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0 LDt 008Y /gy
€252y 15

1. HUME HA JIEKAPCTBEHUSA MTPOAYKT

Bapaenagpua CTALA S mg dunamupanu tabieTkH
Bapnenapna CTAJIA 10 mg puamupann TabaeTku
Bapaenapua CTAJIA 20 mg duamupann Ta0JIeTKH

Vardenafil STADA 5 mg film-coated tablets
Vardenafil STADA 10 mg film-coated tablets
Vardenafil STADA 20 mg film-coated tablets

2. KAYECTBEH H KOJIMMECTBEH CBCTAB

Beska punMupaHa tabnetka ot S mg cbabpka S mg BapaeHaduin (vardenafil) karo Bapaenadun
xuapoxaopua tpuxuapart (vardenafil hydrochloride trihydrate).

Bceska gunmupana tabnetka ot 10 mg cvaspxka 10 mg BapaeHadun (vardenafil) karo Bapaenadun
xuapoxnopua rpuxuapar (vardenafil hydrochloride trihydrate).

Bceska punmupana tabnerka ot 20 mg cvabpka 20 mg BapaeHadun (vardenafil) kato BapaeHadun
xuapoxnaopua Tpuxuapar (vardenafil hydrochloride trihydrate).

3a NbJIHKUA CIMIUCHK Ha NMOMOLIHHUTE BELIECTBA BUXTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
®unMupaHa Tabnerka.

Bapaenadpun CTAJIA 5 mg ¢unmupanu Tabnetku ca 61e10KbIATH, KPbIIIH, ¢ IHaMeTbp 6 mm H
rpaBupaHo u3obpaxenue “A719” ot eqHara crpaHa.

Bapaenapun CTAZIA 10 mg dunmupanu tabnerku ca 61e10KbJITH, KPBIUIK, C IHAMETBLD 7 mm U
rpaBUpaHo H300paxxeHue “A721” ot enHaTa cTpaHa.

Bapaenadun CTAZIA 20 mg dunMupanu Tabnetku ca 61€10KbATH, KPBIJIH, ¢ IHAMETHP 8,5 mm u
rpaBupaHo u3zobpaxenue “A723” ot ejHaTa cTpaHa.

4. KJIUMWHHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHHA

Jleuenue Ha epeKTHJIHA AUCHYHKLMS NTPU BB3PACTHU MbXe. EpexkTinnara 1MchyHKIHS €
HEBb3MOXHOCTTA J1a C€ MOCTUIHE WK MOAABPXKA epeKLMsA Ha NeHUca, HeoOXoAMMa 3a ycnelleH TMoJIOB
aKT.

3a n1a 0bae edexruBeH Bapaenadun CTAJIA e HE0OXOAUMO CeKCYaTHO CTUMYJIHPAHE.

4.2 Jlo3MpoBKa H HAYHH HA NPHJIOKEeHHE

Jlo3upoBka

Ynorpeba npu Bb3pacTHH MbxkKe
[IpenopbuBanara no3a e 10 mg, npuera cnopea Hyxaute npudauzutenHo 25 no 60 MuH
CeKCyaJiHa aKTHBHOCT. Bb3 OCHOBA Ha e()UKACHOCTTA ¥ ITIOHOCHMOCTTA /103aTa MOXeE 1a




20 mg vam ga ce HamanM a0 5 mg. Makcumannara npenopnyBaHa ao3a € 20 mg. IlpenopbruyBaHara
MAaKCHMATHA 4€CTOTa Ha IPHIIOKEeHHE € eAMH NbT AHeBHO. BapaeHapunn CTAIIA Moxe 1a ¢e npueMa ¢ M
0e3 xpaHa. Ha4yanoTto Ha AelcTBHe MOXKe Aa Obae 3a0aBeHo, ako ce NpHeMa ¢ XpaHa ¢ BUCOKO ChAbpKaHHUE
Ha Ma3HHMHH (BXK. TOYKA 3.2).

Cneyuannu nonyaayuu

Hayuenmu 6 cmapuecka aw3pacm (> 03 200unu)

He ce u3ucksar KopekitiM Ha qo3ata nNpk MbiKe B CTapyecka Bb3pacT. Brnpeku ToBa €1HO yBEIUYECHUE HA
Jo3ara 10 MmakcumyM 20 mg Tpsadea na 6bae BHUMATENHO OOMHUCREHO B 3aBUCHMOCT OT UHJAHUBHIYANHATA

MOHOCUMOCT (BXK. TOUKHK 4.4 U 4.8).

HeproOpobno ygpexcoane
Hauanna nosa ot S mg tpadsa aa ce npunara npu NAUKUEHTH C J1I€KO H YMEPEHO HYepHOAPOOHO yBpexaHe
(Child-Pugh A-B). Bb3 0cHOBa Ha NOHOCUMOCTTA ¥ €(PUKACHOCTTA i03aTa B NOCJEACTBHE MOXe Ja Obae

nosuieHa. MakcuManHaTta npenopb4BaHa 03a MPH NAUHEHTH C YMEPEHO YepHoApPoOHO YBpeXaaHe
(Child-Pugh B) e 10 mg (Bx. Touku 4.3 u 5.2).

bvbpeuno yapesicoare

He e Heobxoauma KOpeKiUs Ha J03aTa Npy MALHUEHTH C JIEKO 10 yMepeHO OB0peyuHO yBpexXaaHe.

[lpu mauueHTH ¢ Texxko OBOpeyHo yBpeXxaaHe (KpeaTHHHHOB KIHpbHC <30 ml/min) e HeobX0AHMO 1a ce
NPHACKHN HavyaiHa 103a oT S mg. Bb3 0OCHOBA Ha NOHOCUMOCTTA H ePUKACHOCTTA A03aTa MOXKE Aa Oble
noBuiieHa zo 10 mg u 20 mg.

Heouampuuna nonyaayus
Bapaenadpun CTAJIA He e nokazaHa npy nuua nof 18-roamuiza sbx3pact. HaMa noaxoasiuy nokasaHus

3a ynotpeba Ha Bapaenadun CTAJIA npu aeua.

Ynorpeba npu nauMeHTH, yrnoTpedapaily ApYTry JIEKAPCTBEHH NPOAYKTH

Ednospemenna ynompeba na CYP3A4 unxubumopu
HozaTa Ha BapaeHadua He TpabBa Aa npesrilaBa 5 mg, KOrato ¢e u3nosssa B komOunauus ¢ CYP3A4
UHXHOMTOPH, KATO EPHTPOMHLIMH HIH KJIAPHTPOMHLHH (BXK. TOUKa 4.5).

Hayuy Ha NpUAOKEHHUE
3a nepopanHoO NPUII0KEHHUE.

4.3 IlpoTeBONOKa3aAHKA
CBpbX1YBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MM KbM HAKOE OT NIOMOUIHHTE BEUIECTBa, H3OpOEHH B

Touka 6.1.

EnHoBpeMEHHOTO NpHIoKEHHE Ha BapAeHa(UI ¢ HHTPATH UMM NeKapCTBa, 0CBOO0KAABAILN a30TEH OKCH
(KaTO aMUN HUTPHUT) NOA BCAKakBa Gopma, € NpOTHBONMNOKA3aHO (BX. TOUKH 4.5 1 5.1).

Bapaedapun CTAJIA € npOoTUBONOKA33aH NPH NMALKWEHTH, KOUTO UMAT 3aryba Ha 3p€HHETO Ha €HOTO OKO,
BCAEACTBHE HAa He-apTEPHHUTHA NpeaHa UCXeMUUHa onTHUYHa HesponaTtua (NAION), HesaBucnMo panu
TO3W €NH301 € CBbP3aH WU He ¢ MpeallecTBaIla eKCNO3ULMA Ha UHXHOUTOp Ha docdoarvecTepasa 5
(PDES) (Bx. TOUuKa 4.4).

JlekapcTBEeHUTE MPOAYKTH 3a JIEYEHUE Ha €peKTH/IHaTa ANCYHKLMA MO NpaBuao He TpaOBa aa ce
M3MON3BAT NTPH MBbXKE, NNPH KOUTO HE CE NPENOPbLUBA CEKCYANIHA aKTUBHOCT (HanpuMep naiue
CbpACHHO-CbJOBH HApylUEHUA, KaTO HECTAOUJIHA CTEHOKAPAUA HITH TeXKa ChpAedHa HeJ0C
[New York Heart Association III nnu IV]).




be3zonacnocTTa Ha BapaeHad N HE € MPOyYBaHa MPH CIASAHUTE IPYIH NAlUEHTH U CNEA0BATENHO
Heropata ynotpeda e npoTHBRONMOKa3aHa, A0KATO HE C€ NOAYYH JOMbJHUTENHA HHPOPMaLHA:
® TexKo 4yepHoapoOHo yepexcaane (Child-Pugh C),
® KkpacH craauit Ha 6bOpeyHo 3abonarane, KOETO Hanara quanu3a,
® XHNOTOHUS (KPbBHO Handrane < 90/50 mm Hg), |
¢ JaHAMHECTUYHHU JEHHM 34 MPEKApaH CKOPO UHCYIT MAM MUOKapAeH HHPapKT (npe3 nocneaAHUuTe 6
Mecela),
® HecTaDWAKa CTEHOKApAUA ¥ H3BECTHH BPOAEHH AETCHEPATHBHH HAPYLICHUA HA PETHHATA, KATo
retinitis pigmentosa.

Ennospemennarta ynorpeba na sapacHagua ¢ Mo CYP3 A4 nuxubuTopn KeTOKOHA30M U HTPaKOHA30.]
(nepopanHa ¢opma) € NPOTHBOIMOKA3aHAa MPH MBbXE Haa /5 roguHH.

EaxoBpeMeHHOTO W3non3paHe Ha Bapaenadun ¢ HIV nporeazHd nuxubHUTOPH KaTO PUTOHABHD H
UHAUHABUP € NIPOTHBONIOKA3aHO, Thil KaTO Te ca MHOro CHAHU HHXuOUTOpU Ha CYP3 A4 (Bx. Touka 4.5).

EaHoBpeMeHHOTO npunaradHe Ha PDES HHXHOHTOPH, BKIIOYUTENHO BapaeHadu, ¢ ryYaHWIaT-1UUKIa3HY
CTHMYNATOPH, KATO PHOLUIYAT, € MPOTHBONOKA3aHO, Thil KATO TOBA MOXE /18 MIPHYHHH CHMITTOMaTUYHA
xunotoHud (BX. Touka 4.5).

44 Coenua/iHH nNpeaynpexieHus H Npeana3HA MepKH NpH ynorpeba

Ilpenun na ce 3anoyHe JeyYeHue ¢ IeKapcTBOTO € HEODOXOAMMO Aa € CHeMe aHaMHe3a M Aa Ce H3BLPUIU
KTUHHYEH Npernen, 3a 1a € AMarHoCTULIMPa EPeKTUAHATA AUCHYHKLNA H Ce ONMPEAENaT MOTEHUHANHUTE
MPM4HUHH 3a 3a00JsSBAHETO.

[lpean aa ce 3anouHe JeueHUe Ha epeKTHIHA AMCPYHKLNA, TeKkapuTe TpAdBa Aa B3eMar Noj BHHMaHHe
CbpAEC4YHO-CbAOBHA CTATYC Ha TEXHHUTE NMAUMEHTH, ThbH KATO ThH KAaTO CHLUECTBYBA PUCK OT CTpaHa Ha
CbPLETO, CBBP3aH ChC CEKCyalHaTa aKTUBHOCT (BK. Touka 4.3). BapaeHadun uMa cuaopasiuupspatifi
CBOWUCTBA, KOMTO BOAAT JI0 JIEKO U MPEXOAHO MOHHXKABAHE HA KPBBHOTO HanAraHe (Bx. To4yka 5.1).
[TauuMeHTH ¢ NneBOKaMepHa 0OCTPYKIIUA HA KPBLBHUA TOK, Hanp. a0pTHA CTEHO3a W WAKONATHYHA
xuneprpoduyHa cybaopTHa CTeHO3a, MOTaT Ja ca YHYBCTBHTEJIHH KbM AEACTBUETO HA Ba30JAHJIATATOPH,
BXJIHOUHTENHO dochoauecTepa3Hi HHXHONTOPH THIT 3.

CpobmaBaHH ca CEpPHO3HH CbPACUHO-CBAOBH Cl1Y4aH, BKIKOYMTEIHO BHE3AMHA CMbPT, TaXUKapaws,
HH(APKT HA MHOKapJa, BEHTPRKYIapHa TAXUAPUTMHA, CTEHOKApPAKA H MO3bYHO-CbAOBH HApYILEHHS
(BKNHOUYMTENHO MpexoAHa HCXEMHUYHA aTaka M MO3bUYEH KPbBOU3JIHB) BbB BPb3Ka ¢ BapAcHadun.
[loBeuero nauHeHTH, NMPH KOMTO €a JOKIAABAHH TE3W CIY4aH, ca UMalH BEYE ChUIECTBYBAIIH CbpAEYHO-
CbAOBU pUCKOBH ¢akTopu. He € Bb3IMOkHO 0Daye aa ce onpeesii OKOHHYATEIHO JallH Te3d ChOuTHA ca
NpAaKO CBbP3aHu ¢ TE3X PUCKOBH JaKTOpH, ¢ BapaeHadu, CbC CEKCYANTHa aKTHBHOCT HNM ¢ KOMOHHALUSA
OT T€3H UJIH ApYTH (PaKTOPH.

JlexapCcTBeHHTE NPOAYKTH 3a IEYEHHE Ha EPeKTHNHA AUCPYHKLHA TpaOBa Na Ce H3MOA3BAT BHUMATEIHO
Mpy NalKeHTH ¢ aHATOMHYHA JedopMalns Ha neHuca (KaTo aHrynauus, kasepHosHa ¢udposa unn bonecr
Ha Peyronie), 1au NpH nalMeHTH, KOUTO HMAT CbCTOSHHA, peJpa3nofaralld KbM MpHanu3sM (KaTo
CLPRNOBHIHO-KJIEThYHA AaHEMUA, MYJITHIIJIEH MHETIOM HIH NEBKEMHS ).

besonacHocTTa B edHKacHocTTa HA KOMOUHauuuTe ot Bapaenadun CTAJIA duaMupann Tabnetkm ¢
Bapaenadgun CTAJA mucneprupaiun ce B ycrara TabneTky WIH ApYTrH IeYeHHA HA epeKTHIIHa

AuchyHKLUUS He ca npoy4BaHu. [lopaau Tasu npudrHa HE C€ NPEenopPLYBA HINOJ3BAHETO HA
KOMOHHALIUH.

[ToHOocHUMOCTTA KBM MakcMManHara ao3a o7 20 mg Moxe aa 6bae no-Hucka npu nauu
Bb3pacT (= 65 roguHu) (Bx. Touku 4.2 u 4.8).
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Eonospemenna ynompeba na anga-broxepu

EaHoBpeMeHHOTO U3NON3BaHe Ha anda-Onokepy n BapacHahHI Moxe Ja aoBeae A0 CHMITOMATHYHA
XHMOTOHUA NPH HAKOHU MALUEHTH, BCICACTBHE HA BA30NNAaTaTOPHUTE €PEeKTH Ha IBETE IEKApCTRA.
EanoBpeMeHHo neueHne ¢ BapAeHapun TpaOBa Aa 3ano4He Camo, aKo MALKHEHTBT € CbC CTaDUNN3HUPaHO
neueHne ¢ anga-onokep. IIpH Te3su nauveHTH, KOUTO ca cTabunHM ¢ neveHue ¢ anda-6nokep, BapaeHadun
TpaOBa Ja 3ano4He ¢ Hal-HAUCKaTa NpENnopbuBaHa Hayansa 103a ot 5 mg punMnupanu tabnerku. C
apyrure anga-onokepu € HeoOXOAHMO pa3aensHe Ha J03UTE BbB BPEMETO, KOraro BapacHadu ce
Mpuiara €AHOBPEMEHHO (BK. Touka 4.5). [Ip1 Te3u nauneHTH, KOUTO Beue B3eMar ONTHMAIHaTa 1033
BapacHadu, neueHneTo ¢ anda-6nokepu TpaOBa na 3anouHe ¢ Hail-HHUCKA H03a. [TocTeneHHOTO
MOoBH1ABAHE HA 03aTa alda-dioxep Moxke 1a Obae CBbP3aHO C NMO-HATATBLUIHO NOHM)KABaHE HA KPLBHOTO
HanAraHe Npy NalUeHTH, NpUEeMaLlH BapaeHadun.

Eonogpemenna ynompeba na CYP3A4 unxubumopu

EanospemenHnara ynorpeda Ha sapaeHapun ¢ Molitit CYP3 A4 wuxuOuTOpH, KaTO HTPaKOHa301 H
KETOKOHa3on (nepopanna ¢gopma) Tpabsa na ce n3bArea, Tbit KaTo ce MoAyYaBaT MHOTO BHCOKH NMJIA3MEHH
KOHUEHTpauuH Ha BapacHadui, ako TEKapCTBEHHTE NPOAYKTH ce KOMOMHHPAT (BX. ToukH 4.5 n 4.3).

Mosxe na 6bae HeoDOXxonMMa KOPEKLIMA Ha no3aTa Ha BapiaeHadun, ako eJHOBPEMEHHO ce npunara ¢
ymepeHH CYP3 A4 nuxubuTopu, Kato epuTPOMHLMH K KNAPHUTPOMHLIHH {BXk. Touk# 4.5 u 4.2).

EAHOBpEMEHHMST NpHeM Ha rpeindpyT UK COK OT rpeindpyT ce 04aKBa Jia NOBHUIH [LJIA3MEHHUTE
KOHUEHTpaUuuu Ha BapAcHapun. KomOuHaumara Tpabea na ce u3barea (Bx. Touka 4.5).

Bausnue svpxy QTc unmepsana

IlokasaHo e, 4e eAHOKpaTHATa nepopanHa no3a ot 10 mg u 80 mg eapacHadpun yabmkasa QTc nHTepsana
CbOTBETHO ¢be cpeaHo 8 ¥ 10 msec (Bx. Touka 5.1). Cbllo Taka eagHoKpaTHH 1034 0T 10 mg BapaeHadun,
NPUIOKEHH €THOBpeMeHHO ¢ 400 mg ratugnokcauuH — akTHBHO BellecTso ¢ noaoder QT edekr —
nokaseat gonwiaHuTeneH QTc ediekT OT 4 msec, B CpaBHEHHE C BCAKO OT T€3H AKTHBHH BElECTBA
nooTaenHo. KnnHuyHOTO 3HaYeHUe Ha Te3n QT npoMeHH He € H3BeCTHO (BXK. Touka 5.1).

KAHHHYHOTO 3HAYEHHE Ha TO3M (PAKT HE € H3BECTHO M He MOXE J1a C€ OTHECE 33 BCHUKH NallHEHTH, NpH
BCHUYKHN ODCTOATENCTBA, ThH KATO 3aBUCH OT HHAWBHAYAIHHTE PUCKOBH (PaKTOPH H BB3NPHEMUHBOCTA B
Aa/JIeH MOMEHT M NP BCEKH OTAENEH NauneHT. JlekapCTBEHH NpoayKTH, KOWTO yabinkasaT QTc
HHTEpBaa, BKIIOYNTENHO Bapaenadun, e Hal-100pe na ce #36arsaT npH NaUHEeHTH ¢ PUCKOBH GaKTOPH,
HalpHMep XHNMOKAIHEMHS; BPOACHO yabiikaBaHe Ha QT MHTepRana; e1HOBPEMEHHO NPHIIOKEHHE Ha
AHTHAPUTMHYHHU NEKAPCTBEHH NPOAYKTH Knac | A (Hanmp. XHHWAKH, TpokarHamMuA), i knac 1 (Hanp.
aMHOJapOH, COTanom).

Tedcku KOXWCHU HedCenanu peaxyuu

BbB Bpb3Ka C IEYEHHETO ¢ BapaeHapun ca cpobasaiy cMHAPOM Ha Stevens-Johnson (SJS)/Tokcnuna
enuaepmanna Hekpoausa (TEN), kouTo Morat Aa ObAat KUBOTO3ACTpALIABALLM WK C JIETANEH W3XOA (BK.
Touka 4.8). AKO ce NoABAT MPU3HAUH H CHMIITOMH, MTOKA3aTENHH 32 T€3H PEAKIHH, IPUAOKEHHETO Ha
sapaeHagun tpabBa He3a0aBHO /1a ce Cripe U HMKOra He Tpa0Ba /1a ce 3anoyBa OTHOBO NPH AAJEHHA
MALHEHT.

Bauanue avpxy 3peHuemo
Hapywenns Ha 3peHHETO, BKIIOYHTENHO LeHTpanHa cepo3Ha xopuopernnonatis (CSCR), v ciiyyaH Ha
He-apTepUHTHA HCXEMHYHA ONTHYHA HeBponaThs (non-arteritic ischemic optic neuropathy (NAION)) ca
AOK/aABaHH BbB Bpb3ka ¢ npHeMa Ha Bapaenapun CTAJJA n apyru PDES unxnburtopu. A
JaHHHTE OT HabMoaeHUATa Noka3BaT NOBHLIEH pHCK OT ocTpa NAION npu Mbxe ¢ epek
AMCYHKUMA ciea nanarane Ha PDES unxubnropu karo Bapaenadun, taganapui y cu
Touka 4.8). Tonit kaTo TOBA MOXE Aa € OT 3HAYEHHE 33 BCHYKH NAaUNEHTH, U3NOKEHH H




nauuMeHTLT TPAOBA 1a C€ NOCHBETBA B Cl1y4Yai HA BHE3ANHO HApYLIEHHME HA 3PEHHETO, Ja Cipe Aa B3eMa
Bapnenadbun CTAJIA v BeaHara a ce KOHCYJITHpa ¢ Jekap (BX. To4Ka 4.3).

Brausnue svpxy xupsenemo

In vitro npoyuBaHusTa c 4oBElIKU TPOMOOLIUTH NOKA3BAT, Y€ BapAcHA( U HE NPUTEKABA
aHTHarperaluyoBeH epexT, HO MPH BUCOKH KOHLUEHTPALUH (MHOTOKPAaTHO NpeBHILABALIN
TepaneBTUUHUTE ), BapAeHa(pUN NOTEHUHPA AHTHATPETALHORHHA e)eKT Ha HATPHEBUS HUTPONPYCHJ,
NOHOP Ha a3oTeH OKHC. [IpH xopa BapaeHagun He BIHsSE BbPXY BPEMETO Ha KbpBEHE, CAMOCTOATEHO WIIH
B KOMOHHAaUHNA C aueTHACATHLIKIIOBA KHCennHa (Bx. Touka 4.5). Hama HanuyHa ungopmaiua 3a
6e30nacHOCTTa CICA NPHAOXKEHHE Ha BapAcHadni NpY NaLKMEHTH ¢ HApYUIEHHS B KPbBOCHLCHPBAHETO HITH
aKTHBHA nentu4Ha a3ea. CinegoBarento papaeHadua TpsadBa Ja ce npuiara rnpH Te3u NaUHEHTH CaMO
cle] BHAMATENHA NpeLEeHKa Ha OTHOLIEHHETO TOoJI3a/pPUCK.

[loMomnu BemecTBA
To31 nekapcTBeH NPOAYKT ChABPXa No-Manko oT 1 mmol HaTpuit (23 mg) Ha TabneTka, T.e. MOXe J1a ce
Kaxke, ue NpaKTHYECKH HE ChbAbPXKA HATPHid.

4.5 BianmoaedicTBHE ¢ APYIH JleKapCcTBEHH NPOAYKTH H APYrH GpopMH HA B3aEMOgelcTBRE
BausHWe HA APYIH NEKAPCTBEHN NPOAYKTH BbPXY BapAcHA( W

In vitro npoyusanus

Bapaenagun ce MeTabonusupa npeamMHO Ype3 YepHOAPOOHUTE eH3nuMH LHTOXpoM P450 (CYP)
n3ogopma 3A4, ¢ u3secteH npuHoc Ha uzopopmute CYP3IAS n CYP2C. Cneaoeatenno nHxubutopure
HA Te€3MU H30EH3HMMH MOratT a HaMaNsT KIHpbHCA Ha BapieHagun. .

In vivo npoyveanus

EanospeMeHHoTO npunoxerue Ha HIV nporeasuusatT nuxudbutop nuarHaBup (800 mg TpH nbTH JHEBHO),
mouied CYP3A4 unxnburtop, ¢ BapaeHadpun (10 mg punMupana tabnerka), € nosesio ao 16-kpatHo
nopuiaBaHe Ha AUC Ha BapaeHadun ¥ 7-kpaTHO noBHiuaBaHe B Chax Ha BapacHagun. Ha 24-tus yac
MJIa3MEHUTE HYBA HA BapicHadun ca NOHKWXeHH NPpUONH3UTENHO 4% OT MAKCUMANIHOTO MIa3MEeHO HHBO
Ha BapacHaPun {Cumax).

EaHOBpEMEHHOTO APUIOXKEHUE HA BapaeHadun ¢ putoHaenp (600 mg nBa mbTH JHEBHO) BOAH A0 13-
KpaTHO noBHwaBaHe Ha Cmax Ha BapaeHagun U 49-kpardo nosuiuaBane Ha AUC(O-24 uva Bapaenagm,
KOraTo ¢e npujara eJHOBpEMEHHO ¢ BapacHadun 5 mg. BzauMoaeidcTeueTo € nocneCTBHE Ha
bnoxupaHeTo Ha yepHOAPOOHUA MeTaboNH3BLM Ha BapaeHadun OT pUTOHABHD, BUCOKOakTHBeH CYP3 A4
HHXUOUTOD, KOMTO cblo HHXHOKpa CYP2CY. PuTOHABHpP 3HAYHTENHO YABLIKABA BPEMETO Ha MOJYXKHBOT
Ha BapaeHadun a0 25,7 yaca (Bx. Touka 4.3).

EanoBpeMeHROTO nipuiokeHue Ha keTokoHason (200 mg), mowen CYP3 A4 unxubutop, ¢ Bapaenadua (5
mg) € aoseno jo 10-xpaTHO nosuwmasane Ha AUC Ha Bapaesadun v 4-kpaTHO noBHILaBade Ha Chax HA
BapaeHadua (Bx. Touxa 4.4).

Bbrnpeky ue cnequPpruuHH NpoyuBaHUA BLPXY BIaUMOACHCTBUETO HE ¢a NMpoBeleHH, TIPH €IHOBPEMEHHOTO
u3non3paHe Ha MOIHH CYP3 A4 HHXHOUTOPH (KaTO UTPAKOHA30J) MOXE J1a CE OHAKBa MoJiy4aBaHe Ha

Nnia3MeHd HUBA Ha BapAeHa(ul, CpaBHUMM C TE3H, NOJYyUYEHH ¢ KeTOKOHa3on. EanoBpeMeHHara ynorpeba
Ha BapacHadun ¢ MOIHH CYP3 A4 HHXUONUTOPH, KATO HTPAKOHA30 U KETOKOHA30N (NnepopasHa

ynotpeba), TpaOBa Aa ce n3darea (BxK. Touky 4.3 d 4.4). I1pu Bb3pacTHU MbXe HaJ 75-TOJHIIHA Bb3
€HOBPEMEHHOTO U3MON3BaHe Ha BapAeHa(KJ ¢ UTPAKOHA30N UJIN KETOKOHA30J € NPOTHBONO
TOUKa 4.3).

EAHOBpeMEHHOTO TIpUNOKEeHUe Ha epuUTPOMHULMH {500 mg Tpu mbTH AHEBHO), MouleH CY
HHXHMOHTOP ¢ BapaeHadun (S5 mg), e noBeno Ao 4-kparHo nosuiuaane Ha AUC Ha Bapae
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kpaTHO noBuiiaBare B Chax Ha BapaeHadui. Bbnpeku ue He e NpoBeXK1aHO KOHKPETHO MPOYYBaHe 3a
B3aUMOJEHCTBUA, MTPU €HOBPEMEHHO MPHI0XKEHHE HA KIADHTPOMHLIME MOXeE J1a ¢€ O4aKBa NogobHOo
pnusiHue BbpXy AUC U Chay Ha BapaeHadnn. Koraro ce usnonzsa B komOuHaiua ¢ ymeped CYP3A4
MHXUOHUTOP, KATO EPUTPOMHULINH MM KNAPHTPOMMULIMH, MOXE Aa € HeoDXoauMo J03aTa Ha BapaeHadun aa
ce Kopurupa (Bx. ToukH 4.2 u 4.4). Liumernaun (400 mg nBa mbTH JHEBHO), HECNIELHPHYEH LHTOXPOM
P450 unxnburtop, Hama sausHue BbpXy AUC U Chax Ha BapaeHadui, Koraro ¢e npuhara eJHOBpeMeHHO ¢
papaeHadun (20 mg) npu 3apaBn 10O6poBONLY.

CokbT oT rpedndpyT, karo cnad unxuburop Ha MmeTabonuisma Ha CYP3A4 B upeBHaTa cTeHa, MOXe 12
A0Be/e 10 YMEPCHO MOBULABAHE HA 1a3MEHHTE HUBA HA BapaeHadun (Bx. Touka 4.4).

PapMakoKMHeTHKaTa Ha BapAaenadua (20 mg) He ce NOBIHABA OT €AHOBPEMEHHOTO NpuaokeHHe ¢ H2-
aHTaroHucTa paHUTHAMH (150 mg aBa NbTH AHEBHO), AUTOKCHH, BapdaphH, randbeHknamMua, ankoxon
(CpeAHO MAKCHMAJIHO aNKOXOJIHO ChbAbPXKaHHe B KpbBTa oT 73 mg/dl) nnu eqHokpaTHH 103K OT aHTHALLMA
(MarHe3neB XHAPOKCHA/aNyMHHUEB XUIAPOKCUA).

Bbnpeky ye cnennduuHy NpoyYBaHUa BbpXy B3aUMOJEHCTBUETO HEe ¢a OHAM NpoBedeHH 3a BCHUKH
NEKAPCTBEHK NPOAYKTH, TONYNAUHOHHUAT PapMAKOKMHETHYEH aHaIM3 MOKA3Ra JIMNCA HA MOBJIUIBAHE HA
apMakOoKkHHETHKATA HA BapAeHa(UNI OT CAeAHHTE JEKAPCTRA, IPHETH €AHOBPEMEHHO: aLeTHICATHLIHIOBA
kncennna, ACE-unxubntopu, 6era-6nokepn, cnabu CYP3A4 unxuOutopd, AMypeTULIM U IEKAPCTBEHH
IpOAYKTH 3a JeueHue Ha nHaber (cysidanunypefiHy nekapcTBa 1 MeT(OpPMHH).

Bausguune Ha BapaeHadUd BbPXY APYTHTE NE€KAPCTBEHH APOAYKTH
Hsma aaHHH 32 B3aUMOJEHCTBUETO HA BapaeHadua v Hecneundu4yHU docoarecTepazHi HHXHOHTOpH
KaTo TEOQHIWH HJIH AUMTHPHAAMON.

In vivo npoyusanus

B npoyusaHe Ha |8 3apasy 10OpOBOILH MbXE He € HabM101aRaHO NOTeHUMPaHe Ha NOHHXABAIMA eeKT
BbPXY KPLBHOTO HansraHe Ha cyOnuMHreanHo npunoked Hutpornuueput (0,4 mg), korato BapaeHadun
(10 mg) e npunoxen Ha pa3sNH4YHH UHTEPBAIH OT BpeMe (0T 1 yac 0o 24 vaca), npeaH aa ce npHeMe
Ao3ata HUTpornvuepHH. Bapaenadguna 20 mg noTeHuMpa XUNOTEH3INBHHA eeKT Ha CyOAUHTBaNHKUA
Hutpornuuepus (0,4 mg), B3et 1 nnu 4 vaca cneg NpHICKEHHETO HA BapaeHadHUN NipH 3paBH 1HUA Ha
cpeaHa Bb3pact. He e HabmoaaBaH ediekT BLPXY KPBBHOTO HANATaHE, KOTaTo HUTPOTJIMUEPHH € npueT 24
yaca cielt NpUIoKEHHEeTO Ha eaHoKpaTHa Ao3a BapaeHagpun 20 mg. Hama nH¢opmauna 3a Bb3MOXKHO
NOTEHUMPAHE HA XUNIOTEH3UBHUTE €(PEKTH Ha HUTPATHUTE OT BapAcHAPHN NPH NMAUHEHTH U CIEd0BATEIHO
€1HOBPEMEHHOTO H3MOI3BaHE € IIPOTHBONOKa3aHo (Bx. Touka 4.3).

Hukopanaun € xubpua Mexxay akTUBATOp Ha KanueBHUA kaHan H HuTpart. [lopanu HMTpaTHaTa cH
KOMIIOHEHTA ChILUECTBYBA Bb3MOXKHOCT 3a CEPUO3HO B3AUMOACHCTBHE ¢ BapAcHADH .

Tbit kaTo MOHOTEpanu4Ta ¢ anda-onoxkep MoXxe Ja NPUYHHH K3PA3EHO MOHHXKaBaHe Ha KPbBHOTO
HansraHle, cneLHalIHO OPTOCTATHYHA XHNOTOHHA W CHHKOH, IIPOBEACHH Ca NPOYYBAHUA BbPXY
B3aHMOJIEACTBHETO ¢ BapaeHadun. B ABe npoy4BaHHa HA B3aHMOJAECHCTBHETO ChC 3APaBH HOPMOTEH3HBHU
106poBoaLH cnel hopcupaHa TUTpaLus ¢ anda-610KepH TaMCYJI03MH WM TEPAa303HH, C BHCOKH JO3H €
AOKNAABaHA XUNOTOHHUA (B HAKOM CllyYad CHMIITOMATHYHA) B 3HAaUUTeNEeH Opoil n1ua cnea eJHOBpEMEHHO
npunoxeHue Ha BapaeHadgun. Cpea nuuara, NeKXyBaHH ¢ TEPa30ilHH, e HaboaasaHa Mno-4ecTo
XUNIOTOHUWSA, KOraTo BapAcHa(d1/1 U TEPA303HH ca MpUlaraii €qHOBPEMEHHO, B CPABHEHHE CbC CIYUYanTe,
KOraTo JO3MpaHeTo € Pa3ie/ieHo OT 6-4acoB HHTEpPBAN OT BpeMe.

Bb3 ocHOBa Ha pe3ynTaTHTe OT NPOYYBaHUA Ha B3aWMOACHCTBUETO, NPOBEAEHH C BapaeHad
nauMeHTH ¢ nobpokadecTBeHa npocTatHa xunepmnasus (AI1X) Ha crabunHa Tepanus ¢ Ta
TEPAa303HH UK aNPy303HH:




» Korato Bapaenagun (punmupady tabaetki) e npunarat B go3M 5, 10 unu 20 mg npu crabunna Tepanug
C TAMCYJIO3WH, HIMA CHMIITOMaTHYHO NMOHUXKABAHE HA KPLBHOTO HaJIAraHe, BbNPEKH 4e 3 oT 21 nekyBaHu
C TAMCYJIO3HH ALHEHTH Ca ¢ NPEXOAHO CHCTOIHYHO HAIATAHE B H3MPABEHO NONOXKEHHE NO-HUCKO OT 85
mmHg.

» Koraro Bapaenagun 5 mg (puamMupanu TabneTkH) e rnpunarad eAHOBPEMEHHO C Tepa3olHH S nin 10
mg, €/ilH 0T 2| NALMEeHTH € CbC CHMITTOMATHYHA OPTOCTATHYHA XUNOTEHCUA. XUMOTOHHSA He €
HaOMoJaBaHa, korato BapAaeHadui 5 mg ¥ Tepa3oLMH ca IPHIAraly ¢ HHTEPBA OT 6 Yaca MexXay
OTAEITHUTE JO3H.

* Koraro Bapaenadun (dunMupadyi Tabnetkn) € npunarat B 1034 5 uin 10 mg npu ctabunua tepanus ¢
angy3031H, HAMAa CUMNTOMATHYHO NTOHWKABAHE HA KPBBHOTO HAJIATAHE B CpaBHeHHe ¢ naauedo.

CnenoBatenHo eAHOBPEMEHHOTO NIeueHHe TpsAOBa 1a 3an04yHe caMo aKko NauHEHTBT € CTadUNu3MpaH ¢
neucHUueTo ¢ anda-dbnokep. [pu Te3n nauueHTH, KOUTO ca crabunusnpany ¢ neveHHe ¢ anda-obnokepw,
BapJeHadun TpadBa Ja 3anovHe ¢ Hak-HUCKaTa MpenopbYBaHa HavyanHa no3a 5 mg. Bapaenadun CTAJIA
MOXKE Ja Cce NPUara 1o BCAKO BpeMe ¢ TaMcyn03uH WK andysosud. C apyrute anda-6iaokepy e
HeoOXOAHMO a UMa HHTEPBAJ OT BPEME MExXAY OTAENHUTE N03H, KOrato BapaeHadu ce npeantcsa
EAHOBPEMEHHO (BX. TOUKa 4.4).

Hsama 3HayuTenHH B3aMMOOEHCTBHA, KOraTo BapgapuH (25 mg), koiiTo ce Merabonnsupa upes CYP2C9,
nayu aurokcud (0,375 mg) e npunoxeH eTHOBPeMEHHO ¢ BapacHadnn (20 mg punMupanu tadneTku).
OTtHOCHTENHATa OHOHATIMYHOCT Ha rMOeHKIaMua (3,5 mg) He ce NOBNHABA, KOTaTO €IHOBPEMEHHO €
npunoxe sapacHagpun (20 mg). B cnennduyHo npoyysaHe npyd NalMeHTH ¢ XHUIIEPTOHHA, KbJETO
BapacHapunn (20 mg) e NpUI0XKEH €AHOBPEMEHHO ¢ HUPEIUNTHH Cbe 3abaBeHO 0CBODOXKaaBaHe (30 mg
Hay 60 mg), € yCTaHOBEHO AONBIHNTENHO pelylHpaHe Ha CHCTONHYHOTO HaNAraHe B noko# ¢ 6 mmHg u
AHACTOJHYHOTO KPbBHO HangraHde B noKo# ¢ 5 mmHg, npuapyXeHo 0T NOBHILABAHE HA ChpAEYHAaTa
4yecToTa € 4 yaapa/MHH.

Koraro BapaeHadun (20 mg punmupanu tabnetkn) um ankoxon {(CpeiHO MaKCHMAJIHO ATKOXOJHO
cbaAbpxaHue ot 73 mg/dl) ce npuemar 3aeiHO, BapieHapUn He NOTEHLHPA eeKTUTE Ha ANIKOX0JIAa BbPXY
KPBBHOTO HAJNAraHe W Chple4HaTa YecToTa, 4 papMakOKHHETHKATA Ha BapacHadun HE ¢e NPOMEHH.

Bapaenadun (10 mg) He noTeHuHpa yAbKaBAHE HA BPEMETO HA KbpPBEHE, MPHYHUHEHO OT
aueTuJcanyuuuaoBaTa xuceanna (2 x 81 mg).

Puouuryar
[lpepknMHUYHK IPOYYBAHUSA NOKA3BAT JOITBIHUTENEH ePeKT Ha NOHMKABAHE HA CUCTEMHOTO KpLBHO

Hassrade, korato PDES uuxubutopu ce koMOuHMpaT ¢ pHouuryaT. B KIHHHYHH NpoyuyBaHUs € JOKA3aHO,
Y€ PHOLMIyaT NOTEHLUPA XUNOTEH3UBHHTE epekTH Ha PDES nuxuburopure. Hama nannu 3a
OnaronpusTeH KJIHHHYEH edekT Ha KOMOUHAUUATA B NpoyYBaHaTa nonynauus. ExHoBpeMeHHaTta
ynorpeba Ha puouuryart ¢ PDES unxuburopu, sraountento sapaernadni, € NpoTHBONOKAa3aHa (BX.
Touka 4.3).

4.6 @epTHAHTET, OPEMEHHOCT H KbpMeHe
Bapaenagpun CTAJIA He e nokasana 3a ynorpeda ot xkeHu. HaMa npoyysaHud 3a NpuIoKeHHE Ha
BapaeHadun npH OpeMeHHH XeHd. HAMa HanuuHN 1aHHW OTHOCHO depTHIHTETA.

4.7 Ed¢ekTHn Bbpxy cnocobHocTTa 32 IohHpane H paboTa ¢ MALIHHH
He ca nposeaeHu npoyyBaHHus 3a €hexTUTe BLPXY cnocobHOCTTa 3a Wwodupake U pabora ¢ MAlLIMHH.

TBH kaTO nNpH KIHHUYHHTE NPOYUYBAaHUA C BapacHadun ca HabnAaBaHU CBETOBLPTEX H H
3PEHHETO, NALHEHTHTE TPAOBA Aa ca CUrYpHH Kak pearupaTt Ha Bapaenadun CTAJKA, n
HJIH paboTAT ¢ MaLlMHU.




4.8 Hexenanu JeKapCcTBeHH peaKIHH

Ob6o0L1enne Ha npoduaa Ha 6e30NnacHoCT

Hexenauvre peakupu, cbobLIEHH B KIMHUYHH n3nuTBaHua ¢ Bapaenapun CTAJIA dunmupanu
Tabnerku uan 10 mg rabnerku, Aucneprupaily ce B ycrata, 0OHKHOBEHO ca OMNH NPEXOAHH H JIEKH 10
yMEpPEHH NO ¢BOATA CBLIHOCT. Haii-uecTo ¢bo0LuaBaHATA HEXKENlaHa NeKapCTBEHA peaKiHa, KOSTO ce

noasuna npu > 10% ot naunenrure, e rnasodonue.

TabnuueH cNUCHK HA HeXeNaHHuTe PEAKIIHH

Hexenanurte peakuuu ca u3dpoeHn no yecrora no MedDRA: MHoro uectu (>1/10), ywectu (>1/100 ao
<1/10), neuectu (=1/1 000 a0 <1/100), peaku (=1/10 000 no <1/1 000) u ¢ Hen3BecTHa YecToTa (OT
HaNnM4YHUTE JAHHHU HE MOXE Ja ObAe HanpaBeHa OUEHKa).

[1px BCAKO rpynHpaHe B 3aBHCHMOCT OT 4ECTOTATA, HEXEIAHUTE PeaklliK ce H30poaBaT B HU3XOAMLL, pel

10 OTHOWCHHUE HAa TAXHATa CEPHO3IHOCT,

,HDK.II&,HBE!HH Ca CJICAHHTEC HCXCETAHHU PEakKUHK!

CHcTeMO-Oprasen Muoro YecTH He4decTn Peaxn C HensBecTHA
KJaC 4¢CTH (= 1/100 mo (= 1/1 000 no (= 1/10 000 go | wecToTA
(> 1/10) <1/10) <1/100) <1/1 000) (OT HAJTHYHHUTE
JAHHHU HE MOXE
Aa OnJe
HailpaBeHa
OLEHKa
Huadexunn u KOHKHKTH-
HHJecTalHH BHUT
Hapymenun Ha AJiIepruyeH oTok | AJieprudHa
HMYHHATA CHCTEMA U AaHFTUOHEBPOTU- | peaKuusd
4YeH QTOK
MeaxavyHH HapyuieHue na be3nokoicTBO
HAPYINCHHS CbHA
HapymeHnns Ha | 1apobonne | 3amajliBaHe CbHnnBOCT CHHKon Mo3bueH
HePBHATA CHCTEMA [lapecTesus u [Ipunaabk KPbBOH3NUB
JH3ECTE3HS AMHe3ud
[lpexonna
HCXEeMHUHA
araka
HapymienHs Ha 3pUTENHO [ToBHluEHO He-aprepruuTtHa
O4YHTE CMYLIEHHE BLTPEOUYHO npenHa
XHunepeMus Ha HansraHe UCXEMHUYHA
OYHUTE [loBuwena ONTU4YHA
HapylueHo naKpuMaL s HeBpOInaTus
Bb3MpHEMaHE Ha 3pHTENHH
LIBETOBETE HapyLIeHUs
bonka u LlenTpanHa
aAuckoMdopT B cepo3Ha

OYHTE

Dotodobus
Hapymenns na THHUTYC
 YXOTO H JaOHpPHHTA CBETOBBPTEXK




Cohpreunn Copuebuene MuokapjaeH BHesanHa cMbPT
HApYUIEHHA Taxukapaus HHpapKT
KamepHu
TaXHapUHTMUH
CreHokapaus
Cba0BH HapYLICHHSA 3auepBaBaHe XHIIEPTOHUA
XUITOTOHMUS
PecniupaTopHn, Hazanna 3anyx KpbBoTe-
rpbAHH H KOHT€CTHA KoHrectus Ha YyeHne OT HOoCa
MeAHACTHHAJIHA CUHYCUTE
HAPYIUEHHA
CroMamHo-4YpeBHH Hucnencus ["acTpo-
HApYWICHAA e3odareanHa
pedyKCcHa
bonecT
["acTpuT
CToMallHo-
YpPEBHH U

KOpeMHH DONKH
Hunapus

[loBpbuiane
["aneHe
CyxoTa B ycTara
XenaTo-OHIHAPHH INoeuuueHne Ha [loBHlEHHE
HAPYIUEHHS TPAHCAMHHA3HUTE | HA raMa-
FyTaMHUD
TpaHcPepa-
3aTa
Hapymrenusa Ha EpuTema Peakius Ha CuHapoM Ha
KOXKATA H Obpus ¢orouyyBCcTBH- | Stevens-Johnson
NOAKOKHATA THKAH TENHOCT (SJS)/TokcuuHa
enAgepMatHa
Hekponu3a (TEN)
(BXK. TouKa 4.4)
Hapymenna Ha bonka B rupba
MYCKY.JIHO- [ToBuiuena
CKEeJIETHATA CHCTEMA cepyMHa
H ChelHHHTEIHATA KpeaTHH-
TbKaH dpochokrHaza
Muanrus
[losuiueH
MYCKYJIEH TOHYC
M CXBalLllaHUA
Hapymennsa sa XEMAaTYPHS
6LOpennTe B
NHUKOYHATE NHLTHINA
Hapyuiennsi Ha 3acuneHa [Tpranusbm
Bb3NPOH3BOAHTETHA epeKLns
TA CHCTEMA H
rbpaaTa
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O0In HapyLIeHHA H
edeKTH HA MACTOTO
HA DPHJOKEHHE

Hepaznosioxe-
HHE

Bonku B
PbPAUTE

Onucanue Ha NoA0paHH HEXENaHU peakldu
XeMoparus B MEHKCA, XEMOCTIEPMHA ¥ XeMaTypHa ca CbOOLIABAHK B KIMHHHYHH MPOYYBAHUA 1 KATO

CIIOHTAHHO NONYYEHH JAAaHHHW OT NOCTMApPKETHHIOBHUA nepHoA npH ynotpedaTta na Bcuukd PDES
MHXHWOHTOPH, BKIKOUYHTENHO BapAcHahu.

INpu noza ot 20 mg Bapacuapun CTAJAdunMupanu TabaeTky naiHeHTUTE B cTap4ecka Bb3pacT (365
rOAMIIHA BB3PACT) HMAT MO-BHCOKA YecToTa Ha rinaBobonue (16,2% cnpsmo 11,8%) u 3amaiisane (3,7%
cripaMo (,7%) B cpaBHEHHE C IO-MNAAKUTE NALNEHTH (<65 roguuiHa Bb3pacTt). Hait-obuio yectorara Ha
HeXeNaHuTe peakliii (0co0eHO ,,3amaliBale”) e nexo MOBHILIEHa NMPH NMALHEHTH ¢ aHaMHe3a 3a
XUTEPTOHHA.

CrobuiaBaHe Ha NOAO3HMPAHK HEXENAHU PEeaKIUU

ChobmasaneTo Ha NOAO3UPAHH HEXENAaHH peaKkUUH Clell pa3pellaBase 3a ynotpeba Ha nekapcTaeHus
NPOAYKT € BaxKHO. TOBa NO3BONABA Aa NPOABIDKH HADJNIOACHUETO HA CbOTHOLIEHUETO NON3a/PHUCK 3a
neKapcTBEHUA NpoAyKT. OT MEAHLIMHCKHTE CNIELHANKCTH CE H3UCKBa lla CbOOLIABaT BCAKA NOA03MpaHa
HEeXEeNaHa peakuus ypes:

U3nbaBATENHA areHLIHsA 10 JIeKapcTBaTa
yn. ,, JJamsan I'pyeB* Ne 8
1303 Codusn

Ten.: +359 2 8903417
yeOcaiiT: www.bda.bg

4.9 Ilpeno3npane
B npoy4BaHe Ha eAHOKpATHO A03MpaHe Npu 1oO6poBOALH, 034 A0 ¥ BKIUuKWTenHo 80 mg BapaeHadu
(¢unmupanm TabneTKH) AHEBHO ca MOHeCeHH Ao0pe, 0e3 CepHO3HH HeXeNaHH peakLMH.

Korato Bapaenadun € OUn NpUNoOXKeEH B I0-BUCOKH A03M U NO-YECTO OT NpenopbuaHara yecroTa (40 mg
¢punMuparu TabneTky ABa MbTH JHEBHO) ca CbOOLLEHH ClyyaHu Ha cuiHa 6onka B repda. Tosa He e
CBbP3aHO C MYCKYJIHA UJIH HEBPOMOrHYHA TOKCHYHOCT.

B cnyuyau Ha npenosupane, ako € HeodxoauMo, TpAOBa Aa ce NPUNOXKAT CTAHAAPTHH NOAABPXKALLH MEPKH.
brOpeyHara auanysa He ¢e O4aKBa Aa yBENHUYM KIHPbHCA, Thil kKaro BapaeHadgHN e CBbp3aH B ronsMa
CTEMNEH C MIa3MEHUTE MPOTEHHU U HE CE ENMMHMHHPA 3HAYUTENHO B YPHHATA.

5. ©OAPMAKOJOI'HYHHA CBOUCTBA

5.1 ddapmaxkoaHHaMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: Y polordyHi CpeicTBa, IeKapcTBa, H3MON3BAHH IIPH €peKTHIIHA
auchyHkuua, ATC kon: GO4BE(Q9

Baprenagun e nepopanta tepanus 3a noo0psBaHe HAa epeKTUNIHATA (GYHKLHMA TPH MBKE ¢ EPEKTHIIHA
IHCOYHKLHA. B ecTecTBEHN YCIOBUA, T.€. ChC CEKCYANHO CTUMYJIHpaHe, BapaeHa(un Bb3CTaHOBABA
yBpeJeHaTa epEKTHIIHA (PYHKIIHS Ype3 NOBHILABAHE HA KPbBHHA TOK KbM MEHHUCA,

Epekiuinsata Ha neHuca e xeMoauHaMudeH npouec. [1o BpeMe Ha cekcyallHO CTHMYHpaH
a30TeH okcK. Tol aKTUBHUpa €H3MMA TYAHUAT LMKJ1a3a, BOJELLA JJO NOBHLIABAHE HHBO
ryaHo3uH moHodgochart (cGMP) B kopnyc kaepepHoayM. Tosa Boay 10 OTNYCKAHE HA '
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MYCKYJaTypa, KaTo Mo3B0oJIBa NOBUIIABAHE HA MPUTOKA HA KpbB KbM neHuca. HUBoTo Ha ¢cGMP ce
peryanpa oT CKOPOCTTa Ha CHHTE3 Ype3 YaHWIAaTUHKA3a B Ype3 CKOPOCTTa Ha pasrpaxaaHe,
nocpeacteoM cGMP xuaponusznpamn docdhoauecrepasu (PDEs).

BapaeHagun e MOLIEH M cenekTHBeH WHXubHTOp HAa cGMP cneuuduunara docdoauecrepasa tun 5
(PDES5), uaii-paxuara dochoauectepasa B 410BeIIKUA KOPIYC KaBepHO3yM. BapaeHadun 3acuisa edekra
Ha €HJOMeHHUS a30TEH OKCHJ B KOPITYC KaBepHO3YM, KaTo HHXHOHupa PDES. Korato ce oTnenu aszoreH
OKCH/I B OTTOBOp Ha CeKcyanHa cTumynanus, uHxubupaneto Ha PDES ot Bapaesadun BoaH A0 NOBHLIEHH
HHBa Ha CGMP B kopnyc kaBepHo3yM. CrieaoBarenHo, 3a a ce NposBAT NONE3HHTE TepaneBTHYHN e(PeKTH
Ha BapAeHaPHa € HeoOXOAMMO CEKCYATHO CTHMYJIUPAHE.

[IpoyuBanus in vitro ca moxasanm, ue BapAcHauI NpMTEXKaBa MHOTOKPATHO NO-CHAHO AeHCTBHE BhPXY
PDES B cpaBrenne ¢ apyrn docoauecrepasu (>15-kparno crpsmo PDEG6, >130-kparHo cnipamo PDEI,
>300-kpaTtHo copamo PDEI11 n >1000-kpatso cnpamo PDE2, PDE3, PDE4, PDE7, PDES, PDE9 u
PDE10).

[Ipu nposeneHo uscnegsane ¢ nneruaMorpadus Ha nesuca (RigiScan) npu HAKoOH MBbXe Nox AelCTBHETO
Ha 20 mg BapAeHa(Un ce HabnonaBa €peKLns, 10CTATbYHA 3a NpoHHKBaHe (60% pPHIHIHOCT cnopea
RigiScan) 15 MunyTn cnen npuema my. [ToBnusBaHeTo Ha Te3u NKHIA OT BapAeHa(UN € CTATHCTHYECKH
3HAYHMMO B CPaBHEHHE ¢ Pe3yNTATUTE NPH I1auedo 25 MUHYTH chel NMpHEM.

Bapaenadun npyunHaBa yMepeHO U NPEXOAHO NMOHHXABAHE Ha KPbBHOTO HANAMAHE, KOETO B [IOBEYETO
CIy4aH He ce NpoABABA KIIHHHUYHO. CpelHaTa CTORHOCT Ha MAKCUMAJTHO MOHHKABaKe Ha CHCTOJIMYHOTO
apTepHAIHO HaniAraHe B nMoko# cien npueM Ha 20 unun 40 mg sapaenagun e ¢boTBeTHO 6,9 mm Hg npu
20 mg # 4,3 mm Hg npu 40 mg, 8 cpaBHeHHe ¢ nnaiedo. Te3n edexTv ca B CLOTBETCTBHE C
Ba3oAuNaTaToOpHUA epekT Ha PDES-nuxubutopure U BepoATHO ce AbAXKAT HA NOBUILIEHH HHBA HAa cGMP B
ChAOBHTE MIAAKOMYCKYJIHH KJETKH. ENHOKpaTHaTa MM MHOTOKpATHA MEPOPanHH 034 HA BapAeHadun 10
40 mg He BOAAT A0 KIIHHHYHO 3HAYWMH [TPOMEHH B €JIEKTPOKApAMOrpaMaTa Ha 3paBu MbKe 106pOBOILY.

JABoiiHO-CiAMO, KPbCTOCAHO, paHZOMH3UPAHO NPOYUYBAHE C €AHOKPATHA 1033 NPH 59 3apaBu Mbke
cpaBH#aBa BIHAHKETO BHPXY QT nunrepsana na sapaenadun (10 mg u 80 mg), cunaenadpun (50 mg u 400
mg) u nnauedo. Mokcupnokcaunx (400 mg) e BkAOYEH KaTO aKTUBEH BbTpelleH KoHTpoa. Edexture
BbpXy QT uHTepBana ca uamepsanu |1 yac ciej NpUaOKEHHE Ha Ao3aTa (CpeiHO tmax 3a BapaeHagun).
OcHoBHaTa 3ana4ya Ha TOBA MPOYHBAHE € J]a Ce U3KMOUH No-ronsM ot 10 msec edekT (T.€. Aa ce aoKaxe
JINICATa Ha eekT) Ha eaHokparHa 80 mg nepopanyna no3a BapacHadui Bbpxy QTc uHTEpBa B
CpaBHEHHE ¢ Tauedo, H3MepeH ¢ npomeHHTe Ha Fridericia kopekunonsa dpopmyna (QTcF=QT/RR1/3) ot
H3XOJHOTO ChCTOSHUE A0 |1-BHsA vac cne npHeMa. Pesyntatute Ha BapieHadun nokas3BaT yIbJKaBaHe Ha
QTc (Fridericia) ot 8 msec (90% CI: 6-9) u 10 msec (90% CI: 8-11) npu no3u 10 u 80 mg B cpaBHeHHE C
nuanebo, u yanmkasane Ha QTci (Fridericia) ot 4 msec (90% Cl: 3-6) n 6 msec (90% CI: 4-7) npu ao3n
10 1 80 mg B cpaBHeHHE ¢ nnauedo, eAWH Yac nNo-kbcHo. [Ipu tmax camo npomanata B QTcF 3a
papAcHa¢pui 80 mg e H3BbH NPUETHTE rPaHKLN Ha poyy4BaHeTo (cTofiHocT 10 msec, 90% CI (8-11)).
Koraro ¢e u3non3pa HHAMBHAYANTHA KOPEKIHOHHa (opMya, HUTO €AHa OT CTOHHOCTUTE He € O1Na H3BLH
rPaHMLIMTE.

B oTAenHO nocT™MapkeTUHIOBO NpoyuBaxe npu 44 3apasu 106poBoaLM eaHOKpaTHH 034 0T 10 mg
Bapaenatun uiad 50 mg cunaenadun ca NpUIokKeHU eAHOBpeMeHHO ¢ 400 mg raTudiioKcaumH —
neKapcTBO Cbe cpaBHUM QT edext. U Bapaenadmn u cunaenadun ca nokasanu HapacTeaHe Ha Fridericia
QTc edekr ot 4 msec (BapaeHadpun) U 5 msec (cungeHadun), B cpaBHEHHE ¢ BCIKO OT JIEKapCTBATa
nooTaenHo. KOHKPETHOTO KIMHUUHO 3HaueHKe Ha Te3n QT npoMeHn He e n3BecTHO.

HonbnHuTtenHa nndopmanys oT KNMHWHHA U3NUTBaHUS ¢ BapaeHadun 10 mg Tabnerk

CE B yCTaTa
EdukacHoctTa 1 Oe3onacHocTTa Ha BapaeHadun 10 mg tabneTku, Aucneprupauiy cef
AOKa3aHH MOOTASJHO MPH LUHPOKA MOMNYyJalud B ABE NPOYy4BaHus, BKIOuYBay 701 pe
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NAUHEHTH ¢ epeKTHIHA AUCPYHKLINA, KOUTO ca NekyBaHHd A0 12 ceamunuu. PasnpenenedueTo Ha
NaLKEHTHTE B IPEABAPUTENHO AeHHUPAHHATE MOATPYNH NOKPHBA NauUEHTH B cTapyecka Bb3pacT (51%),
NalMEHTH C aHAMHe3a 3a 3axapex auader (29%), avcnunnaemusn (39%) n xunepronusa (40%).

B cOopHuTe paHHK OT ABETE U3NKWTBAHUA ¢ BapaeHadun 10 mg TabneTkn, Aucneprupaily ce B ycTaTa,
IIEF-EF aomeiin ckopoBeTe ca 3Ha4uMO no-roiemMu npu BapacHagnn 10 mg tabnetku, AMCneprupaliy ce
B yCTaTa, cnpamo ruauebo.

71% OT BCHYKH CEKCYANHH OMHUTH, CHOOLIEHH B KNIHHHYHUTE W3MTUTBAHHKA, Ca C YCOECLIHO POHUKBAHE,
cpaBHeHO ¢ 44% OT BCHYKK ONHMTH B Mnauebo rpynara. Te3n pe3ynaTaTd ca OTPa3eHH ChlNO B MOAMPYITHTE:
Mp# NaUWEHTH B CTapyecKa Bb3pacT 63%, NpH NauMEeHTH C aHaMHe3a 3a 3axapeH auabet 63%, npu
NALKEHTH ¢ aHaMHe3a 3a ANCIMnUAEeMHusa 66% | NpU NaluUedTH ¢ aHaMHe3a 3a XxuneptToHus 70% ot
BCHYMKH CLOOLIEHH CEKCYAIHH ONMATH ¢4 € YCIELRO NPOHUKBAKE. .

Oxono 63% ot BCHUKH ¢b0oOLUEHN cexcyalHU ONUTH ¢ BapaeHadun 10 mg Tabnetkn, Adcneprupaliy ce B
yCTaTa, ¢ca YCNELUHH M0 OTHOLUEHHE HA NOANbPHkAHE HA €PEKLIUATA B CPABHEHHE € OKOJIO 26% OT BCUUYKH
nnauedo KOHTPONHPaAHH CEKCYaNHH ONUTU. B npeasapuTentno aehuHupannute noarpynu 37% (nauneHtH
B CTAp4ecKa Bb3pacT), 56% (nauMeHTH ¢ aHaMHesa 3a 3axapeH aHader), 59% (nauueHTH ¢ aHaMHe3sa 3a
avcaunuaemMus) U 60% (nauMeRTH ¢ aHaMHE3a 3a XUNEPTOHHSA ) OT BCHYKH CbOOLIEHH OMHUTH C
BapAcHadun 10 mg TabneTku, AUcneprupallim ce B ycTara, ¢a YCNeumHH No OTHOIIEHHE Ha NOAAbpXKaHE
Ha epeKuuATa.

EGHBHHHTEHHE HH[I!OQM&!._],HH OT KIJUHHYHH H3IIHTBaAHHA

B xJIMHHYHK H3NHTBaHHA BapAcHadun ¢ Oun npunarad Ha noseue ot 17 000 Mbxe ¢ epexTUNHA
ancyHkuus (EN) na ppipact mexay 18 u 89 roaunu, noBeyeTo OT TAX ¢ MHOXECTBO NMPHAPYKaBaLH
3abonasannda. Han 2500 nauueHTH ca OuaM Ha Tepanus ¢ BapaeHadun 3a 6 uan noseve Meceuta. OT TaX
900 ca 6unm nekysanu 1 roguna unu noseve.

[IpeacTaBeHy ca CNEAHUTE TPYNH NALIMEHTH: MTAUKMEHTH B CTapyecKa Bu3pacT (22%), natHeHTH ¢
xuneproHus (35%), saxapen auabdet (29%), ¢ ucxeMnuHa 00N1eCT HA CHPUETO HIH APYTH ChpleyHo-
CbAOBH 3abonsgBanus (7%), xpornuHa 6enoapobua 6onect (5%), xunepamnuaemus (22%), nenpecus
(5%), panukanHa npocTtatekTOoMHA (9%). B KIMHHYHUTE NPOYUBAHHS He ¢a OMNH npeacTaBeHy
NOCTaTbYHO CIACAHUTE IPYNK: ULA B CTapuecka Bb3pacT (> 75 roAuny, 2,4%) u nalMeHTy ¢ onpeaencHH
ChbPACYHO-CbAOBH 3abonsBaHus (Bx. To4ka 4.3). He ca u3BbpuIeHH KIMHHHHY NIPOYYBAHMA [IPH NALMEHTH
cbC 3abonsaBanna Ha LHTHC (¢ n3kniouenne Ha rppOHa4YHO-MO3bYHH TPaBMHM ), NALIUEHTH € TEXKH OBOpeyHH
HJIA YEPHOAPOOHH YBPEKAAHHS, NPETHPIIEIH XUPYPrUuHA HHTEPBEHLIMH B obnacTra Ha Ta3a (¢
H3KJIIOUEHHE Ha 1113511112 HEPBHUTE NPOCTATEKTOMHSA), HNH TPAaBMa, UK JTbYETEPanus U NOHUXKEHO THOHI0
WA aHATOMHYHHU AeGopMali¥i Ha MEHHCA.

1o BpeMe Ha OCHOBHHTE KJIMHHUYHUTE APOYUBAHUS JIeUeHHeTo ¢ BapaeHadun (punmupanm Tabnetkn) e
AOBENO R0 MoAOOpABaHEe HA epeKTHIHATa PyHKUUA B cpaBHeHME ¢ nutauedo. Ilpu Manbk Opoii nannenTy,
KOHUTO Ca U3BbPLUKIHN MTOJIOB akT 4 10 5 yaca cneq npvueMa Ha JIEKaApCTBOTO, MPOLUEHTHT Ha MPOHWKBAHE H
MOJABPKAHE HA EPEKLMATA € 3HAYHTENTHO N0-BUCOK B CpaBHeHHe ¢ nialedo rpynara.

[1pu npoyusanus ¢ pukcHpana a03a (punMupani TabneTkH) cpea LWHPOKA NOMYNAlHA MbXKE ¢ epeKTHIHA
ancPyHnkuns, 68% (5 mg), 76% (10 mg) u 80% (20 mg) oT nauHeHTHTE ca OCHIUIESCTBHUIIN YCNELIEH MOJOB
akT (nponuksaHus) (SEP2), B cpaBHenHe ¢ 49% B rpynara ¢ nnaue6o 3a nepHoi OT TPH Meceua Ha
npoyusaneTo. CnocobHoCcTTa 32 noaabpXkaHe Ha epekuud (SEP3) B Tazy mvpoka monynauus oT JIKLA ¢
epeKTUusHa AuchyHKuua € 53% (5 mg), 63% (10 mg), 65% (20 mg), B cpaBHeHHe ¢ 29% n "G

Cnopen cOOpHHTE JaHHH OT NOJIEMHUTE MPOYYBAHUS BbPXY €(PUKACHOCTTA, NALMEHTH
axkT (MpoHKKBaHe) ciel ynorpeba Ha BapaeHadun ca 64U KaKTo cleaBa; NCHXOreH
anchyHkund (77-87%), cmecena epextunna ancoyHkuus (69-83%), oprannuHa epe
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(64-75%), cTapuecka Bb3pacT (52-75%), ucxeMUuKRo CbpaedHo 3abonsisane (70-73%), xunepnunuaeMus
{62-73%), xpoHHuHa OenoapobHa donect (74-78%), nenpecus (59-69%) n nauneHTH, NEKyBaHU
eAHOBPEMEHHO ¢ AaHTUXHUIIEPTEH3UBHHU CpeAcTBa (62-73%).

B KAHHWYRO U3NHTBAHE NPH NALUEHTH CLC 3axapeH AuadeT BapacHadma 3HAUUTENHO oJ00pABRa
epekTHIHATa PyHKUMA, cIOCOOHOCTTA 3a MoJiyuaBaHe U MOAAbPKAHE HA epeEKLUS, JOCTAaTbYHO
NPOABKUTENHA 34 YCIIELEH NMONOB aKT H PUTHAHOCT Ha NeHKHca ¢ 03U BapaeHadun Smgu 10 mg, B
cpaBHeHUE ¢ nnauedo. HecToTata Ha nony4yaBaHe H NoAnbpxKaHe Ha epekuus € 6una 61% v 49% npu 10
mg, 64% u 54% npu 20 mg BapaeHadun, Npy MALMEHTH KOUTO Ca 3aBbPLIKIH TPY MEceLa JIEYEHHE, B
cpaBHeHHe ¢ 36% u 23% npu rpynara nalueHTH Ha naauedo.

B KniHHYHO M3NUTBAHE HA NAUKEHTH CJIe]d NPOCTATEKTOMHSA, BapJAeHaduI 3HAUMTENHO Moao0paBa
epeKkTHaHaTa QyHKUHA, CTOocCOOHOCTTA 3a NOJIyyaBaHe ¥ NOAAbPKAHE Ha ePeKLUA, JOCTAThYHO
NPOABIIKHUTENHA 32 YCNELUEH MOJNIOB akT U PUFMAHOCT Ha MeHuca ¢ 403U BapaeHadgun ot 10 mg u 20 mg, B
CpasHEHHE ¢ rpynara Ha nnauedo. Yecrorara Ha nonyyaBaHe U noALbpXaHe Ha epexuus € 0una 47% u
37% npu 10 mg, u 48% u 34% npu 20 mg BapaeHadun npn naudeHTH ¢ 3-MECEYHO IEYEHHUE, B
cpasHeHHe ¢ 22% u 10% npu nanneHTHTE Ha nnauedo.

B KNHHHYHO M3NUTBAHE C I'bBKAB PEXHM Ha JA03NPAHE [TPH NMAaLNEHTH ¢ TPaBMa Ha rpbLOHAYHHSA MO3BK,
BapJeHathun 3HAYUTEIHO NOAOOPABA epeKTHNHATA PYHKUHA, CIOCOOHOCTTa 32 MOIYYaBaHE H
NOAABLPXKAHE HA ROCTATHYHO MPOABLINKUTEIHA €PEKLIHA 3a YCIELIHO H3BLPLIBAHE HA MOJIOB aKT
PHIHAHOCT HA NEHUCA B CPaBHEHHE ¢ NJaledo. bpodT Ha nalneHTHTE, KOUTO Ca C€ Bb3CTAHOBHIIH ChC
ckop IIEF (>26%) e 53% ¢ Bapaenadui B cpaBHenne ¢ 9% Ha nuauebo. Yectorata Ha noBIHABaHE 3a
nojiyyaBaHe H MOAIBPHKAHE HA epeKLHs e 76% 1 59% npu Bapaesadun B cpaBHeHHe ¢ 41% u 22% Ha
nnauedo, Npy NaUUMEHTH, KOKTO Ca TIEKYBAHU TPH MeCela, KOEeTO € KIIMHUYHO H CTATHCTHYECKH 3HAaUYHMO

{p<0,001).
be3zonacHocTTa B €pUKacHOCTTA Ha BapAeHadHN € YCTAaHOBEHA B NPOABXKNTENHH MPOYYBAHHA.

[leaMaTpuyHa 0ONyJauus

EBponeiickata areHUUA 110 JIeKapcTBaTa 0CBOO0XAaBa OT 3a0b/DKEHUETO 3a NPEJOCTABAHE HA PE3YNTATUTE
OT NPOYYBAHMATA BbB BCUYKH MOATPYNH HA NEAHATPHYHATA [OMYJAlUS TNPH JIEYEHHE Ha E€PEeKTHJHA
AMCOYHKUNA. BrxkTe Touka 4.2 3a nHgopMauns OTHOCHO yROTpeda B NeAHaTpHATA.

5.2 @apMaKOKHHEeTHYHH CBOHCTBA

H3nntBanns 3a OMOCKBHBAICHTHOCT NOKa3BaT, ue papacHadun 10 mg rabnerku, AnCneprupailnH ce B
ycTaTta, He ca OMoeKBHBaNeHTHH Ha BapaeHadun 10 mg ¢unMupanu tabaetku. [1o Ta3u npuinHa
IMCIeprupaliiata ¢c€ B ycrara J1ekapcTseHa GopMa He Tpa0Ra 11a e ¥3noJ3Ba KaTo €KBUBAJICHT Ha
BapaeHapua 10 mg ¢unMupann tabneTku.

Abcopbuus

[Ipu npunarane Ha papacHadun 10 mg punmupanu tabnetku sapaeradun ce abcopbupa Obp3o ¢
MAKCUMANHH [JIa3MEHHU KOHLIEHTpaLW#K, JOCTUTHATH NPH HAKOHM MbXKe 15 MHHYTH clie] NepopatHo
npunoxedue. Benpeku ToBa B 90% OT cnyuyanTe MaKCHMAJHUTE NNA3MEHH KOHLEHTPALMH €A HOCTHIHATH
ot 30 no 120 munyTtH (Cpeano 60 MUHYTH) Cliea nEpopaIHO NPUNOXKeHUE, Ha rnaaHo. CpeaHarta
abconoTHa OBHOHANTHYHOCT cliea nepopanek npueM e 15%. Cnen nepopanto nosupade AUC 1 Cmax Ha
BapfeHadun ce NOBHINABAT NOYTH NPONOPLHOHANIHO Ha K03aTa B NPENOPbYBAHUTE PAaHHLH Ha
n03upoBKa (5 — 20 mg).

Koraro BapaeHagun punMupasu TabaeTky ce NpHEMAT ¢ XpaHa ¢ BUCOKO ChAbPXKAHU
(cpabpxama 57% MasHUHM ), CKOpoCcTTa Ha abcopbuns € HamaneHa, ¢ NOBULIABAHE H
| wac » cpeana peaykuxa Ha Cmax ot 20%. AUC Ha BapaeHadun He ce nOBAHABA.
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cbabpkaina 30% Ma3zHKHHU, CKOPOCTTA M cTenedTa Ha abcopbuus Ha Bapaenadun (tmax, Cmax, AUC) He
ce MPOMEHAT B CPaBHEHHE C [IPUTOKEHHETO HA MIARHO.

Bapaenadun ce abcopbupa 6-p30 ciea npunoxxkeddero Ha BapacHadun 10 mg Tabnetku, gucneprupaiiu
ce B ycTaTa, 6e3 Boaa. Mennanara Ha BpemeTto 3a pocturaie Ha Cmax sapupa mexay 45 10 90 MUHYTH U
€ NoAoOHO UIIH JIEKO yABJIKEHO (C 8 10 45 MuHyTH) B CpaBHEHHE ¢ huaMupanute tabnetku. CpeaHara
AUC na BapaeHadua e yabaxkeHa ¢ 21 1o 29% (naiMeHTH Ha cpeHa BL3pacT M MallMEeHTH B CTapyecKa
pb3pacT ¢ EJ1) unu ¢ 44% (mnaau 3npasn nobpoeoniu) npy 10 mg tabnetku, AMcneprupatiin ¢e B yCTara,
CpaBHEHO ¢ PHAMHUpaHHTE TabJIeTKH KATO pe3yNTaT OT JIoOKanHaTa nepopanHa abcopOuusa Ha Manko
KOJIHYECTBO OT JIEKAPCTBOTO B YCTHATa KyxHHa, HiMa 3HaunMa pasznuka B cpeaHara Cmax Mexay
JUCTIepripaluluTe ce B ycTarta TabneTku U puaMupaHuTe TaDNETKHM.

[Ipy HHAMBHAHM, NpHeMalny Bapaesadun 10 mg rabneTkn, AUCNEprupaill ce B ycrara, ¢ dorara Ha
Ma3HHMHH XpaHa, He € HabnaaBaH edexT BbpXy AUC u tmax Ha BapaeHadun, gokato €max Ha
BapacHadus € 6una Hamanena ¢ 35% npu npuem cael xpaHeHe. Ha 6a3aTta Ha Te3u pe3yTaTH
BapaeHadun 10 mg tabneTku, aMcneprupaiiii ¢e B ycraTa, Morar aa 6baar npueManu ¢bx¢ unu bes xpana.

Axko BapaecHadua 10 mg rabnerTku, AUCNIEPrHpaIlH Ce B YCTATa, ¢¢ npuemar ¢ Boaa, AUC Hamanaga ¢
29%, Cmax ocTaBa HENpPOMEHEHAa H MeAHAHATA Ha tmax ce cKbesBa ¢ 60 MHHYTH, CpaBHEHO C NpHeMa 6e3
Boaa. Bapaexagun 10 mg tabneTky, aucneprupally ce B ycrara, TpabBa Aa ce npueMar 6e3 TEYHOCT.

PasnpeneneHne
CpeanuaT ctauMoHapeH 00eM Ha pasnpeaeneHie Ha BapacHadua e 208 1, koeTo nokassa pasnpeaeieHHe B
ThKaHHUTE.

BapaeHadun ¥ HerosusT OCHOBeH MeTabonuT (M 1) ca 3Ha4YnuTENHO CBbP3aHi C NJa3MEHHTE IPOTEHHH
(npubausurenno 95% 3a BapaeHapun unn M1). 3a BapaeHagun, xaxro ¥ 3a M1, CBBP3BaHETO ¢ MPOTEUH
€ HE3aBUCHMO OT obulaTa ieKapCTBEHA KOHLEHTPALMA.

Bb3 ocHOBa Ha U3MEPBAHUATA HA BapaeHadgun B CIepMaTa Ha 3JpaBH JTHuua 90 MHHYTH cnel [MPHEM Ha
0034, B CNnepMaTa Ha NalueHTHTe MOXKe aa ¢e ycTtaHoBH He nosede ot 0,00012% ot npunoxeHaTa ao3a.

buorpaHcdopmauns
Bapaenadun B pusamuapady TabneTky ce Merabonusvnpa NnpeaMMHO B 4€pHHA Apo0 nocpeacTBOM
nutoxpom P450 (CYP) usodopma 3A4, ¢ n3eecten npuHoc Ha CYP3AS u CYP2C usodopmu.

[Ipu xopa rnaBHUAT UMpKynupaiw Metaboaut (M1) e npoAYKT OT Ae3eTUIUPAHETO HA BapAcHadun # ¢
O0EKT Ha MO-HATATBbLIESH METabONU3IBM C [NA3MEH ENHMHUHALIMOHEH NONYAMBOT OT NPHONU3UTENHO 4
yaca. Yacty ot M1 ca noa opmara Ha MIOKYPOHUAM B CUCTEMHATa LUMpKynauus. MerabonuteT M1
nokaspa GocPoaHecTePpa3eH celeKTUBeH Npodui, noaodeH Ha BapaeHadun M in vitro MOTEHLHAN 32
dochoauectepasa Tun 3 ot npudbausnTenHo 28%, B cpaBHeHUe ¢ BapaeHadus, BOAELL A0 TPUHOC KbM
eduKacHOCTTa OT 0K0N0 7%.

CpenHusaT TepMHHANIEH [TOJYXXHBOT Ha BapAeHagua Npyd NalHEHTH, NpyHemauly Bapaexapunn 10 mg
TabneTkn, AUcNeprupalin ce B ycTaTa, € B paMKuTe Ha 4 — 6 yaca. EnMMHHALIMOHHHMAT NONYXHUBOT HA
meTabonura M1 e mexay 3 a0 5 yaca, noaob6HO Ha BapacHadun.

EnuMHUHHpAHE
ToTtaTHHAT TENEeCEeH KIUPBHC HA BapaeHadua € 56 I/h ¢ pesynranteH TepMHUHANEH MONYX
NpHONU3NTENHO 4-5 yaca. (el nepopanHo NpUIoKEHWE, BapieHadun ce eKCKpeTHpa
NnpeAUMHC upes dgeneca (npubauzurentHo 91-95% ot npunokenara no3a) ¥ B Mo-Mall
(mpubnuzuTenHo 2-6% oT npuiaoKeHarTa 1q3a).

15



dapMakOKWHETUKA NPH CNELUATHU TPYNH NALMEHTH

Hayuenmu 6 cmapuecka gv3pacm.

YepHoapoOHus KIMPBHC Ha BapaeHadun npu 4oOpOBOJILM 3APaBH MBbXe B cTapuecka Bb3pacT (65 roauHH
U NOBEYE) € HAMAJIEH B CPABHEHUE CbC 3ipaBuTe Maaau aooposonitk (18 — 45 roaunu). Mbxkere B
¢Tapuecka Bb3pacT, MpueMaiy BapacHadun punmupanu Tabnetku, umar cpeano 52% no-eucoxa AUC u
34% no-rcoka Cmax B CpaBHEHUE ¢ MIAJAUTE MbXKE (BX. TOUKA 4.2).

AUC u Cmax #a BapacHaduN Npy NauKHeHTH B CTAPYECKA BL3pAcT (65 roguHH U MOBeYe), MpHeMAllH
BapaeHadua Aucneprupatiy ce B ycrarta tabnerku, ca nosuwenu ¢ 31 1o 39% u 16 po 21%, cxoTBETHO, B
CpaBHEHHeE C NNaUUEHTHUTE Ha Bb3pacT 45 rOANHH H no-Manko. He ce oTkpuBa KyMynupaHne Ha papaeHadbnn
B NJia3MaTa MpH NaUMEHTH Ha BB3pacT 45 U MO-MalkKO FOAUHH, UK 65 WK NOBe4YEe rOAUHH CleN
€AHOKPaTHO AHEBHO NpuaaraHe Ha BapaeHadun 10 mg TabneTky, Aucneprupally ce B ycrara, 3a 10 aHu.

bBvbpeuno yspemxcoane

I1pu 100pOROJIIM C NEKO A0 YMEPeHO O6BOpeUnHo yBpexaaHe (KpeaTHHHHOB KnupbHC 30 — 80 ml/min),
¢apMakokMHeTHKATa Ha BapaeHadus e mogodHa Ha KOHTPONHATa Irpyna ¢ HopMmaiHa 0bOpeuna GpyHkius.
[Ipu nobpoBonuy c Texxo 6s0peuHo yBpexaaHe (kpeaTHHUHOB KIHpBbHC <30 ml/min), cToliHocTTa Ha
AUC e nosuiueHa ¢ 21% u crofiHocTra Ha Cmax e noHnxena ¢ 23%, B cpaBHeHHe ¢ AoOpoBoanuTe Hes
O6BOpeuHo yBpekaaHe. He e HabmoaapaHa CTATHCTUHECKH 3HAYHMA Kopealus Mex/ly KpeaTHHHHOBHSA
KNUPBHC U ekcno3uuugTa Ha BapaeHapun (AUC u Cmax) (Bx. Touka 4.2). PapMakoKHHETHKATA Ha
BapJicHaPHN HE € MpOoYyUBaHa NPH NALUCHTH, HYXKAACIH Ce OT AHanx3a (BX. Touka 4.3).

Yeprodpobro yepescoane

[Ip1 nanueHTH € neko a0 ymepeHo uepHoapobHo yepexaane (Child-Pugh A n B), kinpbHebT Ha
BapAeHa(un € OMJI HamMaJIeH MPONOpPLUOHANHO HA CTENEHTA Ha YepHoapoOHOTO yBpexaaHe. [Tpu
nauxeHTH ¢ nexo yepexkaase (Child-Pugh A), crofinoctute Ha AUC 1 Cmax ca noBUULIEHH CHOTBETHO
17% n 22%, B CpaBHEeHHe CbC 3ApaBaTa KOHTpoJiHa rpyna. [Ipu naleHTH ¢ ymepeHno yBpexaase (Child
Pugh B), crofinoctnte Ha AUC n Cmax ca noBuuieHn ¢boTBeTHO ¢h¢ 160% 1 133%, B cpaBHeHHE CbC
3/ipaBaTa KOHTPOAHA rpyna (Bx. Touka 4.2). GapMakokMHeTHKATa Ha BapAeHad ) NIPH NALMEHTH ¢ TEXKKO
yBpeneHa yepHoapooHa ¢pyHkums (Child-Pugh C) He e npoyuBaHa (Bx. Touka 4.3).

EDH']:I[H HTEJIHA HHd)ﬂpM dliHA

JlanHuTE in vitro NOKA3BaT, Y€ HE MOTAT ja ¢¢ U3KNuaT epekTH Ha BapaeHadgun Mo OTHOUIEHHWE Ha I10-
4YBCTBHTEIIHH OT ANTOKCHH cybcTpaTu Ha P-raukonporenH. JlaburarpaH eTekCHIAT € pUMEp 3a
BUCOKOUYYBCTBUTENEH cyOcTpaT Ha P-rIHKONpOTEHH B YepBara.

5.3 IlpeaxuHHYHH JaHHH 32 0€30NACHOCT

HexnuuuunyTe naHHKW He noka3BaT ocobeH puck 3a Xxopa Ha 6a3ara Ha KOHBEHLIHOHATTHHUTE
(papMaKoOIOTHYHH NTPOYYBaHNA 3a 6€30MacHOCT, TOKCHYHOCT NPH MHOTOKPATHO NpUJiaraHe,
MEHOTOKCHUHHOCT, KAPUMHOFEHEH NOTEHLNAN, peNpOAYKTHBHA TOKCHYHOCT.

6. OAPMAIIEBTHYHUA JAHHH
6.1 CnHCLK HA NOMOLIHUTE BeLIléCTRA

Anpo Ha TabneTkara:

MukpokpucTtanHa uenynosa
KpocnoBraoH tun A

CunuunmeB JUOKCHA, KOJIOHEH Oe3BoAEH
Marnesues creapart

@unmoBo nokputue- onaapaii 200 F 520070 xbaT, Cbabpkall;
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[MonusnHnnor ankoxon (E1203)
TutanoB anokcua (E171)

Tank (E553b)

Makporoa /PEG 3350 (E1521)

MeTtakpuioBa KHCENUHA CBIIOJIMMEDP HA METAKPHJ10BATa KNCEJIHHA
Abnt xenesen okeua (E172)

Hatpuer Oukap6onat (E500 (it))

Yepsen xeneseH oxkeun (E172)

6.2 HecnsMecTHMOCTH
Henpunoxumo

6.3 Cpox Ha roaHocrt
3 roauMHuy

6.4 CpneuHajHAn YCIOBHH HAa ChXPaHeHHe
Jla ce cbxpanssa nog 30° C.

6.5 Bua s cnrabpXaHHE Ha ODAKOBKATS
bnucrepn ot PVC/Aclar/Al, chabpxauy 2,4,8, 12 1 20 dunamupanu TadneTky.

He BCHuUKH BHAOBE ONAKOBKH Morart Aa ObJaT nmycHaTH Ha nasapa.
6.6 ChnennanHn npeanasnd MepPKH NPH H3XBLPJIAHE H pabora

Hama cneunanyHy H3UCKBAHHUA 3a H3XBbPJIAHE,

7. IMPUTEXATEJI HA PAZPEILIEHHETO 3A YIIOTPEEBA
STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
[ epManns

8. HOMEP(A) HA PASPELLIEHHETO 3A YIIOTPEBA
Bapaenagpun CTAIA 5 mg- Per. Ne 20180064

Bapaenapun CTAIIA 10 mg- Per. Ne 20180065

Bapanenapun CTAHA 20 mg- Per. Ne 20180066

9. JATA HA ITBPBO PA3PEHIABAHE/TIOAHOBABAHE HA PAZPEIHHIEHHUETO 3A
YHOTPELBA

Jlata Ha nbpeO paspewiaBane: 13.03.2018
JlaTa Ha nocneaHo nojgHoBaBaHe: 28.04.2023

10. JATA HA AKTYAJINZUPAHE HA TEKCTA
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