KPATKA XAPAKTEPUCTHMKA HA ITPOJAYKTA

| iMHIWCTEPCTBO HA 3RPABEQ
1. UME HA JJEKAPCTBEHMSA ITPOAYKT ‘ a ASBAHETO
Levitra 5 mg PRUAGREHNS Kokt
JleBmtpa 5 mg paspewenne sa yrorpebail 19444 125 0. o2
2. KAYECTBEH ¥ KOJMYECTBEH CHCTAB 690 / 17.00.06¢ ~
Bceaxa Tabnerxa cpAspxa 5 mg vardenafil (xaro hydrochloride trifiydrate).

3a DoMOIMHUTE CHECTABKK REGKTe TouKa 6.1,

3. JEKAPCTBEHA ®OPMA

Oumvupann TabNeTKH.

Kpernn opamkeBH TaOJIeTKH, O3HAYeHH C HalipedeH Hajmuc Bayer oT emHara
CTpaHa H 5 OT Apyrara cTpaHa.

4. KIMHWYHHA TAHHHA

4.1 Ilokazanusn

Jleaenue Ha epeKTHIHA AUCHYHKIMSA, KOSTO & H3pa3sBa B HEBB3MOIKHOCT /A ce
TIOCTHIHE MM HOANBPKA €peKilis Ha IEeHHCca, HEOOXOZMMA 3a yCHeleH II0I0B
axKT.

3a pa 651e edexTrBHA Levitra € He0OXOIHMO CEKCYATHO CTHMYIHPAHE.,

Levitra He e Ioka3aHa 3a ynorpeda OT JKSHH.

4.2 To3uposka H HAYHH HA OPHIOKEHIEE
3a nepopanua yrorpeda.

BoapacTHy MbxKe

IlpenopruBanara moza € 10 mg, HpHeTa cnopeR HYXIUTE NPHONHHTEIHO 25 10
60 MuHyTIH IpenE ceKcyalnHa aKTHBHOCT. BB3 ocHOBa Ha edHKacHOCTTa H
IMOHOCHMOCTTA FI03aTa MOXe Aa ce MoBuuM 2o 20 mg mix Ja ce HaMain KO S5 mg.
Maxcumaneaara nppenoppysana nosa ¢ 20 mg. Ilpemoprusanara MakcuEManmsa
YecT0Ta Ha NPpHIOKEHHe € eAUH IBT JHEBHO. Levitra Moxe [a ce IpEeMa ¢ HIH
6e3 xpana. Hauanoro Ha gmejictere Moxe ma Gwae 3abaBeHo, ako ce mpueMa ¢
XpaHa C BHCOKO CBAGPIKaHNe Ha Ma3HUHH (BIDKTE TOUKA 5,2),

MEiKke B Hapennana BE3pacT

Te# xaro xnMpbHCET Ha vardenafil e HamaneH npu nanueHTH B HampeHAana
BB3pacT (BHXTE Touka 5.2), TpsaORa fia ce 3allodHe ¢ HagalHa X034 OT 5 mg.
Jo3ata Moxe na Obxe nopumesa 10 10 mg 1 20 mg B3 0CHOBA Ha eQHKACHOCTTA
¥ TTOHOCHMOCTTA.

Hena 1 noxpacraniy
Levitra ge e xroxazana rpy Jipna oo 18-roawimsa Be3pacT.,




Yrorpeba npy DaNHEHTH ¢ YBpEieHa YepHONDOGHA byHKIEL

Hayanza 1o3a ot 5 mg Tpsa6sa ja ce mprara TIpH TANHEHTH C JIEKO ¥ YMEPEHO
uepHOAPoOHO yBpesxmane (Child-Pugh A-B). B3 OCHOBA Ha IOHOCHMOCTTZ U
€(EKACHOCTTA JI03aTa B TIOCHSHCTEHE MOXKE 2 GBe IIOBHINeHa. MakcuaMankata
HUPEIOpLYBana 7038 IPH NAUMEHTH C YMEPEHO YepHONPOBHO yBpexase (Child
Pugh B) e 10 mg (Busxte ToUKa 4.3 11 5.2).

Ymorpeba npu HainenTy ¢ YBpenera 6u6peuna by HKIHS

He e neofxommma KOPEKIXS Ha JO3HPOBKaTA IpH MAUHESHTH C JIEKO 10 YMEPEHO'
0Bbpedno yBpeKaane.

lIpr nammenTd ¢ Texxo 6uGpedno yBpexHaHe (KPEaTMHHHOB KIHpBHC < 30
ml/min) € HeoGXONUMO A2 Ce NPHIOKH HavamHa Ho3a oT 5 mg. BE3 ocHoBa Ha
TIOHOCHMOCTTA ¥ eDHKACHOCTTA [I03aTa MOXKE Ja OhjIe [OBHINeHa 0 10 mg w 20
mg.

YHoTpeba npy NaHeHETy, YOOTpebIBATH APYTH JeKapcTBa
Hosara ma vardenafil me TpsaGea ma OpPEBHINABA 5 mg, XOraTo ce H3ION3Ba B
xomburanys ¢ CYP 3 A4 MHXHGUTOpPA epUTPOMUIHE (BHXTE TOUKA 4.5).

4.3 IIporuBonokazanus

EnnospemenHoTo npmnoxenme ma vardenafil c BMTpaTH WM JIeKapcTBa,
OcBOOOXKHaBalIy a30TeH OKCHI (KATO AMEI HHTPHT) IIOX BCsSKakBa (opMa e
IIPOTHBONOKA3AHO (BHKTE TOYKa 4.5 1 5.1).

JlexapcTBata 3a JedeHye HA epeKTHAHATA AACOYHKOHSA O YIPaByio He TpsbBa 1a
C€ HM3NON3BAT HPH MBXKE, IIPH KOWTO HE CE IPEeNOpHYBa CEKCyallHa AKTHBHOCT
(HalpEMep DANHEHTH C TEXKH CHPACIHO-CHIOBH HapyIUEHHY, KaTo HecTabHITHA
CICHOKapAMA HJIH TEKKA ChpHEYHa HEZOCTATHUHOCT [New York Heart
Association I xma IV]).

Bezonacroctra Ha vardenafil me e npoyusana IIPH CHENHHTE I'PYIH HANMECHTH K
CHIEAOBATENNO HErOBata yIOTpeGa € NPOTHBOMOKA3aHa, KOKATO HE CE IONYWH
FOUBIHHTENHA HH(QOPMAIHsA: TeXKa JEpHOAPOOHA HEOCTATHLIHOCT (Child Pugh
C), xpaen crazmii Ha 6s6peuno 3aboliBane, KOeTo Hajara JHanv3a, XHIOTEH3H
(xpbeHO Hamgrawe < 90/50 mm Hg), anammectruny RaHHU 33 IpeKapaH CKOpo
HHCYNT #MIM MHOKapaeH Hudapkr (mpe3 mochenHuTe 6 Mecena), HecTabHIHa
CICHOKap/UA M H3BCCTHN BPOACHYU ACTEHEPATHRHHN HAPYILCHUS Ha PETHHATA, KATO
retinitis pigmentosa.

EnHospemennara ymotpeba ma vardenafil ¢ mommu CYP 3A4 HEXHORTODH
KCTOKOHA30/1 K WrpakoHason (opanxa $popMa) € HpOTHBONOKa3aHa P MEXE Hag
75 roguan.

EpHoBpeMeHHOTO M3nonspane ma vardenafil ¢ HIV IPOTea3HH HHXHOMTOPH KATO
PHTOHABHP H HHIMHABHMD € NPOTHBOIOKA3aHO, THif KAaTO T€ €a MHOTO CUNIHH
uaxuouTopy Ha CYP3A4 (BmikTe ToUKa 4.5).

CBpEX1yBCIBUTENHOCT KBM Vardenafil wid keM HIKOS OT NIOMOIHHMTE CHCTABKH.
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4.4 CpepmajiHg HpeAyNpe:XACHHA M CDENHAJIHH NPefNazHH MepKH [pH
ymoTpeba

IIperu pma ce 3amouHe JIEYEHHE C JIEKapCTBOTO € HEOoOXOAMMO da ce CHEME
aHaMHesa ¥ Jia Ce HU3BBPINM KIMHMYEH Kperien, 3a Ja ce AWArHOCTHIHpa
CpEKTHJIHaTaA AHCQYHKIMA M CE ONpeAeNsT IOTEeHIMANHWTE MNPHYHHH 34
3ab0JsBaHETO.

Ilpemm ma ce 3an04HE NiCYeHHE Ha epeKTHNHA MUChYHKIOHS, TeKapuTe Tpadsa aa
B3€ME [0 BHAMaH}EC CHPACIHO-CHIOBHS CTATYC HA TEXHHUTE MALIHEHTH, T Karo
HMa PHCK OT CTpaHa Ha CEPIETO, CBBP3aH CBC CEKCyanHaTa aKTHBHOCT (BHIKTE
touka 4.3). Vardenafil mpurexasa cpEOpasIApABaINy CBONKCTBA, KOHTO BOIAT 0
JMEeKO ¥ HpPEXOINHO IIOHMKapawe Ha KPBBHOTO Hamsrame (BixTe Touka 5.1).
Haitpenty ¢ neBoKaMepHa OOCTPYKIHS Ha KPBBHHAS TOK, HAIp. aOpTHA CTEH03a H
HIAHONIATHIHA XHUIEpTpodHdHa cybaopTHa CTEHO3a, MOratr Aa ca UyBCTBHTENHY
KBM [OEHCTBHETO HA Ba3OIMIATATOPH, BKIDOYATENHO ¢ochoiuecTepasty
HHXAOUTOPH THII 5.

JlekapcTBata 3a JEYCHHE Ha epeKTHAHA AuchyHKIus TpsOBa fa ce HRMON3BAT
BHWMATEIHO [pH NAlHCHTH C AHaTOMHYHA JAedopMmanrs Ha IeHHca (Karo
anryiamys, xasepro3na ¢pudposa, unu Oonect Ha Peyronie), mik HpH HalHEHTH,
KOHTO MMAaT CHCTOAHHA, HpEeApasHoiaramy KbM IPHAaNH3bM (KaTo CHPIIOBHNHO-
KIETHIHa aHeMHAS, MYITHILIEH MHENiOM MM JIEBKEMHE).

be3omacHocTTa ¥ edHEKacHOCTTa Ha KoMOuBanusTa vardenafil ¢ npyro neyenwe Ha
epeKTIiIHaTa JUchHYHKOHS He € npoygeana. CrenosarellHO He ce IpemophuBa
H3MOJI3BAHETO HA TAKWBA KOMOMHAIHA.

EnnoppeMeHHOTO n3HoN3Bane Ha anda-Oroxepu u vardenafil Moxe zia moBene o
CHMITOMAaTHYHA XHIOTSH3US IIpH HAKOH NAanWCHTH BCISACTBHE HaA
Ba30JMNIATATOPHUTE e(EeXTH Ha JABeTe JeKapcTBa. EJHOBpEMEHHO JeYeHHe ¢
vardenafil Tpabpa xa 3am0oYHE caMO aKo MAHUEHTHT € CTAOHMIM3HPAH C JCYEHHETO
¢ anba-Omoxep. Makcumannara go3a vardenafil He Tpabea fma mpepuinasa 5 mg
Ipu Tesu manwenty. OceeHn ToBa vardenafil He TpaOea za ce mpuema 5o 6 waca
cnex TipueMa Ha anda-0lokep, ¢ U3KIOYCHHE HA TaMCYJIOCHH, 3& KOMTO He e
HeoOXoayuMa Tasd Opejia3Ha Mgpka (BIkTe Touka 4.5).

Enpoppemensara ynotpeda ma vardenafil ¢ momun CYP3A4 maxuburopu xaro
HUTPakoHa30l K KeToxoHazon (opanxa hopma) Tpsabra ma ce u3ldsarea, TeH KaTo ce
IIOMy4yaBaT MHOTO BHCOKHM IUJIa3MEHH KOHHeHTpannm Ha vardenafil, axo
JieKapcTBara ce KoMOuHpaT (BikTe Touka 4.5 1 4.3),

Moxe pma Opme HeoOxomuMa KOpeKIEsS Ha jgo3ara Ha vardenafil, ako
exEOBpeMenHO ce npunara ¢ CYP3A4 puxuOBTOpH, €pUTPOMHUITNE (BHIKTE TOYKA
45u4.2).

EnnoBpeMeHHHMAT OpHEM Ha COK OT TpelindpyT ce ouakBa MOa IIOBHHIH
IIa3sMeHnTe KoHNenTpanun Ha vardenafil. Kombraanusra tpsOea ga ce u3bsarea
(Buxre Togka 4.5).

Hokazano e, 4e emHoxparsara opanHa mo3a oT 10 mg um 80 mg vardenafil
yaemxasa QTc umTepBana cporBetHO ¢ 8§ W 10 msec (Bmxre TOuxKa S5.1).
Kimmyanoro 3HaYeHHe Ha TORH (akT He e H3BECTHO W He MOXKe Ja ce OTHece 3a
BCHYKH HAlFEHTH, IPH BCHYKH OOCTOSTENCTB2, TBH Karo 3aBHCH OT
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HHAWBHIYANHATE PUCKOBH (PaKTOPH M BB3HPHEMYHBOCTA B AaJieH MOMEHT H IIPH
BCEKH OTZeieH IanueHT. JlexapcTBara, kouro yaemkaBaT QTc wmmTeppaia,
BKIIOUHTENHO vardenafil, e Haii-gobpe na ce H30ATBAT NPy MANMEHTH ¢ PUCKOBH
¢axTOpH, HampuMep: XHIOKAMEMHs, BPOXEHO yAbKarane Ba QT. uuTepsal,
€IHOBPEMEHHO MPUIOKEHHWE HA AHTHAPHTMHYHH JeKapcIBa Kiac la (wamp.
XMBHEIEH ¥ IpoKauHaMuz), unu knac I (ganp. amMmozmapon u cotanon).

He e mpoyusaro npmnokeHHero ma vardenafil mpu marnmenTtH ¢ yBpeKaaHe Ha
rpeOragsss cTeA0 mmm npyra Oomectm ma UTHC, nommxeno yubuHo H mpH
IAEeHTy, OPEeTHPIeNH OHepally Ha Tasa (¢ M3KIIOYCHHE HA IIAAdma HepBa
TPOCTATEKTOMHES), TPABMA Ha Ta3a H JIbUeTEParTHsl.

In vitro npoyuBaHuATa C YOBEIIKH TpoMmOONWTH WOKaszpar, ue vardenafil me
TIpUTEXaBa AHTHATDETAUHOHEH e(eKT, HO HpH BHCOKH KOHIEHTPANWM
(MHOTOKpaTHO IpeBMINABAINK  TepanepTHunwre), vardenafil moTemmupa
aHTHArperanuoHENa epeKT Ha HaTpHeBHs HUTPOIPYCHJ, ZOHOP Ha a30TEH OKHC,
Hpu xopa vardenafil He BIIse BHpXY BpeMeTo Ha KbpBEHE, CAMOCTOSTENHO HIIH B
KoMOMHaNus ¢ aueTHICaIHIMNOBaTa KucenmHa (BwxTe Todka 4.5). Hsama
HanuiHa HHQOpManma 3a Oe30HacHOCTTa Clell HpriloxKeHue Ha vardenafil mpu
NanpenTy ¢ HapylleHHs B KDBBOCECHPBAHETO WM aKTHBHA s3BeHa OorecT.
Cnenoparenso vardenafil TpsbBa Jla ce mpunara npy Te3d NAUHEHTH CaMo CIeH
BHHMaTellHa NpeleHKa Ha OTHOINEHHETO [T0Ji3a/PHCK.

4.5 BzaumonelicTeHe ¢ APYrd JeKapCTBeHH HPOAYKTH H ApPYrH ¢GopMH Ha
B3aEMoaeHicTBHH

Bimsane Ha 1pyry AeKapcTREHNM NPONYKTH BEpXY vardenafil

In vitro npoyusanus:

Vardenafil ce MeTabonusnpa OpeAMHO Upe3 YepHOAPOOHNTE EH3HMH IIHTOXPOM
P450 (CYP) uszodopma 3A4, ¢ u3BecTeH npmEOC Ha H3ohopmutre CYP3AS m
CYP2C. CrnepmosatenHo WHXHONTOpDHTE HA TE3M CH3UMH MOTAT J@ HaAMATST
wrappHca Ha vardenafil.

In vivo npoyusanus:

EzxnoBpemeHHOTO HpHioxeHHe Ha HIV nporeazHuar HHXHOMTOP HHIMHABHD
{800 mg tpu nbTH AHeBHO), MommieH CYP3A4 urxuburop, ¢ vardenafil (10 mg), e
noseno o 16—xparrHo nmosumasane Ha vardenafil AUC u 7-xpaTo NOBHIIABAHE B
Crax Ha vardenafil. Ha 24-tia vac mnasMeHrTE HHBA Ha vardenafil ca monmxenn
npuOIm3ATEnHO 4% 0T MaKCHMATHOTO WiasMeHo HuBo Ha vardenafil (Cpay)-
EnnospeMennoro npunoxenne Ha vardenafil ¢ puronasmp (600 mg nsa meTH
ITHEBHO) Boau A0 13-xpatHO nopuinasaHe Ha Cna Ha vardenafil m 49-xpatnHO
nopumasane Ha AUCj24 Ha vardenafil, xorato ce mpunara efHOBpPEMEHHO C
vardenafil 5 mg. BsammopelicTeHero e nociencTBHE Ha OJOKHPaHeTo Ha
qepHOAPOOHHNE MeTabomu3sM Ha Levitra oT puToHaBHp, BrcokoaktHeeHE CYP3A4
uBxXB0HTOp, KokTo chmo nExubupa CYP2CY. PuTOHAaBUD 3HAYNTENHO YIBIIKABAE
eNMMMHEBALIMOHCH NOMYKMBOT Ha Levitra no 25,7 uaca (BuxTe Touxa 4.3).




EnsoBpeMeHHOTO mpwioxeHne Ha KerokoHaszon (200 mg), momen CYP3A4
uaxuGATOP, ¢ vardenafil (5 mg) e moseno ao 10-kparso nosumnrasaxe Ha AUC na
vardenafil i 4-xpatao nosamapane Ba Chay Ha vardenafil (BuxTe Towxa 4.4).
Bempeku ue crnenudHYHEM NpOyYBaHHMA BHPXY R3aHMOACHCTBMETO HE ca
HPOBEJCHY, TIpH eIHOBPEMEHHOTO M3nonspae Ha Momuyu CYP3A4 unxuluropn
(KaTo HTPaKoHa30lM) MOXKE Jia ce OYaKBa HOJyYaBaHe Ha NNa3sMeHH HHBa Ha
vardenafil, cpaBHHMH ¢ Te3H, HOIYYEHM C KETOKOHA30Jl. ERHOBpeMeHHaTa
ynorpeba Ha vardenafil ¢ MomEn CYP3A4 MuaXubHTOPH KaTO MTPAKOHA30I H
KETOKOHa301 (opanHa Gopma) TpsbBa fa ce u304arsa (Bmxre Touka 4,3 1 4,4). Ilpu
BB3pacTHH MEXE Ha® 75-TofMIOHAa BB3PACT SHHOBPEMEHHATO H3NOJI3BaHe Ha
vardenafil ¢ HTpaKOHA307 MM KETOKOHA301 € IPOTHBOIOKA3aHO (BHIKTE TOUKA
4.3).

EnHOBpEMEHHOTO NpHIOXKeHHe Ha epATpoMunuH (500 mg TpH UBTH JHEBHO),
Momen CYP3A4 umxuburop ¢ vardenafil (5 mg), e momeno mo 4—KpatHo
nosumagane Ha AUC ua vardenafil u 3-xparso mopmmnasane B Crax Ha vardenafil.
Korato ce msmonsea B koMOWHamusd ¢ €PHTPOMHMOHH ¢ HeOOXOMuMO go3ata Ha
vardenafil ma ce xopurupa (Bwxre Touxa 4.2 u 4.4). Uumerumun (400 mg nBa
IBTH JHEBHO), Hecnemududen nuroxpoM P450 HEXHOHTOp, HAMA BIUSHAE BBPXY
AUC u Cpuy Ha vardenafll, xorato ce mpunara exHoBpemenno c¢ vardenafil (20
mg) OpH 31paBH A0OPOROIIIH.

CoxsT oT rpeimdpyr, kato cnab mExubnTOp Ha MeTabonmama Ha CYP3A4 B
YpEBHATA CTEHA, MOXKE JIa JOBelie IO YMEPEHO TOBHINABAHE Ha HIasMEHUTE HABA
Ha vardenafil (srmxre Touka 4.4).

PapmarxoxuHeTnkara ga vardenafil (20 mg) ge ce noBIMABa OT €HHOBPEMEHHOTO
gpanoxenwe ¢ H2-apraromucta panuTemue (150 mg 1nBa IBTH JHEBHO),
JIMTOKCHH, BapdapiH, DInOeHKIaMuz, arkoxol (CpefHo MaKCHMAIHO AJIKOXOIHO
ChABpKaHHE B KpsBTaz oT 73 mg/dl) mm €ZHOKDaTHH X034 O aHTHAIHT
(MarEe3uyM XMAPOKCH/ATyMIHUYM XHADPOKCHI).

Brupeks @ue crelnbHMYHE Npoy4BaHMs BEPXY B3aHMOHACHCTIBHETO He ca OmmM
NpOBENEeHH  3a  BCHUYKH  JIGKApCTBEHH  NPORYKTH,  IOXYJIAUHOHHHAT
dapMakOXHHETHYEH  aHaji3  IIOKa3Ba  JIMIcara Ha  BIHAHHE  Ha
dapMakokuHeTHKaTa Ha vardenafil oT cnemmuTe JNexapcTBa IPHETH CHBMECTHO:
auerancamumanosa kucenraa, ACE-aaxuburopn, 6eta-6nokepn, cnabu CYP3A4
HHXHOHTOPH, JHYPETHIH ¥ JieKapCTBa 3a JIicYeHHe Ha nuaber (cyndanmmypes
MeTHOPMHE).

Bmagrue Ha vardenafil BpXy Apyrate AeKapCTBEHM NPOAYKTH
Hsva manpu 32 B3auMozelcrsuwero Ha vardenafil w  Hecmenupmunn

thochonurecTepasyy HAXUOUTOPH KaTo TCOQHNNH HIIH JTHIHPHAAMOIL

In vivo npoyyeanus:

B mpoyupane Ha 18 3xpaBn noGpoBoNLl MEXKE HE € Ha0IOAABAaHO MOTEHIMpaHe
Ha IOHImKaBaumsa edexT BBpXy KPHBHOTO HalAraHe Ha CyOIUHIrBanHio IpHIoNKeH
mutporimxuepun (0,4 mg), xoraro vardenafil (10 mg) e mpunoxeH Ha pa3snuyHE
pHTepBan® ot speme (0T 1 uwac mo 24 waca) IpendE Ha ce IPHEME xo03ata
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muTpormuuepud. Vardenafil 20 mg noTeHOmpa XunoTeH3WBHES €(eKT Ha
cyOnunrsansud aurpornuanepun (0,4 mg), B3et 1 unu 4 yaca CIe/ PANOXEHEETO
ma vardenafil mpu 3apaBd Jmia Ha cpeida Bh3pact. He e Habmogasad edext
BEPXY KpPBBHOTO HAaiAraHe, KOraTo HHTpOTNMIepHH ¢ npuer 24 daca cref
IpHIIOKEHUETO Ha ejHokpaTHA mosa vardenafil 20 mg. Hama undopmanms 3a
BB3MOKHO IOTEHIMpAne Ha XUIOTEH3uBHETE edekTn Ha HUTpaTuTe oT vardenafil
OpHd YAUWEHTH §  CHCAOBAaTENIHO  GHHOBPEMEHHOTO  H3NON3BaHe €
NIPOTHBOIMOKa3aHo (BIXTe Touka 4.3).

Teit Kateo MoHONeUeHHero ¢ anda-OMoKep MOXKe Ja IPHYMHE H3PAa3eHO
HNOHMKABAHE Ha KPBBHOTO HAIAraHe, CHEHHANHO OPTOCTATHYHA XMITOTEHCHI H
CHHKOII, TPOBEJEHH Ca NpOydBaHms BHPXY BiauMoxeiicremero ¢ vardenafll
IlpoBefieHO € DNpOydYBaHEe HpH HAUMEHTH ¢ JNOOpPOKAYECTBEHA IIPOCTATHA
xunepmwiasus (JIIIX) #a cTabuina Tepanys ¢ TaMCYNOCHH MIH TepasocyH. Topa
npoydBale NOKassa, e koraro 5 mg vardenafil e mpunoxeH mpu crabmiHa
TEpam#s ¢ TAMCYNOCHH HAMA M3paseHH pasmuuus B edexra BHPXY KPBBHOTO
Hanarage Mexxny vardenafil m mnanebo. Korato 5 mg vardenafil e mpumoxer
EIHOBPEMEHHO C 7Tepa30CHHOBA TepanMsi HAKOM HaNHEHTH IIPOABABAT
XHNoTeHcHs. ToBa He ce MOABABa, KOraTo MMa HHISPBAX OT 6 uaca MeXAy HpHeMa
pa vardenafil u Tepasocua. Crepopatenso vardenafil 5 mg moxe ga ce mpuiara
IO BCAKO BpEME C TAMCYHOCMH, HO He Tpsa0Ba Na ce Ipuiara mo-paHo ot 6 Jaca
cnel mpueM Ha TepazocHH. Vardenafil Tpsabsa xa ce mpumara Npy NarnueHTH CHC
cTabunna Tepanus ¢ anda-Gnokepd 1 no3ata ot 5 mg vardenafil ne Tpsabsa xa ce
TipeBHInaBa (BrKTe Touka 4.4).

HsMa 3naguTeNHyu B3amMofeiicTeus, xoraro Bapdapma (25 mg), ko#to ce
metobonusupa upes CYP2CY, wmmm gmuroxcmr (0,375 mg) e npumoxed
enpoBpemenHo ¢ vardenafil (20 mg). OrtmocuremHara OGHOHANHYHOCT HAa
rimbenxnamuy (3,5 mg) He ce IOBAMABA, KOTATO €NHOBPEMEHHO € NPHIIOXEH
vardenafil (20 mg). B cnenmuduys0 NpoyduBaHe HpH IMaUHCHTH C XHICPTOHHA,
vardenafil (20 mg) € NPUIOKEH EHHOBPEMEHHO ¢ HHU(EIMIHH C YHBIDKSHO
ocsoboxxzapare (30 mg vy 60 mg), yCTaHOBEHO € JONBIHHTENHO PEOylUpaHe
Ha CHCTONMYHOTO Hausrane B mnoxoli ¢ 6 mmlbg B I®acTOMHYHOTO KPHBHO
HangraHe B NMOKoH ¢ 5 mmHg, npuapyXeHO OT MOBHIIABAHE Ha ChpAEUHATa
4ecToTa ¢ 4 yHapa/MuH.

Korato vardenafil (20 mg) m amxoxon (CpefHO MaKCHMAIHO ANKOXOJIHO
ceaspxanne or 73 mg/dl) ce mpwemar 3aenmo, vardenafil He moTeHNEpa
edeKTHTe HA ANKOXONA BHPXY KPBBHOTO Hajlsdrase U ChpAeYHATa HeCToTa, H
(apMaxoxuperTHKaTa Ha vardenafil e ce mpomers.

Vardenafil (10 mg) ne moTeHUMpa yZBIDKABAHe HA BPEMETO Ha KBPBEHE,
IPHYHHEHO OT ANeTHICATHIIOBaTA Kucemuka (2 x 81 mg).

4.6 bpemennocT ¥ KbPMCHE
Levitra He e roxa3aHa 3a yHOTpeba 0T XKeHH.

4.7 EdexTa BLpXY cnoco0HOCTTA 32 odHupane u pabora ¢ MAITHHK




B xnmErusmte npoyuBanus ¢ vardenafil ca nabmonapany CBETOBBPTEK H
HapyHICHHA B 3DEHHETO, MAllMCHTHIC TPsOBA Ja ca CHIYPHH KaKk pearHpar Ha
Levitra, npenu na modupat Ay pabdoTAT ¢ MAIIHHH.

4.8 Hexenanu peaxiiau

Ilosewe or 9500 naruentn ca moiMyymin® Levitra B KIMHWYHE HPOYYBAHHA.
Hexenagute NeKapCTBeEW peakiiy OOMKHOBEHO ca OWNH NPEXONHM H JEKH J0
yMepeHH IO CBOsTa CHINHOCT. Hali-uecTo HOKNANBaHUTE HEXENaHy JeKApCTBEHH
peaKitiy, KOUTO ¢a ¢¢ nosABuiaH npH = 10% ot mammenTHTe ca rmaBobonue H
3agepBABaHe.

CrepanTe HEXEIAHHA PEAKIIAA ¢a JOKIAFBAHHA B KIMHUIHE NPOYYBAHHA:

crcTemMa Muoro gectn Yectn He wecrn Peaxu
Opran kaac (= 10%) (= 1% <10%) (= 0.1% <1%) (= 0.01%
<0.1%)*
Hmynna cuctema CBpEXIyBCTBUTEN
HapyLeHHs HOCT
TlcnxuaTpuyny Geanokoficreo
HapYWeHHA
Hepena cicrema rrasobomye CBETOBBPTEK CHEIHBOCT CHHKOII
HapyUIeHHs
3p1iTeJIml IToBnmeno FlopHIEHO
Kapymeﬂnﬁ, CBM3I00TACIAHE, BBETPECYHO
HapyUIeHHA B HaNlAraHe
BKIIOYHTETHO apeHIETo
CBBD3AaHU € TOB2 (gmmqmﬂno
NpOy4YBaHHA CKOTOMEL),
Xpomaroncus,
KOHIOHKTHBHT
Copaedsu TaXuKapaus, AHrBHA
HApYHIEHHS, cepuebucie MEKTOPKC,
BKITHYHTESIHO MHOKapaHa
CBBP3aHH € TOBA HCXEMHA
TpOYYBAHNHA
CbOoBH HapylHekns, | 3a4epsaBaHe XuneproHus,
CBLP3aHM C TOBR ’é;;‘:;e::ﬁ“;’m
NPOY4BAHHSA XHNOTOHMS
PecnnparopHs, Hazanua 3anyx, Jlapuureanen
TOPAKAJIHH H KOHFECTHR EMHCTAKCHC OTOK
MeJHACTHHAIHH
HapylieHHs
TacTponnTecTHHANA DVICTIETICHS, IlaTtonormaan
¥ HapyHIeHHd, rageHe YepHOXPOOHH
BKJIIDIHTEIHO DYHKIMOHATHH
CBBP3aHH € TORA TECTOBE,
OpOYYBAHUE nopuiues GGTP
Koxa i1 nOgKoMHH ©OTOYYBCTBHTEN
ThKAHHH . Ha peaKLng,
HAPYIIEHHSE OToK Ha THOETO,
06pHB
MyeckynocKeJgeTHI CepyMHa kpeatun | Myckynna
HApPYLUIEHHS H DocdoKruEaza PHTHIHOCT
HAPYLUEHHS Ha TIOBHINEHA,




CbeJHHHTEIHATAa MAICHA,
ThKaH, bonka B repba
BEJIHOYMHTCIHO
CBEB[33HH ¢ TOBA

APOYYBAHSA

PenponyxrusHa Ilpuannsem,

CHCTEMa M HapylueHHA YBEIHYEHH

B KBPMGHETO €PEeKIHH

: " | (IpOEBHXUTENHH
Wik GoNe3HEHH
EPEKIIHH)

* Orbenazany ca HEXENaHWTe peaknwd, HOKHagBawu mpH < 1% or
TTAalTHEeHTATe, CaMO Te3d KOMTO H3HCKBAT CHEIHAIHO BHUMAHHE, [OPanH
TAXHATa BE3MOXHa BPE3Ka ChC CEPHO3HH 32007IBaHUS UAH APYTO KIHHHTHO
3Ha4YeHHe.

B IOCTMApKETMHIOBH IPOYYBaHMSI € JOKNANBAH MHOKapien HH(DApKT BbB
BpeMEHHa BpBb3Ka ¢ H3IO0JI3BaHeTO Ha H3N0N3BaHero #a vardenafil. Ilosegero oT
Te3H IalMeHTH HMaT NpeflIecTBaly ChpIEYHO-CHA0BY PECKOBH (axtopH. He e
BBE3MOKHO Ja C€ OUPENEeNd Mand MHOKADAHUA HHQAPKT € cBep3ad ¢ vardenafil,
CBC CEKCyaylHaTa aKTHBHOCT MIM ¢ OCHOBHOTO CHPACYHO-CLAOBO 3aboisiBane,
WM ¢ KOMOUHANHATA Ha Te3H haxTopH.

B mpoyuBane 3a olieHKa Ha 3puTenHara QYHKITHI C JABa I'ETH JI0-BHCOKHM JO3H OT
MaKcHMajlHaTa Ipenopbudienda xo3za vardenafil, e ycrasoBseHO, 4Ye HAKOH
TAMEHTH ca OMmi ¢ JISKO ¥ IPEXOJHO YBpekJAaHe Ha clocoOHOCTIA 3a
pasTpaHHY4BaHE Ha IIBETOBETE B CHHEO/3€JieHATa W BBB BHOJIETOBATA TaMa eJIHH
qac cief Ao3HpaHe. Te3H IIPOMEHW ca OT3BYYany 6 uaca cjlef TOBa M HE ca
HaOJMIOAaBaHK APYIH POMEHHE ciex 24 yaca. ["oaMaTa 4acT OT Te3H HAlHeHTH He
ca ¥IMAIH CYOCKTHBHY BH3YalHH CHMIITOMH.

Cren paspemenmero 3a ymorpeba ca croOlmeHH CEDHO3HH CBPACYHOCHIOBH
HHIHACHTH, BKIIOYHTENHO HepebpoBackynapeH KpEBOU3NAB, BHE3AIHA CEPASYHE
CMEDT, IIpeXOfHa HCXeMHYHa aTaKa.d KaMepHa apUTMHS BbB BpeMeHHA BPE3Ka C
IPYTO IEKapcTBO OT Ta3H IpyHa.

4.9 Ilpeposupane

B npoyusane npu noGpOBOINITM, €NHOKpaTHE HO3M JO ¥ BKmouwrenwo 80 mg
JHEBHO ca IoHeceHH KoOpe 0e3 cepHO3HH HeXellaHH peaKiiim.

Korato vardenafil e Oun NpmmoKeH B HO-BHCOKH JIO3H M HO-4eCTO OT
ppenopryanara yectota (40 mg zBa NETH IOHEBHO) ca CHOOIIEHH CIyway Ha
cuiiga 6onka B repba. Tosa ne e cBBp3aHO ¢ MYCKYJNHA MIH HEBPOJOTHYHA
TOKCHYHOCT.




px npenosupane TpadBa fa ce TPHIIOXAT CTAHAAPTHH NOANHDKANIM MEPKH, aKo
e Heobxomumo. BEOpeurara quanmsa He ce 0YaKBa [a YCKOPH KIMPBHCA, Thil KaTo
vardenafil e cBpp3aH B roNsMa CTIENeH ¢ INIA3MEHWTE HPOTEHMHH H HE Ce
CIMMHUBHPa SHAUUTEIHO B ypUHATA,

5. PAPMAKOJNOTAYHN NAHHH

5.1 @apMaKkoIHHAMUYHHE cBOHCTBA

®apMaKoTepaneBTH4Ha TIpyna: JIeKapcTBEHH NpONYKTH, H3HON3BAHH Tpu
epexrunga guchynrnug, ATC code: GO4BEQ9.

Vardenafil e 3a opaima Teparus 3a HoXOGPABaHE HA €PEKTHNHATA (yHKIUI TIpH
MEXC C epPeKTHIHA JUCQYHKHHA. B eCcTeCTBEHH YCNOBHS, T.€. CBC CEKCYaIHO
cruMynupane vardenafil ppscTamoBsABa yBpeHeHATAa epeKTHNIHA (GYHKIHA 4pes
HOBHINABAHE Ha KPBBHUA TOK KbM IIEHHCA.

Epekuuara pa IeHHECAa € XeMOJMHaMH4eH Ipolec. Ilo BpeMe Ha CeKCyaiHO
CTHMYyJIMpaHe ce OCBOOOKIaBa a30TeH OxcuA. TOH aKkTHBHpa €H3MMa IYaHHIAT
I¥K)Ia3a, BOZEINa I0 HOBUIIABAHE HEBOTO HA IMKIHIHUA [YaHO3MH MOBodocdaT
(cGMP) B xopmyc kaBepHO3yM. TOBa BOAH 10 OTIYCKaHE Ha [IAIKATA
MyCKyJarypa, KarQ I03BOMABa HOBHIIABAHEC HA IPHUTOKA HA KPHB KBbM ICHHCA.
Huroto Ha cGMP ce peryimpa oT CKOPOCTTa Ha CHHTE3 upe3 FyaHHNATIHKIA3a H
9pe3 CKOPOCTTa Ha pasrpaxgiaHe mocpenctBoM cGMP  xuaponmsupaiy
dochommectepaszu (PDEs).

Vardenafil ¢ Momen x cenexruBen uHXHOWTOp Ha cGMP coemubudHaTa
dochonuectepasa Tun 5 (PDES), Haii-BaxHata (ochoamectepasa B YOBEIIKH
KOpIyc KasepHo3yM. Vardenafil cunno notennupa edexra na eg0reHHNS a30TeH
OKCHZ B KOPHYC KanepHO3yM, Kato mExubupa PDES. Koraro ce oTjenu azoren
OKCHE B OTTOBOp Ha CeKCyalHa cTHMyJlanus, HHXuOupasero Ha PDES ot
vardenafil Bomm fo mopumrenwm HEBa Ha ¢GMP B KOpHyC KaBepHO3YM.
Crnenosarenso, 3a Ja ce IPOABAT NONEIHHTE TEPAEBTAIHHE edexTr Ha vardenafil
€ HeoOX0IHMMO CEKCYalHO CTHMYJIMpaHe.

Hpoy4sarus in vitro ca mokasanm, e vardenafil mpuTexasa MHOTOKpAaTHO IO-
CHMHO WHXuOMpamo Jgeficteue Bepxy PDES B cpaBmemwe ¢ apyrm
docdomuectepazu (>15-xparHo mo-cmabo BEpxy PDE6, >130-kpatHo chpsmo
PDEI, >300-kpatho cmpamo PDEIl u >1000-kparHo mo-cnabo MHXHOHpAImo
neiicreue cipsmo PDE2, PDE3, PDE4, PDE7, PDES, PDE9 u PDE10).

TIpu nposeneHo H3cnexBane ¢ mIeTHaMorpadus Ha nenuca (RigiScan) npu Haxon
MEBXe nox neicTereTo Ha 20 mg vardenafil ce Habmonasa epexnus, [OCTaTHYHA
3a nponukeane {60% parumrocT cropexn RigiScan) 15 MuHyTH cler mpHeMa My.
Tlosmissamero Ha Te3u Jjupma oT vardenafil e CTATHCTHYECKH 3HAYWMO B
CpaBHEHHE C PE3YJITaTHTE IPH Iaedo 25 MUHYTH CIE] IIPHEM.

Vardenafil npuqunaBa YMEDPEHO NPEXOAHO MOHMIKABANE HA KPLBHOTO HANSTAHE,
KOSTO B IIOBEYETO CIyYaH HE ce H3ABABa KimHmyHo. CpegHara CTOMHOCT Ha

MaKCHMAJIHO HOHHXaBaHe Ha CHCTOJIHYHOTO apTepHallHO Haldarane ciell HpHeM
Ha 20 unu 40 mg vardenafil e crotserHO 6,9 mg Hg npw 20 mg u 4,3 mg Hg npu
40 mg, B cpaBmenme ¢ Imanebo. Tesn edexrn ca B CHOTBEICIBHE C




IOBHINEeHH HEBa Ha ¢cGMP B CHAOBHTE INAJKOMYCKYNHHW KNerkd. ERRokpatHTa
WM MHOrOKpatHa nepopanEy nosp Ha vardenafil mo 40 mg =e mogar mo
KNYHWIHO 3HAYMMY TIPOMEHH B ENEKTPOKADAHOrpaMara Ha 34DaBH MEXKE
oOpOBOIIIIK.

JIBoHHO-CIANO, KPBCTOCAHO, PAHIOMHU3HPAHO MIPOYYBAaHE C EHOKpATHa J03a HPH
59 anpaBu MEXe cpasHaBa BitHAET0 BEPXY QT¢ HuTepBan Ha BapaeHadun (10
mg 1 80 mg), cunaenadun (50 mg u 400 mg) u mianedo. Moxcudioxcamus (400
mg) € BIIOYEH KaTo aKTHBeH BBIpemieH KOHTpon. Edexture BBpxy QT
HHTEpBala ca M3MEpBaHE | wac cies HpUNOKeHHE Ha Ao3ara (cpenHo T 32
vardenafil). OcHoBHaTa 3aa4a Ha TOBa HPOYYBaHE € Jia C& H3KIIFOUH II0-TOJIIM OT
10 msec edexT (T.e. Aa ce JoKake nuricara Ha edekT) Ha emsokparHa 80 mg
mepopaiHa noza vardenafil sepxy QTc uHTepBanm B cpaBHEHHE ¢ mnanebo,
u3MmepeH ¢ Fredericia kopexunonna dopmyna (QTcF=QT/RR1/3) ot MmomeHTa Ha
HpHEM Ha JIeKapcTBOTO N0 1-BHA wac cuep Hpeema. PesyntaraTe Ha vardenafil
moxasear yaenkapate Ha QTc (Fredericia) ot 8 msec (90% CI: 6-9) m 10 msec
(90% CI: 8-11) ipu mosu 10 1 80 mg B cpasHenue ¢ nnauedo, ¥ yAsIKaBaye Ha
QTci (Fredericia) ot 4 msec (90% CI: 3-6) u 6 msec (90% CI: 4-7) mpu mo3u 10 1
80 mg B cpaBEenue ¢ mnanedo, eguH Jac Mo-KbCHO. IIpn Tmax caMo mpoMsaHaTa
B QTcF 3a vardenafil 80 mg e H3BBH [OpHETHTE [paHHUH Ha
npoyusanero(cToitnoct 10 msec, 90% CI (8-11)). Koraro ce n3nonssa
HHMBHAYATHA KOPEKOHOHHA (HOpMyMa, HATO €fHa OT CTOMHOCTHTE He € OHIa
H3BBH rpanunuTe. PeanHoTO KIMHWYHO 3HAYEHHE HAa TE3H IPOMEHH HE €
H3BECTHO.

Z!OH’BHHHTCJIH& HH@OQM@HH OT XIHHHYHY IPOVYBaHHA

B xnuHE4HM npoyueanus vardenafil e 6p npunaran Ha mosede ot 3750 Mbxe ¢
epexTHiIHa AucHYHKIMS Ha BB3pacT Mexay 18 u 89 romuum, moewero OT T5X ¢
MHOECTBO MNpHApyxaBamyi 3aComgBamug. Hanm 1630 mammentu ca Ounm Ha
tepanns ¢ Levitra 3a 6 miu mosege Mecena. Ot Tax 730 ca 6unu nexysanu 1
FOAWHA WJIH TOBeue. 1a3H I'pyla HAfHSHTH BKIIOYBA: B HaNpeRHaNa BH3pact
(22%), naumentn ¢ xunepronus (35%), 3axapen Auaber (29%), ¢ mcxemmyHA
GonecT Ha CHPLETO WNH APYrH CEPAEYHO-CHIOBH 3a0orsBanus (7%), XPOHHIHM
Genonpobun  3abonspasua (5%), xunepmanagemus (22%), pempecus (5%),
pajuKainHa IpocTatekToMus (9%). B XNMHHYHMTE HpoydyBaHHI He ca Ommx
IpeficTaBeHH OCTATHYHO CIETHHTE TPYIIH: BB3PACTHY KA > 75 rofauny, 2,4% u
HalHEHTH ¢ OIpefeNeHH CBPAEYHO-CHAOBH 3abomssamma (1. 4.3).He ca
H3BBPIICHE KITWHHYHE OPOYYBaHHA IPH HAaHHEHTH ¢ rphOHAYHOMO3EYHE TPaBMHE
winy apyra yepexkmamsa Ha IJHC, texxu ObOpeyHH HAH YepHOAPOOHHM
YBpeXOaHHs, IPeTHPIEIN XUPYPr#JHA HHTepBeHNHH B obnacTTa Ha Tasa (¢
M3KIIOUEHNE HA INajsiia HepBHTE IIPOCTATCKTOMMS), TpaBMma, jJkYeTepanud H
TOBIDKEHO JIHOMIO MITH aHATOMHEYHH Ae(pOopMaLliK Ha ITEHHCA.

Ilo Bpeme Ha OCHOBHHTE KIHHHYHHTE IpOYYBaHHSL JiedeHHeTo ¢ vardenafil e
JOBENO A0 OA0OpsiBaHe Ha epekTuliHaTa QYHKUHMA B cpasHenue ¢ nuanebo. Hpn
ManbK Gpoil mamuenTH, KOUTO Ca W3BHPIIKIIH II0MI0B akT 4 10 5 YACATIREIPHEMa
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Ha HAEeKapCTBOTO, HPOLEHTHT Ha NPOHUKBAHE M NMOANBDKAHE Ha EPEKIHITa €
3HAYHTENHO I0-BUCOK B CpaBHERNE ¢ mianebo rpynara.

Hpu npoydsanus ¢ GuKcHpana o3a cpefl MHPOKa MOIyIAlHS MEXE C epeKTHIHA
muachysxnus, 68% (5 mg), 76% (10 mg) u 80% (20 mg) oT mammeHTHTE ca
OCBINECTBHIIM YCIICHICH HOJIOB akT (ponuksanug) (SEP2), B cpasdeniie ¢ 49% s
rpynara ¢ miauedo 3a nepHoJ| OT TPH Mecella Ha npoyusaHero. CriocobHocTTa 32
nomibpxkane Ha epekius (SEP3) B Tazy mppoxa IOMyRaiys OT JIMIA C EpEKTHIIHA
machyuximg e 53% (5 mg), 63% (10 mg), 65% (20 mg), B cparuenne ¢ 29% npu
nnaunebo.

CGopHuTe JaHHK OT TOIEMHATE MPOYUBaHHS BEPXY e(pHKaCHOCTTA MAHEHTHTE C
ycneHleH HONOB akT (IIpOHUKBaHe) cieXt ynoTpeba Ha vardenafil ca Ouwnm xaxro
cliefBa: OCHXOIeHHa epeKTHilHa Ruchyskmug (77-87%), cMeceHa epexTmiHa
zuchynxnps  (69-83%), opraumyuHa epextisa  puchynrmms  (64-75%),
HanpenHana Bu3pacT (52-75%), mcxeMuuHo ceppeuyno zabonseane (70-73%),
XunepnunrgeMas (62-73%), xpouuuna Genogpobua Gonect (74-78%), Aempecus
(59-69%) u nanpeHTH, NEKYBaHH SHHOBPEMEHHO ¢ aHTHXHIEPTCHIHBHY CPECTBa
(62-73%).

B xnuHHYHO Npoy4YBage IIpH IaNMEHTH CbC 3axapeH juaber vardenafil
3HAYATENHO TIOFOOpABa epeKTHIHATa (DYHKIAS, CIIOCOOHOCTTA 32 MTOJIyIdBaHe U
IIOJABPKAHE HA ePEeKIUs, FOCTAThYHO MPOABIKUTEINHA 38 YCICIICH IIONOB aKT U
PHTHIHOCTTa Ha meHuca ¢ fo3u vardenafil 10 mg m 20 mg, B cpasueHue ¢
nnanebo. HectoTaTa Ha NOJydaBaHe M IOATBPXKAHE Ha epekius e Omma 61% u
49% npu 10 mg, 64% u 54% npu 20 mg vardenafil, npu manHeATH KOUTO ca
3apBpIIMIN TpH Mecela JIeYeHue, B cpaBHeHHe ¢ 36% u 23% mpu rpymara
TIanHEeHTH Ha nnaredo.

B KIIHHH4HO NpOydYBaHE Ha HAMEHTH CciIef IpocTaTeKToMus, vardenafil
3HAUUTENHO NMoxo0psBa epexTuNHata GYHKOHA, COOCOOHOCTTA 3a MONydaBaHe H
MOJUIEpIKaHe HA epeKInd, JOCTATHYHO NIPONBIKHATENHA 32 YCHelleH ITOJIOB aKkT M
pHrHAHOCT Ha neHuca ¢ go3u vardenafil ot 10 mg m 20 mg, B cpaBHEHHE C
TpynmaTta Ha Imanefo. YecToTaTa Ha HONydYaBaHe M MOIIBPIKAHE Ha €pEeKLuA €
Guna 47% u 37% npu 10 mg, u 48% u 34% npu 20 mg vardenafil npyu nanuenTn
¢ 3-MeceuHo IeUEHHE, B cpaBHenue ¢ 22% u 10% npu nanueHTHTe Ha mianebo.

Besomacnoctta u eduxacHOcTTa Ha vardenafil € ycTaHOBEHA B IIpONBITAGITENHH
IIPOYIBAHHS.

5.2 ®apMakoKHHETHYHH CBOMCTBA

PesopBuuis

Vardenafil ce pezopbupa OBp30 ¢ MakcuMalHH NIA3MEHH KOHIECHTPALUH,
NOCTHFHATH Np¥ HIKOU MEBXKE 15 MuHYTH chel nepopanHo nprinoxerne.Odage B
90% oT cryganTe MaKCHMAaJHATE YIIa3MEHH KOHIICHTPAUHH ca DOcTUrHaTH ot 30
ro 120 mumytu (cpenHo 60 MmHYTH) Clel OpalHO HpPHJIOXKEHHe, Ha ITafHO.
Cpennara abcomotrHa OMOHANMYHOCT ClIeX TepopaleH npxem e 15%. Cnexn




nepopanno gosupane AUC u Cia Ha vardenafil ce nosumasar nponopiMoOHan=Ho
Ha JI03aTa 3a Ipenoprysasire rpaauiy (5 — 20 mg).

Koraro vardenafil ce mpmeMa ¢ XpaHa ¢ BHCOKO ChABpKAHHE HA MAa3HHHH
(comspxama 57% MasHHHH), CKOpOCTTa Ha pe3opOIms ¢ HaManewa, c
HOBHITIABAHE HA CPENHOTO tmax OT 1 wac U cpenmna penykums Ha Cpax 0T 20%.
Vardenafil AUC se ce moemussa. Cnen mpueM Ha XpaHa, chIBbpXama 30%
MAa3HHHH, CKOPOCTTA U CTeleHTa Ha abcopbums ra vardenafil (tnax, Cimax, AUC)
HE ca HPOMEHEHH B CpPaBHEHHE ¢ XIPHIOKEHHETO Ha IIIANHO.

Pasnpenenenye

Cpeannar paBHOBeceH obeM Ha pasmpefenenue Ha vardenafil e 208 1, xoero
II0Ka3ga pasHpefenenne B TekanuTe. Vardenafil 1 HeroBuaT OCHOBEH MeTabOIMT
(M1) ca 3sHawMTENHO CBHP3aBM ¢ INIa3MeHNUTe NpoTerny (npubausurenso 95% 3a
vardenafil wna M1). 3a vardenafil, xaxTo u 3a M1, CBEP3BaHETO C IPOTERH €
HE3aBHCHMO OT 001aTa NeKapcTBeHa KOHICHTPALHSL.

Br3 ocHoBa Ha m3MepBaHmsfTa Ha vardenafil B cmepmata ma 3npaem nuia 90
MHUHYTH clef HpHeM Ha J03a, B CHepMara Ha IAHeHTHTE MOXKe Ja Ce YCTAaHOBH
He nosede ot 0,00012% ot npunoxenara gosa.

Merabonuzpm

Vardenafil ce meTabonm3npa TpefEMHO B YepHUS Apo0 MOCPENCTBOM IMHUTOXPOM
P450 (CYP) msodopma 3A4, ¢ ussecten mpuuHoc Ha CYP3AS5 u CYP2C
H30(OPMHL.

IIpu xopa riaBHUST DHPKynHparn Merabonut (M1) e IpoAyKT OT HeseTHipadeTo
Ha vardenafill u e obBexT Ha mo-HaTaThINeH MeTaGONA3EM C CIMMHHALMOHCH
TIONY>KHBOT B IUIa3Mata OT Npubnm3urenHo 4 gaca. Yactu ot M1 ca mox dopmara
Ha [HIOKYPOHHAW B CcHCTeMHara IupKyjramus. MerabomiteT M1 moxaspa
bocdonuecTepasen cenekTEBEH Opodmi, momoben Ha vardenafil u in vitro
aKTMBHOCT K6M (ochomuectepasa Tum 5 oT npubnuzurenuo 28%, B cpaBHEHHE C
vardenafil, Bogem no eduxacen npuroc ot oxono 7%.

Enumunupane:

Obmuar temeceH knupbHC Ha vardenafil e 56 Vh ¢ pe3ynTaHTHO KpacH
IOIYKUBOT 3a npuOnmsurenso 4-5 wuaca. Cnex nepopanHEO IPHIOKEHHE,
vardenafil ce exkckpermpa Karo MeTaOONHMTH IPEHMMHO 4Ype3 H3NpaKHEHHATA
{oxomo 91-95% ot npmnokeHaTa J03a) ¥ B HO-MaJIKa CTeNIeH B ypHEHaTa (OKOIo 2-
6% OT npUIOXKEHATa 1033).

QapMaKOKHHETHKA HPY CIIeHaHN FPYITH TanNHeHTH

IlaupeHTH B HanpenHaka Bp3pact:
YepHompobHus omipbHC Ha vardenafil mpm moOpoBonnum 2npaBH MEXE B

HalpenHana Be3pact (65 roxusi i IoBeye) € HaMalleH B CpaBHeHue Che 3JipaBiTe
muanu pobposomuu (18 — 45 romunm). Mexere B HampemHana BBE3pacT HMaT
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brbpeuna HEMOCTATRIHOCT

Ilpu mobpoBonmuu ¢ nexko fo yMmepeHO OBOpeyHo yBpexpane (KpeaTUHHHOB
xmapsHC 30 — 80 ml/min), papmaxoxnHeTuxata Ha vardenafil e momo6ua Ha
KOHTpOJIHATa IPyHa ¢ HopManHa 650peuna ynxuus. [Ipr noGposonim ¢ Texko
Or0peuno yBpexaane (KpeaTHHHHOB KIHpEHC < 30 ml/min), cToiinoctTa Ha AUC
e moBumeHa ¢ 21% u croiimoctra Ha Chayx € IOHMKEHA ¢ 23%, B CPABHEHHE C
nobposommute 6e3 OnOpeuno yepexuane. He e mabmozasaHa CTATHCTHUECKH
3HAYMMAa KODENAlpsa MeXAy KpeaTHHWHOBHS KIHpPBHC M Jo3ara Ha vardenafil
(AUC u Cppy) (Buxre Touxa 4.2). @apMmaxoxuseruxara Ha vardenafil ne e
[IpOy4BaHa HPH MAIWEHTH, HY XAy ¢e OT Auanu3a (BinkTe Touka 4.3).

YepronpoOHa HENOCTATEYHOCT

Ipu mag@eHTH ¢ Neko 1o ymepeHo depHoApodHo yepexnane (Child-Pugh A u B),
KNMPBHCHT Ha vardenafil e Oun HamaneHn IpONOPIHOHANHO HA CTEHEHTA HA
geproapobHOTO yBpexnane. [Ipy manuwenTn ¢ neko yepexpane (Child-Pugh A),
croiinocTHTe Ha AUC u Cpp; ca nosumeny ¢roTBeTHO 17% 1 22%, B cpaBHeHue
ChC 3/lpaBaTta KOHTponHa rpyna. llpm marmueHTH ¢ yMepeno yspexxmane (Child
Pugh B), croiinoctute Ha AUC 1 Cyax ca mosumienu ¢s0TBeTHO 160% u 133%, B
CpaBHCHHE CBC 3fApaBaTa KOHTIpONHA Ipyna (Bmxre Touka 4.2).
dapMmaxoxubeTHKaTa Ha vardenafil mpu DemmeRTH C© TeXKO yBpeHAeHa
geprOApobHa dynxuus (Child-Pugh C) He e npoyusana (BmxTe Touka 4.3).

5.3 IlpeagxIHEAYHA JAHHA 32 0€30MacHOCT

TpenxauHpuRrTe JAHHM He pasKpuBar cherpduyeH PECK 33 Xopa Bh3 OCHOBA HA
Opoy4YBaHHS 32 (PapMaKonorwyHa Oe30IacHOCT, XpPOHWYIHA TOKCHYHOCT,
TeHOTOKCHYHOCT, KaHIIEPOreHEH TOTEHITHAN, PEIPOAYKTHBHA TOKCHIHOCT.

6. @PAPMAINEBTHYHHN TAHHHA
6.1 CoychKk Ba NOMOIBMTE BENIEcTBA
TablieTKH CHPIIEBHHA:

Crospovidone,

magnesium stearate,

microcrystalline cellulose,

silica, colloidal anhydrous.

OHIMOBO ITOKPHTHE:
Macrogol 400,
hypromellose,

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

6.2 HecbBMECTHMOCTH
He ca uspecTHHA. S
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6.3 Cpox na ropuocT
3 roguHA.

6.4 Crenimanau npefna3sEH MepKH IPH cHXpaHeHHe
Hsiva cneitdanss HpeAla3HE MEpKH NpH ChXpaHeHHe.

6.5 JiaHnny 3a ONAKOBKATA
Braucrepya onaxopka PP/amyMunueso ¢onno B KapToHeHa Kytug mo 2, 4, 8 u 12 -

TabmeTKH.

6.6 Yxazannd 3a ynoTpeda
Hsma crienuanuy B3yMCKBaHE.

7. IIpuTexxaTei Ha pa3pelleHMETO 33 yoTpeda.
BAYER AG D-51368 Leverkusen, Germany

8. Peracrpannoses HOMeP B perucrbpa mo wi. 28 3JIAXM

9. IfnpBo paspemenne 3a ynorpeda Ha JeKapcTBEHHS DPOAYKT
06.03.2003r.

10. JMaTa ua mociegHa pepakuusa Ha Texera  06.2005r.
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