KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA
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| MUHHCTEPCTBO HA 3LPABEONA3BAHETO

1. AME HA JEXAPCTBEHMS IIPOXTYKT _

Levitra 10 mg Fé’:ﬂﬂmﬁﬂe Kbit

JleButpa 10 mg FaSpeuietue 32 ynorpefia Lay L\’{ 220206
1

2. KAYECTBEH 1 KOJIMYECTBEH ChCTAB 690 % “oL0p ‘W

LY

Beska tabetka corppka 10 mg vardenafil (kato hydrochloride trihydrate).
3a IOMOIIHHTE CHCTABKA BIDKTE TodIKa 6.1.

3. JEKAPCTBEHA ®OPMA

OunMupada TAONETKH.

Kperim opamxxesu TabneTkH, O3HadeHH ¢ HalpedeH Hajuuc Bayer or epdara
cTpasa H 10 ot apyrara crpasa.

4, KIHHHYHU AAHHA

4.1 Hoxazanus

Jlegenwe Ha epexTHNHA AACHYHKITHA, KOSTO CE M3pa3dBa B HEBE3MOMKHOCT Jia ce
IIOCTMTHE WIH TOARBPKA epeKIHsT Ha IeHHca, HeoOXoauMa 3a YCIEHIEH IT0JIOB
aKT.

3a na 6pxe edexTusra Levitra e HeoOXOMHMO CEKCYaTHO CTHMYIHpaHe.

I evifra He e ITokazana 3a yootpeba OT JKEeHH.

4.2 JIo3BpoBKa ¥ HAa9HH HA MPHJIOKEeHHe
3a mepopaiHa yrnoTpeba.

BL3pacTHH MbxKe

IIpenoppusanara fo3a ¢ 10 mg, npuera crropell HyKAATE IpHOIM3KUTENHO 25 £O
60 MHHYTH Tipemdl CeKCyalHa aKTHBHOCT. BB3 OCHOBa Ha e(pUKacHOCTTZ H
TOHOCHMOCTTA JI03aTa MOXe fa ce HOBHINY g0 20 mg WIH Jla ce HaMaix o 5 mg.
MaxcnMansata npemopsusada no3a € 20 mg. Ilpenoprusadara MakCHManHa
YeCTOTa Ha IPUIOKEHHE € SIHH OBT AHEBHO. Levitra MoXe Aa ce IIpHeMa ¢ WlH
Oe3 xpana. Haganoro ma melictere Moxe 7Ja ObHe 3a0aBeHO, aKO ce IpHeMa ¢
XpaHa ¢ BECOKO ChABPYKaHHE Ha MasHUHEY (BIIKTE TOHKa 5.2).

Mprxe B HallpeHaila BE3pactT

Toit kaTo xmuperECET Ha vardenafil e HamaneH NpH NandeHTH B HaOpeAHANd
BB3pacT (BHXKTE TOUKa 5.2), TpAOBa Ja ce 3al0yHe ¢ HadanHa Jo3a oT 5 mg.
J{ozara Moxe fra 6¢ mosumena xo 10 mg 1 20 mg BB3 ocHOBa Ha e(UKaCHOCTTa
H TIOHOCHMOCTTA.

E ca | IMMoapacTBargn

Levitra He € moxasaHa [IpH Julia Moy 18-ropumsHa BB3PACT.. 7= o




VYnorpeba npy manrenTy ¢ YBPEneHa 4epHonpobHa HyHKIHsS

Havamma ymo3a or 5 mg Tpabea na ce Ipuiara IpH DANKEHTH C JEKO H YMEPEHO
geproapobHO yBpexmame (Child-Pugh A-B). By3 ocHoBa Ha NMOHOCHMOCTTA M
ehUKacHOCTTa [03aTa B HOCNEACTBHE MoXke Aa OBle moenmena. MakcHMarHaTa
IPEMOpEIBAHA 034 MPH NAlMEHTH ¢ YMEpPEHO YepHOApoOHO yBpexnase (Ch11d
Pugh B) e 10 mg (BrxTe TOouxa 4.3 1 5.2).

YuorpeGa npH NanvenTy ¢ yBpeaena 6s6pedna dyHKIMs
He e neobxommmMa KOPEKIMA Ha ZO3MPOBKATA MIPH IAIMEHTH C JIEKO JI0 mepeﬂo ‘
650pedHO YBpEKAAHE.

Ilpu mamuentH ¢ Texko O6LOpeqHo yBpexmaHe (KpeaTHHHHOB KHpBHC < 30
ml/min) e HeoOX0MMO Ha ce NPHUIOKH HadallHa Jo3a OT 5 mg. Br3 ocHOBa Ha

TFOHOCHMOCTTA B €()MKaCHOCTTa Jo3ara Moxe Na Obae nopuinera Ao 10 mg u 20
mg.

Ynotpeba HpH HanueHTH, yHoTpeGapaniy ApyrH JEKapeTBa
Jozara na vardenafil me Tpsfea ma mpepumaBa 5 mg, KOTaTo ce H3MON3BA B
xoMbmranua ¢ CYP 3 A4 uaxubuTOpa epUTPOMUITHH (BIDKTE TouKa 4.5). -

4.3 lIporyBonoKkazaHud

EpmoBpeMeHHOTO IIpuiOXKeHHe Ha vardenafil ¢ HHTpaTn unm nekapcTeRa,
oceofoxIaBally a30TeH OKCHZA (KaTo aMHJI HHTPHT) IO BCAKakea GopMa e
NpOTHBOIIOKa3aHo (BHKTe To9ka 4.5 1 5.1).

JlekapcTBata 3a IEYeHHE Ha EpeKTHIHATA AHCHYHEKIHS 10 IPaBHIIO He Tpsabra Ja
CE M3TON3BAT IIPH MEXKE, IPH KOHUTO HE €€ NPENOphYBa CEKCYANHa aKTHBHOCT
(HampuMep IAL¥eHTH ¢ TEXKM CHPACUYHO-CHAOBH HapyIleHHMs, KaTo HecrabknHa
CTEHOKapAMs HIH TeXKa CBpAcuHa HemocraThaHocT [New York Heart
Association III wmz IV]).

BeszomacHoctra Ha vardenafil He e mpoy4gaHa mpu CIENHUTE IPYIH HAlHEHTH K
CIIeFOBATEIHO HEropaia ymoTpeba e HpOTHBONIOKA3aHa, HOKAT0 He ce IOydH
JNOII'BIHUTENHA HHPOPMALIHML: TexKa dyepHoapobHa HenoctaThunocT (Child Pugh
C), xpaeH cranuit Ha OE0pedHO 3a00iIBaHe, KOETO HaNara AHAIH3a, XHNOTeHHS
(xpeRHO Hamarage < 90/50 mm Hg), anaMHeCTHYHE FaHHH 3a IIpeKapaH CKOpO
UHCYAT WNW MHOKapjeH wHbapkr (mpe3 mociemmure 6 Mecena), HecTabHWIHA
CTCHOKAPNUSA ¥ M3BECTHY BPOJICHH HEreHEePaTHBHHA HapyNICHUs HA peTHHATa, KaTo
retinitis pigmentosa.

EnmoeppemenHara ynoTpebGa Ha vardenafil ¢ mMomeu CYP 3A4 umuxubnropn
KeTOKOHAa30/ B UTpaKoHa3oll (opaiHa GhopMa) € MPOTHBOHOKA3aHA IIPY MBXKE HaR
75 romaHmy.

EnsopemenHoto usmonspane Ha vardenafil ¢ HIV nporeasan uaxubuTOpH Kato
PHTOHABHpP ¥ HHIHHABHD € I[POTHBOIIOKA3aHO, Thil Kato Te ca MHOIO CHITHH
uuxuonTopH Ha CYP3 A4 (BuxTe TOuKa 4.5).

CBpBXIyBCTBHTENHOCT KbM vardenafil mny XBM HAKOS OT IOMOIINHHATE CHCTABKH.




4.4 CoenHanHH NpEXYNpPeXJCAHA H CHEHHAIHHM NpeANasHd MEPKH NpH
ymorpeba

IIpemu ma ce 3amouHe Je4YCHHE C NEKApCTBOTO € HeoOXomMMo Ja Ce CHeMe
aHamMHe3a M Ja C€ H3BLPIIH KIMHHYEH TIperiesl, 3a Jla ce AUarKocTHIHUpa
epEKTHIHATA JHCOYHKIMA ¥ C€ ONpejeldT MOTeHIHANHWTE PHIMHE 3a
3a00JIBaHETO.

Ipemy ma ce 3amodHE JCUSHHS HA €PEeKTHIHA IHchYHKINA, TexapuTe Tpsbsa xa
B3¢Me [0 BHHMAaHWE CHPASUHO-CBIOBH CTATyC Ha TEXHUTE IAllMEHTH, ThH KaTo
HMMa PHCK OT CTpaHa HA CHPHETO, CBBP3aH CHC CEKCyallHaTa aKTHMBHOCT (BIDKTE
trouka 4.3). Vardenafil npuTexaBa chAOpa3HpABAIIE CBOHCTBA, KOHTO BOHAT RO
JIeKo ¥ TIpeXoiHO TOHMKagaHe HAa KPHBHOTO HalgraHe (BHkTe Toyxa 5.1).
[TaymenTH ¢ IeBoKaMepHEA OOCTPYKIHSA HA KPHBHHUS TOK, HANp. a0pTHA CTEHO3a U
HOHONaTHYHA XunepTpoduasa cy0aopTHA CTEHO3a, MOraT Jia ca UyBCTBHTEHHH
KbM JeHCTBHETO HAa BasOAWIATATOPH, BKIOUHTENTHO (ochonuectepasun
KHXHOMTOPH THE 5.

JlekapcTBata 3a JiCUEHHE Ha €peKTHIHA JHUCOYHKUMS TpsOBa ha ce H3MON3BAaT
BHUMATEIHO HpH DaUHEeHTH ¢ aHaTOMugHa Aedopmalya Ha IleHuca (Karo
anryjanms, kageprozna ¢ubposa, mm Honect Ha Peyronie), wiu npu nanHeHTH,
KOMTO HMAT CECTOSEHIS, NPEAPasIoifaraliy KM NpHanu3eM (Kato ChPIOBHIHO-
KNeThYHa AHEMIT, MyITHEIUICH MEEIIOM HIIH JIEBKEMEI).

BeszomacHocTTa M eduxacHocTTa Ha KoMOuHanmATa vardenafil ¢ xpyro nedeHue Ha
epeKTHIHATa AUCYHKIHS He € nmpoydusaHa. CIefIOBaTeNHO He ce IpelopsuBa
HM3NON3BAHETO Ha TAKWBa KoMOUHAMH.

EnnonpeMerHH0TO H3mioN3Bame Ha anda-Onokepu u vardenafil Moxxe ma moBege Ko
CHMIITOMATHYHA XHOOTCH3HWI INPH HAKOH TIAUMEHTH BCHEJCIBME Ha
BasOMIIATATOPHHTE ©()eKTH Ha ABETEC JeKapcTBa. EAHOBPEMEHHO JICYSHHE C
vardenafil TpsOBa fa 3amoune caMoO aK0 MANHEHTHT € CTAOHIH3HpaH C ICHCHHETO
¢ ana-6noxep. MaxcuManrata fosa vardenafll He Tpabsa ma NpeBHiara 5 mg
npu re3u mauentH. OcBeH ToBa vardenafil me Tpsabra ma ce mprema mo 6 yaca
ciep mpuema Ha anda-Oiokep, ¢ H3KIIOYEHHE Ha TaMCYJIOCHH, 32 KOHTO He €
HeoOXOAMMA TasH TIpeduasHa MApKa (BIDKTe Touka 4.5).

EnmoBpemennara ynorpeba Ha vardenafil ¢ mommuu CYP3A4 unxuburopu Kato -
HTpaKOHA30J ¥ KeTOKoHa30M (opanna dopma) Tpsabea fa ce u30aArBa, THH Kato ce
HORyYaBaT MHOIO BHCOK# IJIa3MEHM KOHIEeHTpaumu Ha vardenafil, axo
JIeKapeTRaTa ce KoMOURUpat (BrkTe Touka 4.5 1 4.3).

Moxe za Obpme HeoOxommMma Kopekuus Ha mo3ara Ha vardenafil, axo
efEoBpeMeHHO ce npuiara ¢ CYP3A4 uHXMOHTODH, SPUTPOMUIME (BHXTE TOUKA
4.5u4.2).

EnHoBpeMeHHMAT @NpHEM Ha CcOK OT rpelimdpyr ce odakBa Ja IIOBHINH
TiasMeHrTe KopneHTpawyn Ha vardenafil. KomOunanusaTa 1psa6Ba na ce usbarea
{(BmxTE TOUKA 4.5).

JoxasaHo e, ye emHOKpaTHara opanHa xoza oT 10 mg um 80 mg vardenafil
yoemxasa QTv muTepBana cborBeTHO ¢ 8 W 10 msec (BuxTe TOuUKa 5.1).
KimuauqHOTO 3HaAYeHAE Ha TO3H (akT He € H3BECTHO H HE MOXE Ha Ce OTHece 32
BCHYKHM Ial@eHTH, IpH BCHYKH OOCTOATENCTBA, 'rm ,Katco saBch OT




HHAUBHAYaJHUTE PHCKOBH (JaKTOPH ¥ BL3IPHEMUYMBOCTA B AAHeH MOMEHT M IIpH
BCEKH OTAcHed mnammeHT. Jlekapcreata, kouTo ymeipkasaT QTc HHTeppama,
BKIOUHTENHO vardenafil, e gali-moGpe Fa ce H30ATBaT OpH MANMEHTH ¢ PUCKOBH
(aKTOpH, HapUMEp: XHIOKAIHEeMHE, BPOJieHO yAebkapane Ha QT . mHTepsan,
SAHOBPEMEHHO IIPHIOKEHHE HAa AHTHADMIMHYEM JleKkapcTBa knac la (mamp.
XMHHIUH H IpoKanHaMux), wiM kiac III (ganp. aMuozapos | coTanomn).

He ¢ mpoyusano npunoxenmero Ha vardenafil npy manmmenTs ¢ yBpeXxiane Ha
rpe0OHauHEA cThn6 wim Jpyru Ooxectw Ha ITHC, mommkeno nuOupe u npu
DAHeHTH, NpeThplely omepallid Ha Tasa (C M3KIIOUEHHE Ha IUafiiia Hepsa
IIPOCTATEKTOMHEA), TPABMa Ha Ta3a ¥ NbIeTeparisL.

In vifro TipoyuBaHHSTIa ¢ JOBeIIKE TpoMOOLETH Ioxas3eaT, we vardenafil me
TUpHTEKaBa aHTWATpPEralHOHEH €(eKT, HO IIPH BHCOKH KOHIEHTPamUK
(MHOTOKpaTHO IpeBHINABAlM TepaleBTHYHHTE), vardenafil moTenumpa
aHTHAarperanuoHuHs e(eKT Ha HaTpHeBH HHTPOIPYCHH, AOHOD Ha A30TEH OKHC.
IIpw xopa vardenafil He BiMse BEPXY BpeMeTO Ha KBpPBeHe, CAMOCTOSTEHO HIIH B
KoMOHHALAA C aueTHIcalHiMIoBaTa KucelMHa (Bmxkre Touxa 4.5). Hama
HamYHa HHOOpMana 3a Oe30macHOCTTA ciell IpunoxeEwe Ha vardenafil mpm:
HaBCHTH ¢ HapyIIeHHS B KPBBOCHCHPBAHETO WM aKTHBHA s3BeHA OOJecT.
Cnenoparenao vardenafil Tpgbsa ma ce npunara Ipu Te3u NManHeHTH caMo CIeJ
BHUMATENHa IpelleHKa Ha OTHOICHHETO TI0J3a/PHCK.

4.5 B3ammopeiicTBHEe ¢ JPYIH JeKApPCTBEHH NPOAYKTH H APYrH ¢opma Ha
B3aHMogelcTBHS

Bausguue Ha JXpyry JIeKapcTBeHH MPoXyKTH BEPXY vardenafil

In vitro npoyusanus:

Vardenafil ce MeTabonuaupa npeAMEO Ype3 YEPHOAPOOHUTE €H3MMH LHTOXPOM
P450 (CYP) msodopma 3A4, ¢ uspecreH nmpuHoc Ha uzodopmure CYP3AS u
CYP2C. CnepopaTenHO MHXHOHTOpHTE Ha Te3¥ CH3WMM MOTAaT Ja HaMamiaT
KJmphHCca Ha vardenafil.

In vive npoyusanus:

EnnospeMerHOTO IpunoxeHue Ha HIV mpoTeasHHMST HHXUOMTOD HHAHHABHP
(800 mg Tpu mBTH AHEBHO), MomeH CYP3 A4 nuxuburop, ¢ vardenafil (10 mg), e
noBeno fo 16—xparHo mopumrasaHe Ha vardenafil AUC u 7-kpaTHO noBHIDaBage B
Cax Ha vardenafil. Ha 24-THg yac mrasMeHuTe HEBA Ha vardenafil ca nodmxenu
pHOTH3UTENHO 4% OT MAKCHMATHOTO Iia3MeHo HHBo Ha vardenafi]l (Cuax).
EnmoepementoTo npunoxenrne Ha vardenafil ¢ puromasup (600 mg 1m8a nmeTH
IeBHO) Boay Mo 13-kparHo moBumaraHe Ha Crax Ha vardenafil u 49-kpatro
mosamasage Ha AUCo,4 Ha vardenafil, xoraTo ce mpunara eJHOBPEMEHHO C
vardenafil 5 mg BsamMonelicTBHeTo € IIOCIEACTBHE Ha OJNOKMpPaHeTo Ha
yepHoApobHus MeTaGom3sM Ha Levitra oT paroHaByp, BHcokoakTHBeH CYP3A4
HHXHOMTOP, KoiiTo chnio uaxubupa CYP2CY. PUTOHABYp 3HAYMTEHO YALILKABA
eMAMAHAIHOHHIS IOy KHBOT Ha Levitra jio 25,7 gaca (BmkTe Touxa 4.3).




EnHoBpeMEHHOTO NpHIOXKEHHe Ha KeTokoHazonl (200 mg), momen CYP3A4
uHxubuTOp, ¢ vardenafil (5 mg) e mosesno no 10—xparHo nmoBumasane Ha AUC Ha
vardenafil # 4-kpatHO nopuiIagane 5a Cpax Ha vardenafil (Brxre Touka 4.4).
Benpekr d@e cHemH@HUYHEH UpOydYBaHHA BEPXY B3aUMOHEHCTBHETO HE ca
TIPOBEACHH, IPH €HOBPEMEHHOTO H3nol3BaHe Ha MomuE CYP3A4 nuxuGuropu
(xaro WTpaxoHA30JI) MOXKE Jd ce OYaKBa IIONydYaBaHe HA Ma3sMeH¥ HHBA Ha
vardenafil, cpaBHMMH C Te3H, IIONYd4EeHM C KeTOKOHaz0N. EmHoBpeMeHHATa
ymotpeba Ha vardenafil ¢ Mormur CYP3A4 mEXHOWTOPH Karo WTPakOHA30M H
xeroxoHason (opanHa Gopma) Tpadra fa ce H3bsTRa (BIKTE TouKa 4,3 1 4,4). IIpn
BE3PACTHH MEXE Hah 75-ToOWINTHA BE3PAcT GOHOBPEMEHHAaTO H3NON3BaHe Ha
vardenafil ¢ WTpakoHAa30NI HIH KETOKOHA30NK € MPOTHBOIOKA3aHO (BIXKTE TOUKA
4.3).

EnsoBpeMeHHOTO HpHiIoXeHHe Ha epuTpoMHIMH (500 mg TpM IFTH JHEBHO),
momeH CYP3A4 wuxubmrop ¢ vardenafil (5 mg), e AoBemo mo 4-xpatHO
nosrmapare Ha AUC Ha vardenafil  3-kpatso moermaBane B Cray Ha vardenafil.
Koraro ce msmon3pa B KOMOWHAINHI ¢ €PHTPOMHLMH ¢ HeoOXOHMMO J03ata Ha
vardenafil na ce xopurupa (Bmxre Touka 4.2 H 4.4). Limetumun (400 mg apa
TIIETH JHEBHO), HecTiemuguder nuToxpoM P450 maxubuTop, HaMa BIHSHHE BEPXY
AUC u Cy,y Ha vardenafil, xorato ce mpmnara egHoBpeMeHHO ¢ vardenafil (20
mg) npy 3xpaBE FOOPOBOIIIH.

CoxsT ot rpeiimdpyt, xato cmab wHxuburop Ha Merabommsma Ba CYP3A4 B
YpeBHATA CTeHa, MoXe Jia IOBeje 40 YMepeHo NOBHMIaBaHe Ha INIA3MEHHTE HUBA
Ha vardenafil (Bmxre Touka 4.4).

dapmakoxureTrkaTa Ha vardenafil (20 mg) He ce HOBMHABA OT €AHOBPEMEHHOTO
ppunoxenue ¢ H2-amtaromucra pasmtamue (150 mg ABa THTM JHEBHO),
JTUTOKCHH, BapdaphH, THEOSHKIIaME, allKOXO0J (CPEEHO MAKCHMAIHO aNKOXOJHO
CBABpKAHHE B KpBBTA OT 73 mg/dl) wid eXBOKparHE MO3H OT AHTHALMK
(MarmesnyM XMAPOKCH/ATyMUIHEYM XUAPOKCHIT).

Benpekn ue cneru@HIHE IDpOydYBaHWS BBPXY B3aHMoIeHCTBHeTO He ca OMmm
OpOBEAEHH  3&  BCHYKY  JEKapCIBEHM  NPOAYKTH,  IONYNaiHOHHUST
(apMakOKMHEeTHYEH  aHaiM3  TOoKa3sBa  JWIcata Ha  BAHAHHE Ha
thapmakokuHeTHKaTa Ha vardenafil or cnemsuTe NeKapcTBa NPHETH CHBMECTHO:
ameTHICATHIIORA kucenuHa, ACE-uuxuburops, 6era-6mokepu, cradbu CYP3A4
HHXHEOHTOPH, FAUypeTUIH H JeKapcTBa 3a JedeHre Ha auaber (cyndanmiypes u
MeTPOpPMHEH).

Bausuwue wa vardenafil BEpXy RpyruTte JeKapcTBEHH HDOAYKTH
Hama mansd 3a  B3amMmopelictBhHeTo Ha vardenafil u  Hecnenuduunm

dochoauecTepa3sHE HHXHOATOPH KaTO TeOhHINE HIIH MUITHPHAAMOIL.

In vivo npoyueanus:

B npoyusane Ha 18 3xpasy noGpoBosiy MEBXe He € HaOMoNaBaHo IIOTEHIMPaHe
Ha MOHIKABAIHs edeKT BBPXY KPEBHOTO HalsIraHe Ha cyOIMHIBAIHO IPHAOKEH
HHTpormanepuH (0,4 mg), xoraro vardenafil (10 mg) e npunoxer Ha pa3nMYHA
unTepBau or Bpeme (oT 1 wac mo 24 dwaca) mpesd Ba /g;g-:ﬂpnqngp Jo3ara




HuTporimueprH. Vardenafil 20 mg mnoreHnmupa xXwWnoTeH3uwBHEA e(hEKT Ha
cybmuarsamans HETpormneprH (0,4 mg), B3eT 1 unH 4 yaca clief IPHIOKEHKETO
Ha vardenafil npu 3apasu ymuia Ha cpenHa BB3pacT. He e mabmopasas edext
BBPXY KDPBBHOTO HAllraHe, KOraro HHMIPOIVIMIEDHH € mpHeT 24 uaca Cliex
IIPHIIOKEHNETO Ha emHoKpaTHa xosa vardenafil 20 mg, Hsmva mmdopmarms 3a
BBE3MOXXHO MOTEHIHPANe Ha XHIOTEH3WBHUTE eeKTH Ha HuTpaTHTe 0T vardenafil
IpU TalHeHTH ¥ CIeOBaTeNHO  eIHOBPEMEHHOTO  H3MON3BaHE €
TIPOTHBOIIOKA3aHO (BIDKTE TOIKA 4.3).

Tepit kaTto MOHONEUEHHETO ¢ anpa-Ooxkep MoOXKe Ja TpHIWHM H3pa3eHo
NOHH’KaBAHE Ha KPBBHOTO HAIMTAHE, CHELHANHO OPTOCTATHYHA XHWIOTCHCHI H
CHHKOII, IIPOBENCHH ca IIPOydYBaHMA BEPXY B3amMojeciictBuero c vardenafil.
[IpoBeneo e npoydsaHe npy NalHeHTH ¢ KoOpoKawecTBEHa IPOCTATHA
xunepmiazus (I1X) Ha crabmnHa Tepanui ¢ TaMCYJIOCHH WM TEpPa3sOCHH. 1oBa
IIpOy4BaHe MMOKa3Ba, 4e Korato 5 mg vardenafil e npunoxes npu crabumiHa
TEpamMsi C TaMCYAOCHH HIMa H3pa3cHH pasjdIusd B edeKTa BEpXy KpPBEBHOTO
panarage Mexny vardenafil m mmanefo. Korato 5 mg vardenafil e mpumosxen
€HHOBPEMEHHO C TCPa3OCHHOBA TEpalud HAKOH NAHEHTH INPOSBIBAT
xunoreHcHd. ToRa He ce IoARARA, KOTaTo HMa HHTEpBal OT 6 Jaca MexIy IipHeMa
ga vardenafil u Tepasocmn. Crnemoparenso vardenafil 5 mg Moxe na ce mpunara
IO BCAKO BPEME C TAMCYJIOCHH, HO He TpaOBa Ja ce mpHjara Io0-paHo oT 6 gaca
cren pueM Ha TepasocuH. Vardenafil Tpabea na ce mpmiara Iph IalMEHTH CBC
crabunHa Tepamis ¢ anda-Onoxepu ¥ xosata ot 5 mg vardenafil me tpsadea fa ce
npeBHInapa (BHxTe TouKa 4.4).

Hsma smagmTenHn B3amMopelicTBus, korato Bapbapur (25 mg), koiito ce
merobonusupa upes CYP2CY9, mwm puroxcur (0,375 mg) e npumoxen
engoppeMeHHo c vardenafil (20 mg). OrHocHTenHara OWOHANMYHOCT Ha
rmbenxinamMun (3,5 mg) He ce IOBNHABA, KOT4TO GJHOBPEMEHHO € IPHIOKCH
vardenafil (20 mg). B cnenuduyyo npoydBaHe IpH NANHEHTH C XUIEPTOHHA,
vardenafil (20 mg) e UpHIOXEH €NHOBPEMEHHO ¢ HHQEIHIHH C YABILKEHO
ocoboxaarare (30 mg umu 60 mg), yCTAHOBEHO € FONBIHUTEIHO PENyLHpaHe
HA CHCTOJIMYHOTO HajuArage B mokod ¢ 6 mmHg ¥ AHACTONMYIHOTC KPBBHO
Hajsrage B noko#¥ ¢ 5 mmkHg, npuapykeHO OT HOBHIIABAaHE Ha CHpACYHATE
gecToTa ¢ 4 yaapa/MuH.

Korato vardenafil (20 mg) u ankoxonm (cpefHO MaKCHMAIHO AaJIKOXOJHO
ceappikande or 73 mg/dl) ce mpuemar 3aegmo, vardenafil me moTeHIHpa
eexTATe Ha AJKOXONa BBPXY KPHBHOTO HAalUIraHe M CHpAEYHATa YecToTa, H
hapmakokuHeTHKaTa Ha vardenafil He ce mpoMeHs.

Vardenafil (10 mg) He noTeHIWpa YABDKABAHE HAa BPEMETO HA KbPBEHE,
TIPHYHHEHO OT AlleTHIICANHI(HIoBaTa kucenyHa (2 x 81 mg).

4.6 BpemMeHHOCT H KhpMeEHe
Levitra He e IoKa3aHa 3a ynotpeba OT XKeHH.

4.7 EdexTn BBpPXY ciroco0HocTTa 32 modHpane » patora ¢ MAIMHHA
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B wimanunETe mpoyuBamus ¢ vardenafil ca mabmonaBaHH CBETOBBpTEXK W
HapylleHH:d B 3PEHHETO, IIaNUEHTHTE TpgOBa [ja €A CHIYPHH KaK pearmpar Ha
Levitra, npery Qa modrpar Had paboTAT ¢ MaITHHH.

4.8 Hexxenasu peakuum
ITogege or 9500 namments ca momydunzm Levitra B KIMHHYHH NpPOYYBaHHAI.
HexcenaguTe exapcTBeHH peakiud 0OHKHOBEHO ca O HPEXOAHH H JIEKH HO
YMEpEHH HO cBOATA ChIMHOoCT. Hali-uecTo moknafBaHuTe HEXENAHH JIEKapCTBEHH
peaKi{d, KOMTO ca ce moasim Ipd > 10% or manuentuTe ca rnasobomme u

329epBABAHE.

CJIEI[HHTB HEXCIIaHH pEaKnuH ca JOKIAABaHH B KIMHHHYHHA IPOYYIBaHHA!

cHcTeMa MHoro yeeTH Hecn He yectn Penxcu
Opran kiac (= 10%) (= 1% <10%) (= 0.1% <1%) = 0.01%
<0.1%)*
Fmynua cicrema CBPEXyBCTBUTER
HapYIIeHHs HOCT
IcuxuaTpHYHH Ge20KOHCTRO
HApPYILIEHHSA
Hepeaa cucrema rnasobonuHe CBETOBBPTEXK | CHHIMBOCT CHEKOIT
HapylieHus
3purenHa TosuineHo Tosumeno
Hapymemm, CEMB00TOCHARE, BBIPEOYMHO
HAPYILIEHNUA B Hangrane
BIUIIYIHTENHO apeHueTo
CBB[3aHH € TOBA (RKAIOYHTENHD
HpOy4YBaAHHS CKOTOMH),
Kpomaroncua,
KOHIOHKTHBHT
Crpieysn TaXHKapA, AnrHHa
HApyLIEHIU, cpleOeRe TEKTOPHC,
BIJTIOYMHTEHO .
CRELP3aHH C TOBa MUOKapnHa
npoy4saHus HCXOMHU
CriioBH HApYLUeHus, | 3aUepRsBaHe Xﬁ;l:gf::;ﬂ
CBLP3AHH C TOBA Emmq;{a
TIpoyYBAHHS XUOTOHHS
PecnupaTophy, Hazanma 3anyx, Jlapunreanen
TOpaKanHK o KOHLeCTHS EIMHCTAKCHC OTOK
MeAHACTHHANHH
HAPYILIEHUS
TacrponuTecTHHANH JHCIETICH, TlaTomoruunn
H HapyIIeHHUs, rafgeHe gepHORpPOGHU
BKAYHTESIHO (YHKUHOHAIHH
CBDBP3AHH € TOBA TECTOBE,
NpOyYBAHHA nopamed GGTP
Koxa 1 nofkox+n DOTOUYBCTBHTEIN
THKAHHH Ha peaxuys,
HapyLIeHHA OToK Ha JIHIETO,
obpaB
MycKyTOCKEMeTHH Cepymaa kpeatur | MyckynHa
HapyHIeHHs | PocdiokuHaza PHTHOHOCT
HapyleHHs HA TOBKINEHA, oo _
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CHEIHHATEIHATA MHAITHA,

TBKAH, Gonka B repba

BRITIOMHTESTHO

CBBP32HH € TOBa

Npoy4BaHHA

PenponykryBHa TipuamssM,

CHCTEMA H HapyIIeHHA YBEIMMEHH

B KBpPMEHETO EpeKIHH

: (PO AEIDKHTENHH
Wi GoresHerHn
EPEeKIIHH)

* (OrbensA3aHd ca HEXKEIaHWTe peaKIuM, AOKIagBaHH mpH < 1% ot
malHeHTHTe, CaMO Te3M KOHTO M3HCKBAT CIIEIHANHO BHHMAaHHE, IOpagw
TAXHATA BH3MOXHA BPE3KA CHC CEpHO3HH 3a00NIIBaHNA WK APYTO KIMHHIHO
3HAYCHHE.

B IOCTMapKeTHHIOBM NpPOYUIBAHHAKY ¢ HOKIANBAH MHOKapAeH HH(ApKT BBB
BpeMeHHa BPh3Ka ¢ H3TON3BAHETO Ha m3mon3BaHero Ha vardenafil. IloBewero ot
TE3M TAMUEHTH WMAT UPEHIIECTBAIH CHPASIHO-CHIOBH PHCKOBH (axTopH. He e
BE3MOXKHO JIa C& ONpeAeld Aajy MEOKapAHus HHbapkT e cBbp3aH c vardenafil,
CBC CEKCyalHaTa aKTWBHOCT WIM ¢ OCHOBHOTO CBPIEYHO-CHIOBO 3aboiiBane,
HIY ¢ KOMOMHAIHATA Ha TE3H DaKTOpH.

B mpoyuBaHe 3a OlLeHKa Ha 3puUTeNHaTa GYHKIMA C OBa IIHTH ITO-BHCOKH O3H OT
MaKCHMal[HaTa HpelophbuMTeNsEa fo3a vardenafil, e ycraHoBeHO, Y€ HAKOH
TANMEHTH ca OWiM ¢ JIeKO M HpexOoJHO YBpeXkZAaHe Ha CIocoOHOCTTa 3a
pasrpaHHYaRaHe Ha LRETOBETE B CHHEO/3ENIEHATa H BBEB BHONETOBAYA raMa €IHH
qac cief mo3upaHe. TesH IPOMEHM ca OT3BYYAIM § Jaca CIeJl TOBa M He ca
HaGJIIOfABaHA APYTH OPOMEHH ciell 24 uaca. 'oJsMaTa gacT OT Te3K NAlUeHTH HE
ca IMany cyOeXTHRHHM BH3YAIHH CHMIITOMH.

Cren paspelnienmero 3a yrmorpeda ca choOOINEHH CEPHO3HM CBPACYHOCHAOBH
HHIMNEHTH, BKIIOUHTEIHO [epeOpoBacKynapes KPhBOHIINE, BHe3anHA CEPAeYHA
CMBPT, IPEXOHA HCXEMUYHA aTaka.H KaMepHa apuTMMA BHB BPEMEHHA BPBH3Ka C
JApPYTo IEKapcTBO OT Ta3| IPyIla.

4.9 Iipemosupane
B mpoy4sae mpH ROOpOBOMIH, SXHOKDPATHH HO3HM Ao M BIEoIHTenHO 80 mg
JHEBHO Ca HoHeceHH aoOpe 6e3 cepHo3HE HEXEIaHH PeaKIuil.

Koraro vardenafil e Omn npmiokeH B IO-BHCOKM MHO3H M II0-9€CTO OT
npenopruadara gecrota (40 mg ABa NETH FHEBHO) ca cHOOIMEHM CHydad Ha
cmwiHa Gonka B repba. ToBa HE € CBBP3aHO C MYCKyJIHa MM HEBPOJOIMYHA
TOKCHYHOCT.

IIpu npeposupare Tpa0OBa Aa ce DPHI0XKAT CTAHAAPTHH NONIEBPKAITY MEPKH, aKo
e HeobxonmMo. BrOpeunara Auanusa He C& 09aKBa A YCKOPH KITMPHHCE; THH Kato




vardenafil e cppp3aH B romsMa CreleH ¢ IDIA3MEHHTE HPOTEMHH H He ce
eAMUHHpA 3HATHTEIHO B yPHHATA.

5. DPAPMAKOJIOI'IYHN NAHAHN

5.1 @apmaxkoguHaMU4IHN CBOHCTRA

dapMaroTepaneBTHIHA Ipyma: JlexkapcTBeHH MPONYKTH, H3INON3BaHH IIpH
epextaina muchynkius, ATC code: GO4BEOQY.

Vardenafil e 3a opanua Tepanud 3a mofoOpABaEe Ha epeKTHIHATA (YHKIHS IpH
MBXE ¢ epeKTHIHa AuchYHKOHMA. B eCTeCTBEHH YCIOBHS, T.€. CHC CEKCYalHO
cramyimpase vardenafil BR3CTaHOBgBA yBpeZcHaTa epeKTHNHA GYyHKIMSA gpe3
IIOBHIABAHE Ha KPBBHIL TOK KEM IICHWCA.

Epexnimsara Ha meHHCAa € XeMOZHMHaMuyeH Ipolec. Ifo BpeMe Ha CeKCyanHo
CTEMYNHpaHe ce ocBOOOXKHaBA a30TeH OKCHA. ToM akTWBHpa eH3HMMa IyaHHIaT
IEKIAa3a, BOJENIa A0 [IOBUINABAHE HUBOTO HA IMIAIHUSA T'YaHO3HH MoHOQochar
(cGMP) B xoplyc KaBepHO3yM. ToBa BOZM [0 OTHyCKaHe Ha IJlamKara
MYCKYyJIaTypa, KaTo HO3BOJLIBA IOBHIIABAHEC HA NPHTOKAa Ha KPHB KBM IEHHCA.
Husoto Ha ¢GMP ce peryimpa OT CKOPOCTTa Ha CHHTe3 Ype3 TyaHHIIaTHHKIa3a H
ype3 CKOpOCTTa Ha pasrpaxiaHe nocpencTsoM cGMP  xuaponusMpamy
tocdomuectepaszm (PDEs).

Vardenafil e Momen @ cenekTHBeH waxHOMTOp Ha cGMP cremmdruHara
dochomuectepasa Tun 5 (PDES), wali-BaxHata gocdonmecTepasa B GOBEMIKHA
Kopiyc Kasepro3yM. Vardenafil cunro motennupa edexra Ha CHEOTEHRHA a30TCH
OKCHJI B KOpIIyc kaBepHO3yM, Kato maxmuOupa PDES. Korato ce oTmems asoTeH
OKCHI B OTTOBOp HAa CeKCyallHa CTEMyNanus, wexubmpanero Ha PDES ot
vardenafil Bomm mo noBumeHH HuBa Ha cGMP B xopmyc KaBepHO3yM.
CrenoBaTeNHo, 3a J1a ce IPOARAT IONe3HHTEe TepaneBTHIHy edextr Ha vardenafil
€ HeoOXOAKMO CEeKCYalHo CTUMYIIMpaHe.

[IpoydBakwus in vitro ca mokasand, de vardenafil MpHTe)aBa MHOTOKPATHO HO-
cunHo mHXuOHpammo peHctBHe BRpXYy PDES B cpaBHende ¢ ApyTH
dochonmectepasu (>15-kpatHo mo-cnabo BEpxy PDE6, >130-xparHo chpsMo
PDE1, >300-xparuo cupsmo PDEIl u >1000-kpatao mo-cnabo HEXMOMpamio
neicrare cupsvo PDE2, PDE3, PDE4, PDE7, PDES, PDE9 u PDE10).

Ipx ripoBeicHO M3CHeBaHe ¢ IneTa3Morpadus Ha nemxca (RigiScan) Ipy HAKOH
MBXe o AedicTerero Ha 20 mg vardenafil ce HabmonaBa epeKIlis, AOCTATHYHA
3a npoHuksane (60% purupHoct cropex RigiScan) 15 MuHYyTH Cnen ApHeMa My.
Tlopnusisanero Ha Te3d Jymna or vardenafil € craTHcTHYeckd 3HAYEMO B
CpaBHEHHE C PE3yNTATUTE NPH Ianebo 25 MEHYTH CNeH HPHEM.

Vardenafil npuypasgBa yMepeHo IPeX0HO MMOHMXABAaHE Ha KPBHBHOTO HAJATaHe,
KOETO B IIOBEYETO CIYYaH He Ce n3sBsBa KMHHIHO. CpefHaTta CTOMHOCT Ha
MaKCHMAITHO TIOHHXXABAHE HA CHCTOJMIHOTO apTEPHAlHO HANATAHE CIER IIpHeM
Ha 20 wn 40 mg vardenafil e croTReTHO 6,9 mg Hg npu 20 mg u 4,3 mg Hg npu
40 mg, B cpasHenue c mmane6o. Te3u edexTm ca B CBOTBEICIBHE C
paszomunataropHus edekr Ha PDE5-uaxuOHTOpHTE B BEpOATHO c€ ABIDKAT Ha
MOBYINEHH Huea Ha ¢GMP B chIOBUTE INANKOMYCKYNHH KJIETKHM. ENHOKpaTHTa
WM MHOTOKpaTHa mepopanHu no3@ Ha vardenafil mo 40 mg-HE BOHAT. RO




KIAHHYHO 3HAa9AMH IPOMEHHM B €NEKTPOKAPAHMOTpaMaTa Ha 3IPaBH MEXE
DoGpOBOIIITH.

HBOHHO-CILAII0, KPECTOCAHO, PAHAOMK3MPAHO NPOydBaHe ¢ EAHOKPATHA A03a IPH
59 s3mpaBu MExe cpaBHABA BAEAHMETO BHPXY QT mHTepsan ma sapienadwun (10
mg u 80 mg), cnenadmr (50 mg u 400 mg) u mwrane6o. Moxcudnoxcamus (400
mg) € BKIKYEH KAaTo aKTHBEH BBIpelleH XoHIpon. Edekture BBpxy QT
HHYEepBaNia Ca M3MEPBaHH 1 dac clle]] HpHIOXKeHHe Ha Ko3ata (cpefHo Ty 3a
vardenafil). OcnoBHaTa 337ag%a Ha TOBA MPOYIBAHE € Aa ¢& HIKIIFOYH TIO-TOMIM OT
10 msec edekT (T.e. Aa ce MoKaxe jmicara Ha edexr) Ha egHOKpatHA 80 mg
nepopanida mosa vardenafil Bepxy QTc wHTepBanm B cpaBHenme ¢ Iulameo,
m3Meper ¢ Fredericia xopexumonna dopmyna (QTcF=QT/RR1/3) oT MOMERTA Ha
IpMeM Ha JIEKapCTBOTO A0 1-BHA 4ac ciel mpHeMa. Pesynrartute Ha vardenafil
noxaspat yaemmxasaHe Ha QTc (Fredericia) ot 8 msec (90% CI: 6-9) u 10 msec
(90% CI: 8-11) npu mozm 10 m 80 mg B cpaBHeHHe ¢ wranebo, H yAbIDKaBage Ha
QTeci (Fredericia) ot 4 msec (90% CI: 3-6) u 6 msec (90% CI: 4-7) npu xo3u 10 u
80 mg » cpaBHeH¥e ¢ IIanebo, €AMH Jac NO-KbCHO. Ilpm Tmax caMo IIpoMsHATA
B QTcF 3a vardenafii 80 mg e wu3BEH 1npueruTe TpaHAOH Ha
npoydsadeTo(croifnoct 10 msec, 90% CI (8-11)). Korato ce H3monsea
HHAABHAyallHa KOPEKNHOHHA GopMyina, HATO €HH& OT CTOMHOCTHTE He € Gmia
M3pPH IpapunuTe. PeanHOTO XIMHWYHO 3Ha4YeHHE Ha TEe3H IPOMEHH He €
H3BECTHO.

JOIBEIHUTENA HHGOPMAITHS OT KIHHKHYHY TPOYIBaRys

B xwmnwans npoyseanus vardenafil e 6un mpunaran na nosede oT 3750 Mpxe ¢
EPEeKTHAHA MUCHYHKIUI Ha BB3pact Mexny 18 u 89 romwmm, nmopedero oT Tax ¢
MHOMXECTBO NpHApY)KaBaimmy zabonspamng. Ham 1630 manmenti ca O6mim Ha
Tepamusg ¢ Levifra 3a 6 umu mosede mecena. OT Tax 730 ca 6w sexyBarm 1
TOMMHA WM @oBeyYe. [asH Ipyla maNWeHTH BKIIOYBA: B HampeXHalla BE3pacT
(22%), manuenTH ¢ xumneptorEs (35%), 3axapeH nmaber (29%), ¢ HCXEMHYHA
fonecT Ha CHPLETO WIH APYTH CHPAEHHO-CHIOBH 3alomiBanys (7%), XpPOHHIHHK
Henonpodbru 3abomaBamus (5%), xumepmunupeMus (22%), nmempecua (5%),
pamuKkanHa TpocTatextoMds (9%). B ximeEMYHMTe npoyuBaHHA He ca Oumn
TIpEACTaBeHH AOCTATHYHO CIIE/IHUTE IPYIIH: BE3PACTHH JIMIA > 75 TOmHHH, 2,4% U
ManUeHTH ¢ onpejeNieHy CHPAEeYHO-CHIOBH 2abomaBanua (1. 4.3).He ca
H3BBPIICHH KIHHAYHE NPOYYBaHAA HPH IAIHEHTH ¢ IpEOHATHOMO3BYHE TPABMHE
und  Apyrd yepexmanus Ha I[HC, Texkxu Ow0peunm mim yepHOApoOHH
YBpEXAAaHHA, NPETHPIENM XHUPYPIWYHM HHTEPBEHIHMH B objacTTa Ha Tasa (c
H3KIMIOYECHHE Ha INAjAIla HepBHTE HPOCTATEKTOMHL), TpaBMa, JIbUeTepamud M
TIOHIDKEHO JTHOUI0 MM aHATOMHYHE AehOopMAalHy Ha IIeHHCA.

o BpeMe Ha OCHOBHHTE KIHHHYHHMTE MPOyYBaHMA jeuyenuero ¢ vardenafil e
JOBeNo Ao moxoOpsABaHe Ha epeKTWHATa QYHKIMA B cpaBHenue ¢ manedo, Hpu
ManbsK Opo#i ManueHTH, KOHTO ¢a W3BHPIIMIIM TION0B aKT 4 ;0 5 Jaca cies OpHeMa
Ra JIEKapCTEOTO, TPONCHTST Ha NDOHUKEAHE ¥ NOJNLpXaHE Ha epemmrra e
3HAYNTEINHO I0-BHCOK B CPAaBHEHUE ¢ IUtaiebo rpynara. - -
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IIpu npoy4uBanus ¢ uKcHpana K032 cpef MMPOKa MOMyIal#d MEKE ¢ SPeKTHIIHA
macpyaxnusd, 68% (5 mg), 76% (10 mg) r 80% (20 mg) or manmeHnTHTE Ca
OCBIECTBUIIM YCIEINeH MoNoB akT (mponuxsanusd) (SEP2), B cpasuernue ¢ 49% B
rpynara ¢ naanebo 3a DHepHoA 0T TPH Mecella Ha Npoy4usaneTo. CnocoOHOCTTa 3a
nmonAspxaHe Ha epeknig (SEP3) B Ta3y mMpoKa IONyNalyd OT JIHHA ¢ EPEKTHIHA
pacdynxmud e 53% (5 mg), 63% (10 mg), 65% (20 mg), B cpasHeHHe ¢ 29% mpu
nnaneto.

COopHuTe AaHHH OT TOJIEMHTE NpPOYYBAHHSA BEPXY €QHUKACHOCTTA MAUHEHTHTE ¢

YCIEMEH MONOR akT (IpoHuKBaHe) ciel ynorpeba Ha vardenafil ca Omwmm kakro -

clieABa: NCHXOTeHHA epekTwiHa muchyHkuusa (77-87%), cMeceHa epeKTHIHA
muchyskums  (69-83%), opraEwuma epekTHmHa guchyHKIEL  (64-75%),
HanpeAEana Be3pacT (52-75%), ucxemMuuHo chpredHo 3abonssame (70-73%),
xunepnununemus (62-73%), xponwana Genoxpobua Gonecr (74-78%), menpecus
(59-69%) H nanueHTH, JICKYBaHY SIHOBPEMEHHO C aHTHXHUIIEPTEH3HBHHE CPEICTRA
(62-73%).

B ©mHEMYHO InpoyuYBaHe Ipd NalMeHTH cbc 3axapeH amaber vardenafil
3HAYUTENHO NONXOOpsRa epexTwIHaTa HyHKIWS, ciocoOHOCTTA 32 TIOMydaBaHe i
IONEBPKAHE Ha epPeKIfis, JOCTATEIHO IPOXBIDKATENHA 3a YCICIeH OJIOB akT |
purnmHOCTTA Ha menuca ¢ jo3w vardenafil 10 mg u 20 mg, B cpasHenue ¢
mnatefo. YecroTara Ha HONydYaBaHe ¥ NOAABpiKaHe Ha epeknus ¢ 6una 61% u
49% npu 10 mg, 64% u 54% upu 20 mg vardenafil, npu mamueHTH KOHTO Ca
3aBbPIIUIA TPH Mecella JedeHHe, B cpasHenue ¢ 36% m 23% mpm Ipymarta
IanEeHTH HAa Inaneto.

B xnmEWgHO npoydpage Ha MANHCHTH CHSH IIPOCTATeKToMiA, vardenafil
3HAYATENHO HOZoOpsRa epeKTHIHATa QYHKIHA, coco0HoCTTa 3a MONyYaBaHe H
TIOETBPIKAGHE HA epeKIM, AOCTATHYHO IPOABIDKETEHA 32 YCIEIEH OJIOB aKT U
pUrENHOCT Ha meHuca ¢ no3d vardenafil or 10 mg u 20 mg, B cpaBHenHmE C
Tpynarta Ha nnanedbo. YectoTata Ha IONydYaBaHe M NOFIBP)KaHe Ha EPeKIus e
ouna 47% u 37% mpu 10 mg, u 48% u 34% npu 20 mg vardenafil apu manpesTH
¢ 3-MecedHO Jieuenue, B cpapHeHnAe ¢ 22% u 10% npr nanuenTuTe Ha mianeto.

BesomacHocTTa ¥ eduracHocTTa Ha vardenafil e ycranoBeHa B NPORBIDKHTETHH
TPOYYBAHHKL,

5.2 @apMaKoOKHHETHIHH CBOMCTBA

Pesopbnms

Vardenafil ce pezopbupa OBp30 ¢ MaKCHMATHM IUIA3MEHH KOHIICHTDaLKH,
IOCTUTHATH IIPH HAKOH MEBXe 15 MEHYTH CHEJ TIepopalHo Ipuiokenke.Obade B
90% oT ciyyauTe MaKCHMATHHTe IDIa3MeHH KOHUESHTPAIYH ca IMOCTHTHATH oT 30
mo 120 mmryTH (cpemmo 60 MUHYTH) Clell OpaiHO INPHJIOXEHHe, Ha LJIAJHO.
Cpennara abcomoTHa GHOHATHIHOCT cileX IepopaneH npueM e 15%. Crex
nepopanio xozupane AUC u Cpux Ha vardenafil ce moBrimaBat IpomnopiiHOHAIHO
Ha JI03aTa 33 npenophysanyTe rpaguny (5 — 20 mg).

o
e T T T
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Korato vardenafil ce mpmema ¢ XpaHa ¢ BHCOKO CHABPKAHHE HA MA3HHHE
(coappxama 57% MasHHHH), CKOpOCTIA Ha pe3opOmusd € HaManeHa, ¢
TOBUINABAaHE HA CPEIHOTO tmax OT 1 Yac u cpemHa penykiusg Ha Cpax oT 20%.
Vardenafil AUC ne ce mopmussa. Cnex npueMm Ha XpaHa, c¢paepikama 30%
Ma3HUHM, CKOpOCTTa ¥ cTeileHTa Ha abcoplitus Ha vardenafil (tpax, Chax, AUC)
HE Ca NPOMEHEHH B CpaBHEeHMe C IpUJIOKEeHHEeTo Ha IIafHo.

Pasnpenenenve

Cpemunar pasHOBeceH obeM Ha pasmpernencuue Ha vardenafil ¢ 208 1, xoero
TIOKa3Ba pasupelieNienyie B ThKannTe. Vardenafil ¥ HEroBMAT OcHOBeH MeTabOMMT
(M1) ca 3HauMTENHO CBBP3aHU ¢ [UIa3MeBUTe NpoTerHn (MpubausnTento 95% 3a
vardenafil wmu M1). 3a vardenafil, xakto 1 3a M1, cBEp3BageT0 C HPOTEHH e
HE3aBHCHMO OT 00InaTa IeKapCTReHa KOHIEHTPAIHS.

B®3 ocHOBa Ha H3MepBaHHATa Ha vardenafil B cmepmara Ha 3apaed mmna 90

MHHYTH CIIEZ IIDHEM Ha 103a, B CIepMaTa Ha MamUeHTHTE MOXE JIa C& YCTaHOBH
ge moeeue oT 0,00012% oT npunoxernara xo3a.

MerabomieM

Vardenafil ce meraboim3npa npeuMHO B YepHEA Apo0 NMOCPEACTROM ITHTOXPOM
P450 (CYP) wusodbopma 3A4, ¢ wuseecteH mprmHoc Ha CYP3AS m CYP2C
n20hopMHE.

Ipu xopa rAaBHMAT HEpKyIHEpam MeTabomiT (M1) e IPOyKT 0T Ae3eTHIHPAHETO
Ha vardenafil e obexT Ha mo-HararhlleH MeTaboNM3BEM C EINMMHHATHOHCH
MOJY>XUBOT B IDIa3Mata 0T NprOmmsuTenso 4 gaca. Yactz ot M1 ca mox dopmata
Ha TIIOKYPOHMIM B CHCTeMHaTa NIHpKynamusa. Metabommrsr M1 1moxasea
dochomiecTepaser cemekTHBeH npodmn, momober Ha vardenafil m in vitro
axTHBHOCT KbM (ocdoauectepaza Tl 5 oT npubimsuten=Ho 28%, B CpaBHEHHE C
vardenafil, poxem o eduxaced npuHOC OT OKOMIO 7%.

Enumusnpage:

O6mugT TemeceH XmuphHC Ha vardenafil ¢ 56 Vh ¢ pesynraHTHO KpaeH
IONY®HUBOT 3a mnpubmusmtemuo 4-5 waca. Ciex IepopamHO INPUNOXKEHEE,
vardenafil ce exckperspa karo MeralONHTH HpeIUMHO 4Ype3 H3IPaKHCHHATA
(oxomno 91-95% ot nprnoxKeHara 103a) ¥ B II0-MalKa CTENEH B ypHHATA (OKONO 2-
6% oT mprIIoXKEHaTa 1033).

DapMaKOKWHETHKa [IPH COSNHAHY TPYIIH HAHEeHTH

TlanpenTH B HATPEAHANA BE3PACT:

Uepmompobpus KmpsHC Ha vardenafil mpm moOpoBOMIIH 31paBH MEXE B
HanpeaHana ps3pacT (65 TOXHEY U ITOBede) € HaMaJleH B CPaBHEHHME ChC 3IPABUTE
smmapu mobpopomm (18 — 45 romunum). MexeTe B HanpelHana BH3PACT HMAaT
cpento 52% mo-sucoxa AUC u 34% no-Bucoka Crax B CPaBHEHHE ¢ MIAIHTE
MEBXe (BIKTe ToUKa 4.2).

brbpeuna HeOCTAaTFIHOCT e T

12



Ilpr moGpoBommuu ¢ Jiexo mo ymepeHo OBOpeuno yppexnaHe (KpeaTHHHHOB
wiupeHe 30 — 80 ml/min), dapmaxoxunernrara wa vardenafil ¢ mogo6ua Ha
KOHTPOJIHATA Ipyna ¢ HopManHa 6s6peuna ¢yrxmus. [lpy 1o6poBOIM ¢ TEXKO
656peuno yBpexkaane (KpeaTHHHHOB KnupsHe < 30 ml/min), croftHocrTa Ha AUC
¢ mopumeHa ¢ 21% u croiinocTTa Ha Cpay € IOHmKeHa ¢ 23%, B cpaBHEHHE ¢
JoGpopomuTe 6e3 6BOpedno yspexnane. He e HabmomasaHa CTaTHCTHYECKH
3HAYHMa KOpENalusd MEXIY KPEaTHHHHOBMS KIHPHHC # mos3ara Ha vardenafil
(AUC u Chax) (BmxTe Touxka 4.2). dapmaxoxmuermkara Ha vardenafil me e
TIpoyYBaHa DpH HalMeHTH, HyXHaelll ce oT Auaiu3a (BIKTe Touka 4.3).

YepHoznpobHa HEAOCTATHLYHOCT

1lpu manuesTH ¢ 1eKO 0 yMepeHo YepHoapobHo yepexnane (Child-Pugh A r B),
KIEpEHCET Ha vardenafil e Omi HaManeH IPONOPIMOHANHO HA CTemeHTa Ha
gepHOJpoOHOTO yBpexkAane. 1Ipy manuentu ¢ nexo yspexmane (Child-Pugh A),
croiiHoctTe HAa AUC 1 Cpx Ca HOBHIIEHH CHOTBETHO 17% U 22%, B cpaBHeRUe
CHC 3ApaBara KOHTpoina rpyna. Hlpu mamuentn ¢ ymepeno yepexgame (Child
Pugh B), crotiroctute Ha AUC u Chrax ¢a nosEmenn csoTBeTHO 160% 1 133%, 8
cpaBHEHHE CBC 3/ApaBara KOHTpomHAa Tpyma (Bmkre Touxa 4.2).
QDapMaxokmrernkata Ha vardenafil npm DanwenTH C© TEXKO yBpeAeHa
gepHOonpobra Gynxnus (Child-Pugh C) e e npoyasana (smxTe T09ka 4.3).

5.3 Hpenxnnaa9Ha JaHHA 32 Ge3omacHoCT

IpenkmHraHATE JAHHE He Pa3sKpUBAT CIeMUOHWYEH PUCK 32 X0pa Bh3 OCHOBA HA
NpoydBaHus 3a (hapMakoJOrFaHEa Oe30DacHOCT, XpPOHMIHAa TOKCHYHOCT,
TeHOTOKCHUHOCT, KaHIEpOreHeH IIOTEHHAI, PeHPOLYKTHBHA TOKCHIHOCT.

6. ®APMAIEBTHYHN JAHHA

6.1 CnuchLK A MOMOIIHHTE BEOIeCTRA
Tabnerky chpIleBHHA:

Crospovidone,

magnesium stearate,

microcrystalline cellulose,

silica, colloidal anhydrous.

OHIMOBO HOKDHTHE:
Macrogol 400,
hypromellose,

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

6.2 HecnBMecTHEMOCTH
He ca u3sectHH.

6.3 Cpox Ha rogHocT
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3 royHA.

6.4 CrennaJjAy NpeANa3HA MEePKH IPH cbXpPaHeHHe
Hsva crienuanay npemia3Hi MepKHA IPH CHXpaHEeHHE.

6.5 JIaHHHA 32 ONAKOBKAaTA
BmicTepsa onakosxa PP/amymurneBo Ponvo B KaproseHa xytud mo 2, 4, 8 m 12
TaOJNeTKA.

6.6 Yrazannga 3a ynorpeba
Hava cnenyaim A3UCKBAHHI.

7. Ilpurtemxared Ha pa3pelleHHETO 3a yuorpeda.
BAYER AG D-51368 Leverkusen, Germany

8. PermcTpaguoned HoMep B peracTspa mo 9. 28 3JIAXM

9. IIxpBo paspenieHHe 3a ynoTpeba Ha JleKapCTEEHHA NPOAYKT
06.03.2003r.

10. HaTa Ha mocnenua pegaknus #a Teketa  06.2005 .
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