Tpsalea xa
C& H3II0JI3BAT IPH MBXKE, IIPH KOHTO HE CE NPENOpHYBA CEKCYalHA aKTHBHOCT
(EanpHEMep DamMeHTH C TEXXKH CHPIACIHO-CHICBH HApYIIEHHd, KaTo HecTalmiHa
CTCHOKapAMs WM TexkKa cppledHa HemocraTeaHocT [New York Heart
Association IIT s IV]).

Besonacroctra Ha vardenafil He e mpoyuBaHa IPH CICAHATE IPYIH HANHCHTH ¥
CNeZIOBAaTeNHG HeroBaTa ynorpeda € mpOTHBOIOKAa3aHa, HOKATO He ce IOIydYA
JOOBIHUTENTHA HEGOPMaIL: TexKa gepHOApobHa HenocrarsanocT (Child Pugh
(), xpaen cramgmii Ha Or0peuno 3afoiaBane, KOSTO Hajlara JHANHA3A, XATOTEHIHT
(xppBHO Hamarade < 90/50 mm Hg), anaMEeCTHIHE JaEHE 3a OpeKapaH CKOpo
HHCYJIT WM MHOKapieH mH(apkT (mpe3 mociemuurte 6 Mecela), HectabHimHa
CTEHOKApHHS U W3BECTHY BPOJICHH JereHepaTHRHY HapyIIeHHS Ha PETHHATA, KaTo
retinitis pigmentosa.

EnHoBpeMensara ymoTpeGa Ha vardenafil ¢ mMomun CYP 3A4 mExubmropH
KETOKOHA30JI B HTpaKoHa3ol (opamHa ¢opMa) € IpOTHBOIOKa3aHa IPH MEIKE HaJl
75 rommew.

EnnoBpeMerHoTO H3nmon3Bane Ha vardenafil ¢ HIV nipoTeassn HHXuUOHTOPH KaTo
PUTOHABApP M UHIWHABHpP € IPOTHBOIOKa3aHO, THH KAaTO Te€ ca MHOTO CHAHH
uaxubutopu Ha CYP3A4 (BuxTe T09Ka 4.5).

CepBxuyBcTRETENHOCT KBM vardenafil mim k6M HAKOA OT HOMOIMHHTE CHCTABKA.




4.4 CoenuajHp NpeSyNpeXAeHHS H CHCOHANHA HPEANA3HE MEPKH NpH
ynorpebda

Ilpeau 7ma ce 3amoume JICUCHHE ¢ NEKAPCTBOTO € HEOOXOMMMO Ia C& CHEME
agaMHe3a H Jia Ce H3BBPIIM KIMHAYEH IPETNEl, 3a Ja Ce JUArHOCTHOEpa
€PEKTHIHATA JECOYHKIOHA H C€ OIpPENeiT IOTCHUMANHATE NPHYAHM 34
3aboJsIBaneToO.

Ilpemn ma ce 3amoude JICYSHHE HA epeKTHIHA TUCHYHKIAS, TexapuTe TpsaOpa Aa
B3eME II0 BHEMAaHHE CHPACTIHO-CHIOBHS CTATYC HA TEXHHTE IAl@eHTH, ThH KaTo
HMa PHCK OT CTpaHA HA CEHPIET0, CBBP3aH CHC CEKCyalHATA aKTEBHOCT (BHKIE
touka 4.3). Vardenafil npurexasa cpropaslnupsaBamu cBOHCTBa, KOHTO BOOAT 10
JIEKO H OPEeXOZHO NOHIKABaHe Ha KPBBHOTO HanmsaraHe (BIDKTE Touka 5.1).
ITanpeHTH ¢ MeBOKaMepHa 00CTPYKIHS HA KPBBHUA TOK, HAUP. a0pTHA CT€HO03a H
HARONATHYHA xureprpodudna cyGaopTHa CTEHO3a, MOTAT Ha Ca TYBCTBHTEIHH
KbM JIEHCTBHETO Ha BasOAMNATATOPH, BKIIOYHTENHO (ocoIHecTEpasHH
UHXHOHTOPH THII 5.

JlexapcTBaTa 3a Je4eHHe Ha epeKTHIHA JUCOYHKIWA TpAGBa Oa CE H3MOI3BAT
BHMMATEIHO IIPH IaNWEHTH ¢ aHaTOMH9IHA fAedopMamusa Ha IeHHca (Kato
aHTyNanus, kapeprosHa ¢oubposa, wm Oonect Ha Peyronie), WM TIpH NanHeHTH,
KOHTO HMAT CBCTOSHUSA, IIPEAPasIoNaralid KbM NPHANH3EM (K210 CHPIOBHAHO-
KJIeThYHA AaHCMH, MyITHILIEH MUEIOM FITH JICBKEMH).

besomacHocTTa M epuracHocTTa Ha KomOrHanmara vardenafil ¢ apyro negerue Ha
EpeKTHIHATA AACPYHKIHS HE € mpoyusaHa. CIEAOBATEIHO HE C€ NpernopruBsa
H3TON3BAHETO Ha TAKHBA KOMOHHATAY.

EnsHoBpeMEHHOTO H3NON3BaEe Ha anda-6ioxepr ¥ vardenafil Moxe Jia fosexe 10
CHMNITOMATHYHA XHNOTEH3Ws TIpH HIKOM [AUHEHTH BCICICTBHE Ha
BA3OAMIATATOpHUTe e(EeKTH Ha JBeTe JeKapcTBa. EOHOBpEMEHHO NEYeHHE ¢
vardenafil TpaGBa ma 3ar0yHe caMo aKo IMANHEHTHT € CTAOHIUSHPaH ¢ IEICHHETO
c anda-6moxep. MakcumanmHata go3a vardenafil He Tps6ra ma mpeBmmasa 5 mg
npA Te3H nanuwerTH. OcBeH ToBa vardenafil He Tpa6sa ga ce mpuema a0 6 waca
cleZ npHeMa Ha anda-OIoKep, ¢ M3KIIOYeHHEe HA TaMCYJIOCHH, 32 KOHTO He e
HeoOXomuMa Tasu peAna3Ha MapKa (BuxTe Touka 4.5).

Ensoepemennara ynmorpeba Ha vardenafil ¢ Moman CYP3A4 upxubutopn xato
ATPaKoHA30]I ¥ KeTOKOHa30l (opamsa dopMa) TpaOBa fa ce u30ArBea, Thif KarTo ce
mONy9aBaT MHOIO BHCOKM TINasMeHH KOHIeHTparmuu Ha vardenafil, axo
JexapcTBaTa ce XoMOuHupaT (BIKTE Touka 4.5 i 4.3).

Moxe 1na Osme HeoOxomuMa KopeKHES Ha JHosara Ha vardenafil, axo
emHOBpeMeHH( ce npunara ¢ CYP3A4 uHXUOUTOPH, €PHTPOMHIIME (BHIXTE TOUKA
45mu42).

EnmEOBpeMEHHMAT IOpHEM HA COK OT rpedudpyT ce o9akpa Ja TIOBHIIH
IIa3MEeHHTe KOHIeHTpanuH Ha vardenafil. Kombunanusgra tpabsa na ce m3bgarsa
(BmxTe TOUKA 4.5).

Joxasano e, We eaHOoKparHara opamHa mo3a or 10 mg m 80 mg vardenafil
yoekasa QTc mETepBana choTBeTHO ¢ 8§ m 10 msec (Bukre Touka 5.1).
KnrxirgHoTO 3Ha4YeHMe HA TO3H (DAaKT He ¢ H3IBECTHO W He MOXE Nia Ce OTHECE 3a
BCHUKA TAI[HEHTH, IpY BCHYKH oOcrogrencrBa, THH KaTo 3aBHCH OT




HHAMBHITYATHATE PHCKOBH (aKTOpH X BE3IPHEMUMBOCTA B JafeH MOMEHT H IIPH
BCEKH OTHeNeH naimdeHT. Jlekapcrrara, Kouro ynbipkaeaT QTc muTepBana,
BKmoumTeNHO vardenafil, e maif-mo6pe na ce M30ATBAT NpH MAMEHTH ¢ PECKOBH
daxTOopH, HanpHAMEp: XMITOKAJMEMUA, BpOJEHO yA®ibkaBaHe Ha QT umTtepsai,
CHHOBPEMEHHO NPIIIOXKEHHEe Ha AHTHApUIMHYUHM JieKapcTBa Kiac la (Hamp.
XMHHIPH 4 NpoKanHaMux), wid xiac 111 (ganp. aMmonapor u coTanomn).

He e mpoydsaHO mpmmoxenuero Ha vardenafil npu mammenTts ¢ yspexmane Ha
rpeOHagEns cThN6 Wi npyr# Oomectu Ha IJHC, momwmxkeno mmbumo @ mpH
DaUUeHTH, OpeTHPIIEIM Omepalid Ha Taza (¢ H3KIOYCHHE Ha [Iajdima HepBa
TIPOCTaTeKTOMHL), TpaBMa Ha Ta3a ¥ IYeTepalHs.

In vitro TmpoydBaHHMATA ¢ YOBEMKH TpoMOOI®TH noxassar, de vardenafil nHe
OpUTEXaBa AHTHAIPEraruoHeH e(exT, HO TNpH BHCOKH KOHIECHTPANEA
(MHOTOKpaTHO  IpEBHWINABAIM  TepanesTHunHTe), vardenafil moTeEmEpa
ARTHATpeTranAOHHEAS €(exT Ha HaTPHEBHI HATPONPYCHI, JOHOD Ha a30TeH OKHC.
ITpu xopa vardenafil He Bige BEPXy BpeMeTo Ha KEpBEHE, CAMOCTOATEIIHO HIIH B
koMOHHAIMA ¢ AaHeTHICANMIIOBATAa KHcemmHa (Bmxkre Touka 4.5). HsmMa
HanW9Ha HHOOpManusd 3a Oe3omacHOCTTa clell Opunoxenue Ha vardenafil mpu
DAaN¥EeHTH C HApyDIeHWs B KpPBBOCKCHPBAHETO HIH aKTHBHA I3BeHAa OOJECT.
Caeposatenno vardenafil TpabBa na ce mpunara Ipy Te3d MAHEHTH CaMO CHET
BHAMATeJHa NPeLeHKa Ha OTHOIICHHETO NON3a/PHCK.

4.5 BzammoneficTere ¢ APYrA JeKADCTBEHH NPOAYKTH M APYrd ¢opMH Ha
B3amEMogeiicTBHA

Biwsasne Ha ApyTrH A€KapCTREHH OPOAYKTH BRpXY vardenafil

In vitro npoyuearus:

Vardenafil ce Metabonm3upa IpeEMHO 9pe3 IepHOAPOOHATE CH3UMHE IHTOXPOM
P450 (CYP) msodopmMa 3A4, ¢ usBecTeH mpueOC Ha usobopmure CYP3AS m
CYP2C. CrnepmopareHO WHXHOWTOpHTe Ha Te3H CH3WME MOTaT Ja HaMaJiT
KmapeaEca Ha vardenafil.

Invivo npoy4sanus:

EnsoBpeMerHOTO npmioxkerre Ha HIV DpoTeasHHAT WHXVOHTOP HHAHHABYD
(800 mg Tpu neTH AHEBHO), MoieH CYP3 A4 muxuburop, ¢ vardenafil (10 mg), e
IoBeno o 16~kpateo moBHmasane Ha vardenafil AUC u 7-kpaTHO IOBHIIABAHE B
Cmax Ha vardenafil. Ha 24-tuga gac mnasMenuTte HuBa Ha vardenafil ca monmxeHu
npubIH3ATeNHO 4% OT MAKCHMAIHOTO MAa3MeHo Hueo Ha vardenafil (Chay).
EnnoBpemenHOTO TpHIOKeHHe Ha vardenafil ¢ puromaemp (600 mg mBa nETH
JIHEBHO) BOAH J0 13-KpatHO moBHIDaBawe Ha (. Ha vardenafil m 49-xpatHo
noBumasage Ha AUCpp4 ma vardenafil, xorato ce mpmnara eHOBPEMEHHO C
vardenafil 5 mg. BsammozelicTBHeto € IochencTBEe Ha ONOKHpaHeTO Ha
qepHOApoOHA MeTaboNu3sM Ha Levitra oT puToHaBHp, BucoKoaktuBeH CYP3A4
rEXAOHTOD, XKoitTo chmo paxuOHpa CYP2CYO. PuToHABHD 3HAYMTEIHO YALIDKABA
eJTAMAHAITMOREH Oy ¥ MBOT Ha Levitra o 25,7 gaca (suoxre Touxa 4.3).
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EnnospeMeEHOTO mpHIOXeHHEe Ha keroxonasol (200 mg), momen CYP3A4
HHXHOHTOP, ¢ vardenafil (5 mg) e Aogeno xo 10-kpatHo mosumasane Ha AUC na
vardenafil ¥ 4-xparHo moBHmMaBane Ha Cnpax Ha vardenafil (Bmxre Touxa 4.4).
Beopeks dYe coenmbyYHEE NPOYUYBAHHSI BEPXY B3aHMOACHCTBHETO He ca
MPOBEEHH, IPH €AHOBPEMEHHOTO U3II03BaHe Ha MomEr CYP3A4 mnxuburopu
(XaTo WTpaKoHA30JI) MOXE Jia Ce OYaKBa IIOJyJaBaHE HA IUIa3MEHH HHBA Ha
vardenafil, cpaBEAME ¢ Te3u, HomydYeHW ¢ KeTOKOHA30Il. EjpHOBpeMemHaTa
ymotpeba Ha vardenafil ¢ mommr CYP3A4 WHXUOHTOpE KaTO HTPAKOHA3ON H
KeTOKOHa30J1 (opamHa dopma) Tpabea fa ce u3barsa (Bmwxre Touxa 4,3 u 4,4). Ipa
BE3PACTHH MEKE Hay 75-TOAMIIHA BH3pacT €MHOBpPEMEeHHATO H3MON3Bahe Ha
vardenafil ¢ ETpakoHa207 HIH KETOKOHA30J] € NPOTHBOIOKA3aHO (BHIKTE TOUKA
4.3).

ETHOBPEMEHHOTO IPHNOKEHHE Ha epHTpoMHIHME (500 mg Tps IBIH OHEBHO),
momeH CYP3A4 paxuburop ¢ vardenafil (5 mg), ¢ moeemo mo 4—kpatno
noprmasade Ha AUC Ha vardenafil u 3-xpatHO nopHmasane B Cyax H5a vardenafil.
Korato ce m3mon3Ba B KOMOMHAaNWs ¢ epHTPOMHINH € HEOOXOXHMO X03aTa Ha
vardenafil na ce xoparupa (Bmxre Touka 4.2 u 4.4). Nemernmas (400 mg asa
I'BTH JHEBEO), HecnermdraeH DuToXpoM P450 mixuburop, HaMa BIUsSHEE BEPXY
AUC 1 Cpax na vardenafil, xorato ce npmnara eggoBpemerHo ¢ vardenafil (20
mg) IpH 3ApaBr X0OPOBOMITH.

CoxeT oT IpeindpyT, kato ciab maxuOHTOp Ha Merabomuama Ha CYP3A4 B
gpeBHATA CTE€Ha, MOJKE a JOREHE A0 YMEPeHO MOBHINABAHE Ha MAa3MeENTe HUBA
Ha vardenafil (smxTe To%Ka 4.4).

dapmaxoxuHeTHKaTa Ha vardenafil (20 mg) He ce NOBNHSIBa OT €AHOBPEMEHBOTO
npunoxenne ¢ H2-aprarommcra pamuTHpmH (150 mg npa meTE HHEBHO),
IMTOKCHE, BapdaprH, MNAOSHKIAMHT, alNKOXolN (CPelHO MAKCHMANHO AIKOXOJHO
CHABPXKAHME B KpbBTa oT 73 mg/dl) MM emHOKpaTHW HO3H OT AHTHAIU
(MarHE3AyM XUAPOKCHI/AITYMIEHIYM XHAPOKCHT).

Bropexn de crmenuduH¥HE NPOYYBaHUA BHPXY B3aHMOBCHCTBHETO HE ca OHIHM
IOpOBENEHM 32  BCHUKY  JIGKAPCTBEHH  LPOAYKTH,  IONYNAIHOHHEAST
dapMakoKHHETHYCH  aHalHW3  II0Ka3Ba  JMANICaTa Ha  BIMIHHEE  Ha
thapMaxoxuHeTrkara Ha vardenafil or cieppWTe JieKapcTBa IIPHETH CHBMECTHO:
anerancammnunoBa xucemmaa, ACE-ummbaTopu, Oera-6noxepn, cnabu CYP3A4
HHXAONTOPH, AHMypeTHIH H JIEKapcTRa 3a JiedeHuWe Ha amaber (cyndarmiypes n
MeTQOopMEH),

Bimsaune Ha vardenafil BEpXY JpYIATE TeKapCTBEHU HPOAYKTH

Hsva pmasmam  3a  B3amMomeiicTemero Ha vardenafil u  wecnenudmanu
tdochomuecrepasay HEXAOHTOPH KaTO TEOMHIMH HIH JATHPHIAMOIL.

In vivo npoyueanus:
B npoygsare Ha 18 3xpaBu foO6pOROIIM MBXe HE € Hab/HOJABAHO OTEHIUpAHe
Ha NOHHXABaNIHA e(eKkT BEPXY KPEBHOTO HANSTaHe Ha CYOIMHTBAIIHO NPUIOMXKEH
arTpormueprH (0,4 mg), xorato vardenafil (10 mg) e mprroxeH Ha PasAHIHA
uHTepBai OT Bpeme (or 1 7ac mo 24 waca) mnpexu Aa ce IIPHEME,. Hosara
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mpuTpornunepnH. Vardenafil 20 mg noreEmHpa XmmoTeHsHBHHA eekT Ha
cybnmuarsamams EaTpormEnepaH (0,4 mg), B3et 1 mm 4 waca ciex IPHIOKEHHETO
ma vardenafil npu 3ppasu mEma Ha cpegHa BB3pacT. He e HaGmopmaBan edext
BBPXYy KDPBBHOTO HAIMTAHE, KOraro HHUTPOTTHMIEPHH € npuer 24 daca ciex
OPHIIOKEHNETO Ha emHokpaTHa xosa vardenafil 20 mg. Hama wmudopmanus 3a
BB3MOIKHO NMOTEHIMPAHE HA XHIIOTCH3WBHATE eeKTH Ha HUTpaTuTe 0T vardenafil
OpH DOaOHeHTd W CHEJIOBATENHO  €JHOBPEMEHHOTO  HM3MIOJ3BaHE €
TIPOTHROIIOKa3aHO {BIDKTE Toukd 4.3).

Telt xaTo MomoNcucHHMETO C amnpa-OnoKep MOXKe Ha NPHIHHH H3Pa3eHO
TIOHIKARAHE HA KPHBHOTO HAllAraHe, CIEMHANHO OPTOCTATHIHA XHIIOTEHCHS H
CHHKOHI, IIPOBEfIEHH ca IpOydBaHWs BLEPXY B3amMopeicreHero ¢ vardenafil.
IlpoBemieHo ¢ mpoyysaHe IHIpH TANHEHTH C JoOpoKadecTReHa IIPOCTATHA
xanepmnasus (JIIX) ra crabuiiHa tepanud ¢ TaMCYJIOCHH MIH Tepa3ocHH. Tosa
IIpOy4BAHE HOKa3Ba, e Korato 5 mg vardenafil e mpmmoxxen npu craGumima
Tepal¥si C TaMCyHOCHH HAMA W3paseHH pasiuuid B edekTa BBPXY KPBBHOTO
HasraHe Mexny vardenafil m mmane6o. Korato 5 mg vardenafil e mpunoken
eMHOBPEMEHHO ¢ TEPa3OCHHOBA Tepammsi HIKOH IIANHCHTH HpPOSBSBAT
XMIIOTeHCHA. ToBa He ce MoABIBa, KOTaTo HEMa HETEPBAI 0T 6 9aca M&XAY IpHeMa
Ha vardenafil u Tepasocun. Crenosarenno vardenafil 5 mg Moxe Aa ce npunara
IO BCIKO BpPEMeE ¢ TaMCYJIOCHH, HO He TpAOBa Ja ce npHmara no-paso oT 6 daca
CIIeS IpHEM Ha TepasocHH. Vardenafil tpsalra fa ce mpuiara mIpu MarEeHTH CBC
crabunga Tepanus ¢ anpa-6mokepu u xozara oT 5 mg vardenafil me Tpabea ga ce
TpeBHINaBa (BKTe TouKa 4.4).

Hsma snaumTenHu B3amMopaeHcTBms, kxoraro Bapdapuu (25 mg), xoiito ce
Merobommsupa upez CYP2CY9, mwm murokcuH (0,375 mg) e DpHioxkeH
emHoBpemeHHO ¢ vardenafil (20 mg). OrEocHTenwara OHOHANMHUHOCT Ha
rambeHKIaMuy (3,5 mg) He ce IOBIMABA, KOTATO SHHOBPEMEHHO € TPHIIOKEH
vardenafil (20 mg). B cmemuuaro mpoydsaEe Ipd DAIMEHTH ¢ XHANEPTOHHS,
vardenafil (20 mg) e OpPHIOKEH €IHOBPEMEHHO C HHGEIWIME C YEBIDKEHO
ocsoboxasare (30 mg mwm 60 mg), yCTAHOREHO € HONBIHATENHO peXylupaHe
Ha CHCTOIHMYHOTO Hamsdrage B Hoko# ¢ 6 mmHg m aHacTONMYHOTO KPHBHO
HansATaHe B NoOKkoH ¢ 5 mmHg, upHapyXeHO OT NOBHINABAHS HA ChHpASUHATA
gecToTa ¢ 4 ymapa/mMuH.

Koraro vardenafil (20 mg) u amxkoxonm (cpemHO MAKCHMATHO AIKOXOJHO
cpabpikanre or 73 mg/dl) ce mpuemar 3aemHO, vardenafil He moTemmmpa
eeKTHTE Ha alKoxona BBPXY KPBBHOTO HallTaHE H CBHPHEEIHATA HECTOTa, A
dapMaxokurernkara Ha vardenafil we ce mpomers.

Vardenafil (10 mg) He nOTEHIMpa yALDKaBAaHE Ha BpPEMETO Ha KBDBEHE,
OIpHIEHEHO OT aleTHICANUITIIoBaTa KacenmuHa (2 x 81 mg).

4.6 bpeMeHHOCT H KbpMeHe
Levitra He € moxa3aga 3a ynorpeba oT KeHH.




B xmuEmYHEMTE npoydBamud ¢ vardenafil ca HaGmomaBaHH CBETOBBDPTEX H
HapyIIEHHA B 3pEHHETO, NallHeHTHTe TpsOBa Ja ca CHTYPHH KaK pearHpaT Ha

Levitra, npery na modupaTt Wik paboTsT ¢ MAITHHA.

4.8 He:kenauu peaknpu
IloBeue ot 9500 mamueHTH ca momygwui Levitra B KIMHWYHH IpOYyYBaHHUA.
HexenaguTe jlexapcTBeH peaklivd OOMKHOBEHO ca OHIIM NPEeXONHH H JIEKH AO
YMepeHH 10 CBoATAa ChIqHOCT. Hall-uecTo HOKNaiBaHuTEe HEXEIAHH JEKAPCTBEHH
peaKIuH, KOHTO ca ce mosBwm OpH > 10% oT mamuwentuTe ca riaBoboime H

3ayepBIBaHe.

CreaHuTe HeXelaHA Peakiiy ¢a JOKIaIBAHA B KIIHHHYHHE POy IBAHAL:

cicTeMA Muoro yectn HeeTH He yectn Peaxn
Oprax Kiac (=10%) (= 1% <10%) {=0.1% <1%) (= 0.01%
<0.1%)*
Wmyuna cuctema CBpBXIyBCTBUTEN
HApYyilUeHHs! HOCT
McuxuaTpuaHn fesmokoiicTBo
HapyuIeHHs
HepeHa cucTema riasobonne CBETOBBPTEX CBHHITHBOCT CHHKOIIT
HAPYIICHHAS
3pHTeNnHH TopxmeHo Toeumeno
HaApYHICHHH, CRIIB00TACIAHE, BETPEOYHO
e HapyIoeHusd B HafArale
3peHHeTo
CBBP3aHH ¢ TORA (BKMOYUTENHO
Npoy4YBAHHSA CKOTOMH),
Xpomaromncus,
KOHIOHKTHEHT
Copieqsn TaxHKapaud, AHrpHa
HApYIIeHH, crpueGncre HeKTOpHC,
BRIYHTETHO MHOKapAHA
CELPaHH ¢ TORA HCXEMHEA
MpOYYBAHHS
CoaoBn HapyLieHus, | 3auepBIBaHE XHrepTomHus,
CBLP3aHH ¢ TOBA XHIOTEHCHA,
NpOYYRaHAA OPToCTATHAHA
XHIOOTOHWA
PecnupatopHu, Hazanua 3amyx, Jlapuareanes
TOpPAKAJIHI H KOHTECTHSA eHCTaKCHC OTOK
MeNHACTHHANHH
HAPYLIeHHSA
TacTpouHTeCTHHAIH JAUCHETICHA, TatronoraHA
H HapYLICHHS, rajeHe qepHOAPOGHH
BRIIKYHTEIHO (hYHKIMOHATHA
CBBP3aHU ¢ TOBA TECTOBE,
NpPOY4BAHAS nosumed GGTP
Koxa 1 NogKoxHN DOTOTYBCTBHTEN
TBKAHHHA Ha PeaKInA,
HApYIIeHHA OTOK Ha IHNETO,
ofpuB
MyckynockelneTHH CepymHa kpeaThH | Myckynna
HApYIIeHHUS H @ocdokuraza PHTHEHOCT
HApPYIIEHUS Ha TORMIIEHA,




CHEeMHHHTETHATA MHAITHA,

TLKAH, doika B repba

BITHOYHTETHO

CBBP3aHH ¢ TOBA

TIPOYIBAHHS

PenpoaykTHBH2 HpuanuseM,

cHCTeMa H HapyIIeHHuA YBENHYEHH

B KEPMEHETO EPEKIHH

: {IpOXBILKITETHI
Wi Gone3HeHH
EPEKIH)

* QOrbenssaEl ca HeXeNaHATe peaknuy, MoKIamBaEn npu < 1% ot
TAIHEeHTATE, CaMO Te3H KOHTO W3HMCKBAT CIENHAIHO BHHMAHHE, MMOpaiH
TAXHATA BE3MOXKHA BPH3KA CHC CEPHO3HHE 3a00IMBaHHUL AIMH APYTo KIMHAUHO
3HaYCHUE.

B nocTMapkeTHETOBH INpOYYBAHHS € JNOKIAMBaH MHOKApACH WH(DApPKT BEB
BpEMEHHa BpPE3Ka ¢ H30JI3BaHETO Ha u3non3BageTo Ha vardenafil. TTosegero ot
TE3H MAlMeHTH MMaT Ipe[iieCTBallll CEPACIHO-CHI0BH pHCKOBH dakTopu. He e
BBE3MOXKHO XA Ce ONPeHeiH Jal¥ MHOKapAHAA MHbapKT € cBBp3aH ¢ vardenafil,
CBC CceKCcyanHaTa aKTHBHOCT HJIH C OCHOBHOTO CHPAETHO-CHAOBO 3aloJiBaHe,
W ¢ KoMOMHAIATa Ha T34 (hakTOpH.

B npoydrane 3a ONeHKA Ha 3pUTENHATA PYHKIHEA C JBA IBTH IO-BHCOKH JO3H OT
MaKCHMAHATa OpenoprunTenHa no3za vardenafil, e yCTAHOBEHO, 4e HIKOH
OallHEHTH ca OHIIH ¢ KO0 M NPEXOfHO YBpPEeXKAAHE HA crocobHOCTTA 34
pasrpaHrYaBase Ha IBETOBETe B CHHBO/3EJCHATA H BLB BHOJIETOBATA TaMa SIHH
gac cliefl Jo3UpaHe. 1e3nm IIpOMEHH ca OT3BydYany & uaca clieli TOBa W He ca
HabmoaaBagy ApyTH HpoMeHH cnef 24 gaca. ['onsgMara 9acT OT T€3H HalHeHTH He
ca mMany CYOeKTHBHE BH3YAIHH CHMITTOMH.

Criex, paspemeHHeTo 3a ynoTpeba ca ChOOIMEHE CEpPHORHH CHPASYHOCHIOBH
WHIAHEHTH, BKIIOTUTENHO IiepebpoBacKynaper KPpBOM3IIAE, BHE3allHA ChPASTHA
CMBPT, HpeXOHE HCXEMATHA aTaKa. X KaMepHa apuTMEI BBB BPeMCHHA BPE3KA C
IPYTO JeKapCTRO OT Ta3H TpyIa.

4.9 Ilpenosapane

B mpoygpane mpm FoGpoBONIM, €IHOKPATHH 03U 10 H BrmountenHo 80 mg
JHEBHO ca HOHECeHH A00pe 683 CepHO3HE HEeXENaHH PeaKilim.,

Koraro vardenafil e ©mnm mnpuimoxeH B IO-BHCOKH J[JO3H H II0-9eCTO OT
mpenopruaHaTta 4ectoTa (40 mg MBa OBTH NHERHO) ca CHOOINEHHM ciIydad Ha
cwma Honka B repba. ToBa He e CBBEP3aHO ¢ MYCKYJIHA HIIH HEBpOJIOTHYHA
TOKCHYHOCY.

IIpn nperozmpane TpAdBa Aa ce MIPHIIOKAT CTAHAAPTHN MOANBPIKAIIY MEPKH, aKo
¢ Beobxommmo. BrOpeynara Auainsa He ce 0YaKBa Ja YCKOPH KIHPRHCA, ThH KaTo
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vardenafil ¢ ceep3aE B romiMa cTeleH ¢ IJIa3MeHHTE OpPOTEHHH H He CE
eIAMIPHAPA 3HAYUTENHO B YPHHATA,

5. PAPMAKOJJOT'MYHMA JAHHHA

5.1 ®apmakoAHHAMAYHA CBOlicTBA

®apmakoTepaneBTHIHa Ipyna: JIeKapcTBeHH HPOXYKTH, H3ION3BAHA IIpH
epextunaa gachyrrmas, ATC code: GO4BEQ9.

Vardenafil e 3a opanma Tepanus 32 moyo0psBaHe Ha epekTuiHaTa GYHKIMA IpH
MEBXE C CPEKTHUIHA MUCOYHKOMA B ecTecTBeHM YCIOBHS, T.C. CBC CEKCYalHO
craMyipane vardenafil BE3cTaHOBABAa yBpEAeHATa epeKTHiIHA (DYHKOHS upes
TOBHIIABAHE HA KPBBHMA TOK KM ITCHHCA.

Epexnuara Ha T€HHCA € XEMOZHHaMHMYeH Iponec. Ilo BpeMe Ha ceKcyamHO
CTEMyNEpaHe ce ocBoOOxHaBa a30TeH OkcHA, ToH akTHBHpa eH3HMa I'YaHHIAT
OEKIIa3a, BOAEINA 10 IOBHIIaBaHE HHBOTO HA MHKIHYHNSL I'yago3uHE MoHODoChaT
(cGMP) B xopumyc xaBepHO3YM. ToBa BOJH A0 OTHOyCKAaHe Ha IJaaxara
MYCKYJIATypa, KaTO NO3BOJABA IOBHMIABAHE HA IPUTOKa HA KPBB KBM ICHHCA.
HuBoto #a ¢cGMP ce peryiupa OT CKOpocTTa Ha CHHTE3 upe3 I'yaHHIATUHKIIa3a |
gpe3s CKOPOCTTa Ha pasrpax/fiage mocpefcTBoM cGMP xmppomm3mpania
tbocdomuecrepasn (PDEs).

Vardenafil ¢ MomeH m cenektmBeH WHXuOHTOp Ha cGMP croenmmdwmumara
dochonuectepaza Tun 5 (PDES), maii-paxxmara docdommecTepasa B IOBSHIKHI
KopIyc KaBepHo3yM. Vardenafil czrro noTennupa edekra Ha eHAOTSHHHS a30TEH
OKCHJ( B KODPIIyC KaBepHO3yM, xaro uuxuOtupa PDES. Korato ce oTmem asorex
OKCHA B OTTOBOp Ha CeKCyalHa cTEMynanud, Huxubmpamero nHa PDES5S or
vardenafil Bopm mo nopmmerw HeBa Ha cGMP B Kopiyc KaBepEHO3YM.
Crenosateiso, 3a fa ce IpoABAT NoJIe3HATe TepaneRrTHIHH edekTH Ha vardenaifil
e HeoOXO0ZMMO CeKCyanHo CTHMYIIAPaHE.

TlpoyuBaHus in vifro ca roxasaimd, ge vardenafil paTe)xaBa MHOTOKpPATHO HO-
CEIHO HHXHMOMpamo peiicrBHe BBpxy PDE5S B cpaBHeHwe ¢ JpyrH
dochommectepasn (>15-xpatHO mo-cnmabo Bepxy PDE6, >130-xpaTHO CIpsamMo
PDE], >300-xpatao copsamo PDE1] m >1000-xpatHO mo-cnao mExHEONpanmio
netictere cipssvo PDE2, PDE3, PDE4, PDE7, PDES, PDE9 u PDE10).

IIpu mpoBemicHO M3cHeABaHe ¢ IeTA3Morpadus ra mennca (RigiScan) npu Haxou
MBKe 1oZ Aciicreuero Ha 20 mg vardenafil ce mabmopasa epexas, KocTarsIHa
3a mpoHEKBane (60% purmrHOCT croper RigiScan) 15 MEHYTH Cilel XpHeMa My.
Ilopmusgpanero Ha Te3n yuna or vardenafil e crarmcTudeckm 3HaWHMO B
CpaBHEHHE C pe3yJITaTHTe IpH ITanebo 25 MUHYTH Clle]] IPHEM.

Vardenafil npyauHABa yMepeHO NPEXOXHO NOHIKABAHE HA KPHRHOTO HAlATaHe,
KOETO B IIOBEYETO CIIyJaH HE €€ H3ABABa KIMHWIHO. CpemHara CTOHHOCT Ha
MaKCHMAJHO IOHKDKABAHE HA CHCTONHYHOTO apTepPHAanHO HallITaHe CHSH IpHEM
Ha 20 wm 40 mg vardenafil e ceoTBeTHO 6,9 mg Hg npu 20 mg u 4,3 mg Hg npu
40 mg, B cpaBEeHme ¢ Imanebo. Tesm e(eKTHE ca B CHOTBETCTBHE C
Basogmnataroppus edexr Ha PDES-yHxuOHTOpDHTE W BEpOATHO CE IBIDKAT Ha
moeuIeHHd Huea Ha ¢cGMP B CHI0BHTE IMTafiKOMYCKyJIHH KJieTKH. EgHoxparHTa
WM MHOIOKpaTHAa IepopanHd Mozm Ha vardenafil mo 40 mg_He..BOIAT 10
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KIMHUYHO 3HAYMMH INPOMEHHM B eIeKTPOKapAuorpaMara HA 3IpaBH  MEKE
TOOPOBOTIIH.

JIBOHHO-CIIII0, KPBCTOCAHO, PAHAOMH3HPAHO NIPOYIBAHE C SHHOKPATHA 034 NpY
59 3mpaBum MEXe cpaBHsiBa BIIAHHETO BBpXy QT murepsan wa sapmenadmr (10
mg ¥ 80 mg), cunperadmn (50 mg 1 400 mg) u mnaneto. Mokcudmokcamms (400
mg) e BKIOYEH KaTo akTHWBeH BrTpemeH KoHTpol. Edexture BHpxy QT
HHTepBana ca M3MEPBaHE 1 dac Clief NpunoxeHwe Ha Ho3aTa (CpemHo Tmax 32
vardenafil). OczorHaTa 3a7a4a Ha TOBa IPOYIBAHE € Ja ¢& M3KIIOYH IO-TOIIM OT
10 msec eexr (T.e. Aa ce moxaxe nuncara Ha edekT) Ha emHOKparna 80 mg
nepopamga fosa vardenafil Bepxy QTc uHTepBanm B cpaBHeHHE c InTanedo,
usmepeH ¢ Fredericia xopekmuorna dopmyna (QTcF=QT/RR1/3) oT MOMEHTa Ha
IpHEM Ha JIEKapcTBOTO A0 1-BHA dac cief mpHeMa. Pesyaratute Ha vardenafil
mokassaT yabokasade Ha QTc (Fredericia) ot 8 msec (90% CL: 6-9) u 10 msec
(90% CI: 8-11) mpm mosm 10 u 80 mg 8 cpaBHEHHe ¢ NRANE60, ¥ YIOLIDKABAHE HA
QTci (Fredericia) ot 4 msec (90% CI: 3-6) u 6 msec (90% CI: 4-7) npu jqo3u 10 &
80 mg B cpaBHeHHe ¢ miauebo, eIHH Yac mo-KbCHO. Ilpu Tmax caMo mpoMHEATa
B QTcF 3a vardenafii 80 mg e H3BEH npuUeTHTe TpaHMIH Ha
opoyusaHero(cToifHOcT 10 msec, 90% CI (8-11)). Koraro ce mn3monssa
HHHBHIyalHA KOPSKUMOHHA (hopMyia, HATO €OHa OT CTOHHOCTHTe He € Omia
H3BBH TpaHAOHTE. PeanHoTo KIMHWYHO 3HAYeHHe HA TE3H IPOMEHH HE ©
H3BECTHO.

OI'BJIHATENHA HHDOPM OT KNUHWYHH TPOYIRAHHST
B xmuwuew npoyusanus vardenafil e 6un mpunaran Ha mosege oT 3750 MBxke ¢
epeKTAHa AUCGYHEKINI Ha BE3pacT Mexxy 18 1 89 rofuHu, MOBEYETO OT TIX C
MHOXECTBO TpHAPYXabamu 3aboimisanusa. Hax 1630 mamuentH ca Ounu Ha
Tepannsa ¢ Levitra 3a 6 mm nosede mecena. O tax 730 ca Gunn jexysannm ]
rOfMHA A NOBede. Ta3u IPyIa NMalyeHTH BKIIOYBA: B HAUPEIHANA BB3pacT
(22%), mamuentH ¢ xumeproEuA (35%), 3axaper mmaber (29%), ¢ HcxeMHM4HA
BolecT Ha CHPHETO HIH APYTH CHPACYHO-CHAOBH 3abonssanus (7%), XpOHHIHE
OenonpobEn 3abomaearms (5%), xwneprmummnemus (22%), menpecus (5%),
pamuKanrHa IpocTaTekToMHud (9%). B x/MHMYHATEe mpOoydYBaHHA He ca Omm
OperCcTaBeHH AOCTATHYHO CIICAHHTE IPYIH: BE3PACTHH HHNa > 75 roxuny, 2,4% U
TMalEesTd ¢ OUpefeleHd ChbpPAEIHO-ChAoBH 3abomapamus (1. 4.3).He ca
H3BBPUICHA KIUHAIHHA POYYBAHMS IIDH IAUKEHTH ¢ TPEOHAYHOMO3BYHE TPABMHE
wm apyre yspexpammd Ha I[HC, texxu O6wbpevHn wid depHOAPOGHM
YBpeXHaHAA, NPEeTHPNeN XUPYPTHYHH HHTEPBEHOHHA B objlacTra Ha Tasa (c
H3KMOYeHHe Ha INajiila HEPBHTIE IIPOCTATEKTOMHS), TPaBMa, JNbYETEpamus A
HOHEXCHO JIHOHA0 HIH aHaTOMUTHH e opMaiiy Ha IeHHCa.

Ilo BpeMe Ha OCHOBHHMTE KHMHAYHHTE HOPOYIBaHHS JiedeHHeTO ¢ vardenafil e
JIOBENo Ao ImojobpsaBaHe Ha epeKTWIHATa GYHKIAS B cpaBHenue ¢ mianebo. Ilpn
MajieK Opoii ManMeHTH, KOUTO ca H3BHLPIIMIIM IOJIOB akT 4 o 5 Jaca ciel mpHeMa
Ha JIGKapCTBOTO, TPOHEHTHT Ha IPOHHKBAaHE WM IOXNBpIKaHe Ha epexnusia e

SHAYHTCIIHO II0-BHCOK B CpaBHCHHE C Ima.ﬂ;eﬁo rpyniata. fi-'?’."f“fy;,\
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IIpn mpoy4Banms ¢ GUKCHpaHA H03a cpell INAPOKa MOMyNaIlHI MBKE ¢ ePpEKTHIIHA
machyskmt, 68% (5 mg), 76% (10 mg) m 80% (20 mg) ot manueHTHTE ca
OCBINECTBHIH YCISIIEH NON0B akT (mpoHnksanni) (SEP2), B cpapacHEE ¢ 49% B
rpymara ¢ mranebo 3a IEpHOJ OT TPH Mecela Ha Ipoy4uraHeTo. CrocobHOCTTA 3a
HoAmbpikane Ha epexiws (SEP3) B Tasy MMpOKa MOMyIamds OT JMIA C ePEKTHIHA
machyaxmus e 53% (5 mg), 63% (10 mg), 65% (20 mg), B cpasaenne ¢ 29% npu
manebo.

COopHHUTE AaHHH OT TONEMHTIE HPOYUBAHHS BBPXY €hHKaCHOCTTA IAIHCHTHTE C
YCIEIeH MMoNoB akt (mpoxHuKksane) cnen ynoTpeba Ha vardenafil ca 6mm xaxro
cnezBa: IICHXOTeHHa cpekTanHa muchynkmms (77-87%), cMmeceHa epexTHiHa
machyrirms  (69-83%), opraHmuHa epexTmnHa mmEchyBERmms  (64-75%),
HampeflHala BB3pacT (52-75%), mcxemmaro chbpaeuso 3aboissane (70-73%),
xXunepmAnAfeMus (62-73%), xporuuHa 6enoppobna Conect (74-78%), menpecis
(59-69%) n nanuenTH, JIEKyBaHH EAHOBPEMEHHO C ARTHXHIIEPTEH3HBHHE CPEICTBa
(62-73%).

B xmiEM49HO Dmpoy4YBaHE IpPM DalMeHTH CBC 3axapeH pmHaber vardenafil
3HAUUTETHO ToJobpaBa epekTwiHAara (YHKIHS, CIIOCOOHOCTTA 34 TONyJYanaHe H
NOJUIEPKAHE Ha SPEKIMs, NOCTATEYHO IPOABDKITENHA 38 YCIEIeH IOJ0B akT H
PATHAHOCTTAa Ha meHHca ¢ Ho3H vardenafil 10 mg m 20 mg, B cpaBHeHHE C
mrane6o. YecroTaTa Ha MONy4aBane ¥ IOANbpXKaHe Ha epeKimsd ¢ bmma 61% m
49% mpu 10 mg, 64% u 54% mpu 20 mg vardenafil, mpu namueHTH KOHTO ca
3aBLPIMIUIM TpH MeECEla JIedeHHE, B cpaBHeHHe ¢ 36% m 23% mnpm rpymarta
aNueHTH Ha mianebo.

B wmMHEYRO npoydBaHe HA NalWeHTH cnef[ IpocraTekromus, vardenafil
3Ha9HTENHO nomobpsBa epeKTHiAHara GyHKORI, CIOCOOHOCTTa 32 II0IyYaBaHe H
MOAIBPYKaHe Ha epeKiys, JOCTATHIHO NPOREIDKHTENHA 32 YCTEIeH OJIOB akT H
PHIHAHOCT Ha meHHca ¢ no3u vardenafil or 10 mg w 20 mg, B cpaBHEHHE ¢
rpymaTta Ha mianebo. YectoTaTa Ha IONyYaBaHE M NOARBpIKaHe Ha SPEKmusd e
6mna 47% u 37% mpu 10 mg, 1 48% u 34% npu 20 mg vardenafil npu manweATR
¢ 3-MecedHO JIeyeHne, B cpaBHEeHHE ¢ 22% ¥ 10% npn nanumenTwTe Ha Imranebo.

BezonacHocTTa ¥ edukacHocTTa Ha vardenafil e ycraHOBeHA B NPOABIDKATEIHA
POy IBAHHS.

5.2 ®apMakoKHHETHYHNA CBOMCTBA

PezopOimig

Vardenafil ce pesopbmpa OBp30 ¢ MakcHMailH¥ IIMasMEHH KOHIIEHTDAIIHH,
JIOCTATHATH HpH HAKO® MEXe 15 MuxyTH clieff mepopanao npunoxenne.Obage B
90% ot cifyganTe MaKCHMAalHHTE IIa3sMEHH KOHIEHTpanul ca NOCTATHATH oT 30
mo 120 mmryTE (cpemso 60 MHHYTH) Cllell OpallHO HPHJIOKEHME, Ha TIaHO.
Cpennara abcomoTHa OHoHaMIHOCT ciell mnepopaneH npueM € 15%. Ciegm
mepopango mosmpaxe AUC i Chax Ha vardenafil ce nosmmagar nponopIiHOHaIHO
Ha JI03aTa 32 IpenopbuBaHuTe rpanumy (5 — 20 mg).
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Koraro vardenafil ce mpmemMa ¢ Xpama ¢ BHCOKO CHIBPXKaHHE HA MAasHHHH
(cemppxama 57% MasHHHAH), CKOpOCTTa Ha pe3opbioud € HaMaleHa, C
TIOBMIIIABAHE Ha CPENHOTO tmax OT 1 Yac M cpemsa pexmykius Ha Cpax 0T 20%.
Vardenafil AUC nme ce moBmmsea. Cnex mpweM Ha xpana, ceaspikama 30%
Ma3HHHH, CKOPOCTTa M creneHTa Ha abcopOmms Ha vardenafil (fpa, Cmax, AUC)
HE Ca IPOMEHEHH B CPABHEHEE ¢ IPHIOKEHUETO Ha TIIAIHO.

Pasmpenenenne
Cpenmamar paBHOBeceH obeM Ha pasupepeneHme Ha vardenafil e 208 1, xoero

IoxasBa pasnpefelicHue 8 ThkannTe. Vardenafil m HeroprAT 0CHOBEH METa00IAT
(M1) ca 3HaYHTENHO CBBP3aHU ¢ IHA3MERRTe NPOTEHEH (MpubHsATeHo 95% 3a
vardenafil wm M1). 3a vardenafil, xkakTo 1 3a M1, cBEp3BaReTO ¢ NPOTEHH €
HE3aBHCHMO OT 00IIaTa JIeKapcTBeHa KOHIEHTPaIIHs.

Br3 ocHOBa Ha W3MepBaHuara Ha vardenafil B cmepmara ma sppasm nmmEma 90
MHHYTH CIEZ IIpHSM Ha 7034, B CHepMara Ha HallACHTATE MOXe Ja Ce YCTaHOBH
Be nosede oT 0,00012% oT npunoxesaTa ao3a.

MeTtabommsem

Vardenafil ce meTabonH3upa NpeauMHO B YepHHS Apo0 IOCPEACTBOM IHETOXPOM
P450 (CYP) wmsodopma 3A4, ¢ uzeecter npuHoc Ha CYP3AS um CYP2C
#30(OpPMH.

IIpu xopa rmasHuST TEpKyRUpan MeTabomur (M1) e IpoAyKT OT Me3eTHIHPAHETO
Ha vardenafil m e o0exT Ha NO-HATATEOICH METabONH3BEM C ENHMHHATHOHEH
DONYXHMBOT B NMiasMara oT npubimsurenso 4 waca. Hacta ot M1 ca nox dopmara
Ha D[IOKYPOHHAH B CHCTeMHaTa NUpkynanusa. MerabomuTst M1 mokasea
dochomrecTepaseH CceleKTHBEH Hpodmi, mopoben Ha vardenafil m in vitro
axkruBHOCT KbM (pochoruecTepasa TAL 5 ot upubmisnTenso 28%, B cpaBHEHHE C
vardenafil, Bogemy o eduraceH IpHUEOC OT 0KOII0 7%.

Emmvunnpane:
O6mmar Tenecer xmippHc Ha vardenafil € 56 Vh ¢ pesynraETHO KpaeH

OOMYKUBOT 3a IpubmusurenHo 4-5 =aca. Crex nepopamHo NpHNOXKEHHS,
vardenafl]l ce exckpeTHpa Karo MeTabOIMTHE HpPEIAMHO Hpe3 HIIPKHEHHATA
(oxono 91-95% ot mprIoxeHaTa 03a) ¥ B II0-MAJIKa CTelleH B yprHaTa (OKOIo 2-
6% oT IpHIMKEHaTa A033).

q)aQMaKOKHHeTHKa IPY CIIeNMHAANHHA I'PYIIH TAHCHTH

IlanuenTH B HanpeHATTa BE3Pact:

YepuogpoOnms wmpbHc Ha vardenafil mpm moGpoBomum 3apaBE MEXE B
HanpeAHalna Bp3pact (65 ronWHA | IOBEYe) € HaMalicH B CpaBHEHHE CHC 3APABATE
miage nobpopormu (18 — 45 rozwem). MexeTe B HAlpeRHANA BE3PACT HMAT
cpemao 52% mo-pucoka AUC u 34% mo-Bucoka Cppe B CpaBHEHHE ¢ MIATHTE
MBKe (BIDKTe ToUKa 4.2).

Brbpedna HEMIOCTATEYHOCT LT




ITpr mobpoBommu ¢ neko A0 yMmepeHo Owbpedno yBpexiade (KpeaTHHHHOB
wmmpeac 30 — 80 ml/min), ¢apmarkoxmHeTHKara Ha vardenafil e momo6Ha Ha
KOHTPOJHaTa Ipyna ¢ HopManHa Osbpeana ¢yrknmsa. Ilpu mo6poBoimu ¢ T&xKO
686peaHo yBpexHane (kpeaTHEEHOB KWprHC < 30 ml/min), croiisocrta Ha AUC
e noBHmeHa ¢ 21% | cToiiHOocTTa Ha Chax © NoHEXeHA ¢ 23%, B CpaBHEHHE ¢
nobposomare Ge3 6vOpeuno yepexnmame. He e Habmojmaana CTATHCTHYECKH
3HAUHMa KOpeHamnusd MEXIy KpeaTHHHHOBMS IIPBHC H [03aTa Ha vardenafi]
(AUC m Cua) (BmxrTe TOuKa 4.2). DapMmakoxuHerHkata Ha vardenafil me e
TIPOYyIBaHA HPH NallHeHTH, HyX{acll# ce OT Auanu3a (BHXKTe Togka 4.3),

YepHOAPOOHA HEROCTATEIHOCT

1Ipu malEeHTH ¢ JIEKO IO YMEepPeHo YepHoApobHO yBpexnane (Child-Pugh A u B),
KIMpBHCET Ha vardenafil e Omn Hamanen IpomOpIMOHANHO HA CTEllEHTa Ha
4epHOHPOOHOTO yBpexnane. 1lpn manuentH ¢ siexo yBpexaane (Child-Pugh A),
croiimocTuTe HA AUC 1 Crax ca moBHIIEHH cBOTBETHO 17% 1 22%, B cpaBHEHHe
CEC 37JpaBaTa KOHTpOJHA Tpyna. IIpu mamueHTH ¢ yMmepeHO yBpexmane (Child
Pugh B), crofinoctrre Ha AUC 1 Cpax ca moBHINEHH ¢EOTBETHO 160% m 133%, B
CpaBHEHHe CLC  3jpaBara KOHTponHa rpyma (Bmxre Touka 4.2).
®apmaxoxmHeTHkata Ha vardenafil wpu mammentH ¢ TeXko yBpeleHa
geproApobHa ¢yrxmas (Child-Pugh C) He e mpoygsana (BmxTe Touka 4.3).

5.3 IlpeaxAHHATHA AAHHH 33 §e30IacHoCT

IlpeaxnmamaEyTe HagEM HE pasKpHBAT clIleNA(HYeH PHCK 32 X0pa Bb3 OCHOBA HA
TIpoydBaHHd 3a (papMaxkoJOrudHa OE30MACHOCT, XPOHMYAA TOKCHYHOCT,
TeHOTOKCHIHOCT, KaHI[EPOT€HEH NOTEHITHAI, PENPOTYKTHBHA TOKCHIHOCT.

6. ®APMANEBTHYHY JAHHH

6.1 CoachbK HA DOMOMIHATE BeMecTBa
TabieTKy chHpIIeREHA!

Crospovidone,

magnesium stearate,

microcrystalline cellulose,

silica, colloidal anhydrous.

OHIMOBO ITOKPHTHE:
Macrogol 400,
hypromellose,

titaninm dioxide (E171),
ferric oxide yellow (E172),
ferric oxide red (E172).

6.2 HecheMecTHMOCTH
He ca u3BecTHH.

6.3 Cpok Ha rogHoOCT
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3 romuHM.

6.4 CrienHaaHA DpeANa3sHy MEPKH IpU ChXPaHeHne
Hsva coenwanan mpeanasayd MEPKH PH CEXPaHEHHE.

6.5 JlanHn 3a onakoBKaTa
Brucrepra onakoska PP/amymurueso domo B kapToHeHa KyTusa mo 2, 4, 8 u 12

TadIeTKH.

6.6 Yrazanusn 3a yonoTpeGa
Hsva cienmpanuy u3ucKBanms.

7. YIpmTe:xaTes Ha paspemeHHeTO 32 ynoTpeoa.
BAYER AG D-51368 Leverkusen, Germany

8. PeracTpannoned HoMep B peraetspa mo . 28 3JIAXM

9. Ilepro paspemenne 3a ynorpeda Ha JIEKAPCTBEHUSA POAYKT
06.03.2003r.

10. IaTa na nocireaHa pegaxyas Ha Tekera  06.2005 1.
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