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1L MBME HA JIEKAPCTBEHUA NPOAYKT

Bapaenadna CTAJIA 5 mg puamupana TabneTku
Bapaenadpun CTAJA 10 mg pnamupanu Tabnersn
Bapaenadpun CTAJA 20 mg puiMapann TabIeTKH

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

2. KAYECTBEH H KOJIHYECTBEH ChCTAB

Beska TabneTka ot 5 mg dpunMupann TabneTku chAspika 5 mg papaenadun (vardenafil) karo
papaeHadun xuapoxnopua Tpuxuapar (vardenafil hydrochloride trihydrate).

Beska Tabnetka oT 10 mg ¢punMupanu Tabnetku cuabpka 10 mg sapaenadun (vardenafil) kato
BapAcHa(uN XHAPoXIOpHA TpuxuapaT (vardenafil hydrochloride trihydrate).

Beaka TabreTka ot 20 mg duIMupans Tabnetku chabpia 20 mg rapaeHadun (vardenafil) kato
BapreHan xuapoxnopuz Tpuxuapart (vardenafil hydrochloride trihydrate).

3a MBAHHA CIHCHK HA TOMOINHNTE BELIECTBA BHKTE TouKa 6. 1.

3. JEKAPCTBEHA ©®OPMA
dunmupaHa Tabnerka.

Bapnenadgun CTAJIA 5 mg dunmupanu tabreTkn ca SneJOKBITH, KPBLIH, C AHAMETHP 6mmu
rpasupaHo m3obpaxenne “A719” ot egHara cTpaHa.

Bapaenadun CTAZIA 10 mg dunmupann Tabnetu ca GnefokeNTH, KPHIIH, C THAMETHD Tmmu
rpaeupauo u3obpaxenne “A721” or eaAHara cTpana.

Bapaenagpun CTAA 20 mg dunmupann TabneTkn ca 61eJoKBITH, KPBIAH, C IHAMETBP 8,5mmu
rpasupaHo nzoOpakenue “A723” ot easara CTpaHa.

4. KJJHAHUYHH JAHHH

4.1 TepaneBTHYHH NOKAZAHNHA

Jlegenue Ha epeKTHNNA AHCHYHKUASL IPK BL3PACTHH MBXe, EpEKTHWIHATA AHCHYHKUM €
HEBB3MOKHOCTTA 14 C€ TTOCTHTHE WIH TIOLABPKA €PEKItis Ha MIEHHCa, He0BX0AUMa 32 YCTISIIEH NMOMNOoB
aKT.

3a ga 6bae eextunen Bapaenapun CTAJIA e HeoOX0AHMO CCKCYANHO CTHMYTHPAHS.

4.2 Jo3HpoBKA H HAYMH Ha BPHIOKEHHE

O3UPOBKA

YroTpeba npH BE3PACTHH MbKE
[TpenopbyBanara f03a e 10 mg, npuera crnopei HyXAHTE npubH3UTeNHO 25 10 60 MHHYT

CeKCya/lHa AaKTHBHOCT. B®3 ocHoBa Ha etbuxacnocrra H [MOHOCHMOCTTA J03aTa MOXKE Ja




20 mg wiM Aa ce HaMand Ko 5 mg. Maxcimanusata npenopbupada aoza ¢ 20 mg. [penopbykaHara
MaKCHMaJTHA YeCTOTA Ha NPU/IOKeHHE € ¢IHH BT AHEBHO. Bapnenadun CTAJIA Moxe 1a ce pieMa ¢ ik
6e3 xpana. Hauanoto Ha AelicTBRE MOXe 2 Obe 326aBEHO, akO Ce IPHEMA ¢ XPaHa ¢ BHCOKO CBIBLPHAHNS
Ha Ma3HHHH (BXK. Touka 5.2).

Cneyuannu Ronyaauu

Hayuenmu 6 cmapuecka gbspacm (>63 200uHY)

He ce H3MCKBAT KOPEKIHH HA J03aTa NPH MbXKe B CTapyecKa Bhipact. Bonpeky TOBa €JHO YBENHYCHHE Ha
n03aTa 1o MakcHMyM 20 mg Tps6pa 1a 6B1¢ BRHMATENHO OOMKCICHO B 3aBHCHMOCT OT HHAHBHAYANHATA
NOHOCUMOCT (BXK. TOUKH 4.4 1 4.8).

Yeprodpobno yspexcoane

Hauansa no3a oT 5 mg Tpadea Aa ce NPHJIara NpH NALKEHTH ¢ JIEKO H yMCPEHO 4epHOAPOOHO YBpEKAaHE
(Child-Pugh A-B). Bb3 0CHOBA Ha NOHOCHMOCTTA | epMKACHOCTTA [103ATA B [IOCASACTBHE MOXKE /13 onae
noBHlIeHa. MakCHMaIHATA NPENnOpEYBAHA 1033 NPH NALMEHTH ¢ yMCPEHO yepHOAPOOHO YBPEKIAHE
(Child-Pugh B) e 10 mg (Bx. TouK# 4.3 1 5.2).

Bwbpeuno yepexcoane

He ¢ HeobxoauMa KOPEKLHs Ha 03aTa IpH TAUHEHTH C JIEK0 0 yMEPEHA 6n6pedno yBpeRaaHe,

TIpH NAKEHTH ¢ TeKKO OBOPETHO YBPOKIaHE (xpeaTHHHHOB KIHpBHE <30 ml/min) & Heo6X0ANMO Ja Ce
TIPUAOKH HAYaHA /1034 OT 5 mg. Bb3 0CHOBA HA MOHOCHMOCTTA H edHKAaCHOCTTA A03aTa MOXe Ia OBae
nopumieHa Ao 10 mg 1 20 mg.

Teduampuyna RONYAAYUA
Bapnenadun CTAJIAue ¢ nokazana MpH 1412 NOA 18-roauuHa BB3pactT. HAMa noaxoady noKasaHua 3a
ynorpe6a Ha Bapaenadun CTAIAnpH nena.

Yno*rmﬁa [IpH NAUHEHTH, !ﬂO[QeGﬂBagH ApYTH JNeKapCTBEHH NPOAYKTH

Eonospemenna ynompeba na CYP3A4 uHxXUOUMOpU
Jlosata Ha BapAeHadHuN He TpAOBA 1a MPSBHILIABA 5 mg, KOT4TO Ce U3MOMN3Ba B komOuuanus ¢ CYP3A4
VHXUOHTOPH, KATO SPHTPOMHLIMH HITH KIAPHTPOMHIIMH (k. Touka 4.5).

HauuH Ha NpHITOKERHE
3a nepopalHO MPHIOKEHHE.

4.3 TipoTHBONMOKAIAHHTA

CBpPbXUYBCTBHTENHOCT KbM aKTHBHOTO BELUECTBO HM KEM HSKOE OT MOMOLIHHTE BEWIECTRA, U3OPOCHH B
Touka 6.1.

EQHOBpEMEHHOTO MPHIIOKEHHE HA papieHadI ¢ HUTPATH WM NIEKApCTEa, 0cBOGOKAABALIH a30TCH
OKCHII (K4aTO AMHII HHTPHT) TOJ BCAKAKBA dopmMa, € NPOTHBOMIOKA3aHO (. Touxd 4.5 1 5.1).
Bapaenadun CTAJIA e npoTHBONOKa3aH PH NALUCHTH, KOMTO MMaT 3aryfa Ha 3peHMETO HA EIHOTO OKO,
BC/CICTBHE HA He-apTEPHUTHA [IPEAHA HCXEMHYHA ONTHIHA Hepponatud (NAION), He3aBHCHMO AATH
TO3M T30/ € CBLP3aH HIH He ¢ MPENUISCTBALlA EKCTIO3HIHA HA ynxubHTOp Ha PocdoauecTepasa 5
(PDES3) (Bx. Touka 4.4).

JlekapcTBEHHTE NPOYKTH 33 JICUSHHE HA SPEKTHIHATA AMCYHKIUA IO NPaBHIo He TPAGRA Ja ce
H3TON3BAT [IPH MBKe, TIPH KOWTO HE C& MPENophuba CeKCyalHa AKTUBHOCT (HAIpUMep MALUHEHTH C TEKKH
CBPASYHO-CBAOBH HAPYIUCHHA, KATO HecTaGHIHA CTEHOKAPIMS WIH TEXKKA Chp/CHHA HEAOCTATHUHOCT

[New York Heart Association Il unn VD). S




BeszonacHocTTa Ha BapAcHadUI He € MPOYUBaHA NPH CJIEAHHTE [PYNH NAUUEHTH H CICA0BATEHO
Herosara ynorpeba ¢ NPOTHBOMNOKA3aHA, JOKATO HE Ce MONYYH NOTBIHHTE/HA HHGOPMAIH:

- TeKKO YepHoapobuo yspexaane (Child-Pugh C),

- KpaeH cTaauit na 6u0peyno 3abonapane, KOETO Hajlara JHAIH3A,

- XUMOTOHHA {KpbBHO Hangrade < 90/50 mm Hg),

- aHAMHECTHYHM JIAHHH 32 [IPEKapaH CKOpo HHCY/T HIH MHOKAPAEH RHDApKT (Ipes nocneaHuTe 6
MeceLa),

- HecTaGUITHA CTEHOKAP/AMA K H3BCCTHH BPOJCHH IETeHEPATHBHH HApYLIEH!A Ha PETHHATA, KaTo retinitis
pigmentosa.

EaHospeMenuata ynorpeba Ha sapaenadun ¢ Moy CYP3A4 uuxuburopd KETOKOHA30/1 M HTPAKOHA30R
(nepopanna dopMa) € NPOTHBONOKA3aHA PH MEBXKE Hajl 75 TORHHH.

EnunoBpemenHoTo H3no3Bane Ha BapaeHadun ¢ HIV nporeasnu HHXuBMTOPH KaTo pUTOHABHP U
MHMHABHP € TIPOTUBONOKA3aHO, Thil KaTo Te ca MHOro cinHu BHXxuOuTopH Ha CYP3A4 (B, Touka 4.5).

EnnoBpeMenHoTo npuaarade Ha PDES HHXUGHTOPH, BKITIOUHTENHO BapAeHa(II, ¢ TYAHHNAT-UHKITa3HH
CTHMY/IATOPHM, KATO PHOLIUTYAT, € MPOTHBONOKA3aHO, Thil KaTO TOBA MOXE /1a IPHIMHH CHMATOMATHYHA
XUMOTOHHUA (B, TouKa 4.5).

4.4 CnenHalnu NpeIyHpeXACHHR H MPeAna3HH MCpPKH HPR ynoTpeda

Tlpenu Aa ce 3amouHe JICYEHHE ¢ JIEKAPCTBOTO € HEODXOMMO Aa Ce CHeME AHAMHE3a H [ C& H3BhpLIH
KAHHHYEH TIperiief, 3a 1a ¢e AMarHOCTHLINPa epeKTUIIHATA THCHYHKUHA W Ce ONPESACTAT NOTCHUHANHHTE
TIPHYHHH 34 2a00NABaHETO.

IMpeau 1a ce 3ano4He NeYeHHe HA ePEKTHIHA AMChYHKINL, TeKapuTe TpAOBA 1a B3eMAT MO/ BHHMaHHe
CHPACUHO-CHOBHS CTATYC Ha TeXHUTE IaliHEHTH, Thil KATO CBLISCTRYRA PUCK OT CTPaHa HA ChPILTO,
CRBpP3aH ChC CEKCYANHaTa AKTHBHOCT (i, Touka 4.3). BapaeHadun npurexasa chA0OpasLIHPABALLM
CBOVCTBA, KOHTO BOLAT [0 NEKO H MPEXOAHO [IOHMKABAHE HA KPBBHOTO Hanaraxe (Bx. Touka 5.1).
{laiienTy ¢ nesokaMepHa OOCTPYKUHMA Ha KPBBHHA TOK, HAND. 20PTHA CTEHO3a K H/HOMATHYHA
XMIEpTPodUuHa cy6aopTHA CTEHO3a, MOTAT Aa ¢a TyBCTBUTEIHH KbM AcHCTBHETO Ha BA3OHIATATOPH,
BKMQUHTENHO (ocoarecTepasHH HHXHOHTOPH THIL 5.

JleKapcTBeHHTE NPOAYKTH 32 JISUSHHE Ha epexTHITHA AuChYHKLHSA TpAdBa AA Ce HIIIONI3BAT BHHUMATEIHO
NpH NMALHEHTH ¢ AaHATOMHYHA AedopManus Ha NeHuca (KaTo aHTYlalHA, KaBepHO3HA ¢$pubposa unu donecr
Ha Peyronie), Wiy npH natlHeHTH, KOHTO HMaT ChCTOAHNS, MPEAPA3Nonaralli KbM NPHANHIBEM (xaTo
CHPIIOBHIHO-KIEThYHA AHEMHS, MYITHIUIEH MUEJIOM HIIH NEBKEMHA),

BesonacrocTTa H epukacHoCTTa Ha KoMbGunaipnte ot Bapaenapun CTAA dpunmupann TabneTky ¢
Bapnenadun CTAJIA aucneprupaiii ce B yCTaTa TaONeTKH HIH APYTH JeUESHHA HA CPEKTHIIHA
JuchYHKIHA He ca poyuBaHH. Ilopaau Tasu npuYHHA He ce NPEToPHLYBA U30A3BAHETO HA TAKHBA
KOMOMHATIHH.

[MoHOCHMOCTTa KbM MAKCHMANHATA JI03a oT 20 mg Moxe A3 ObAe NO-HUCKA MPH NAUEHTH B CTAPYECKa
BB3PACT (> 65 roguHH) (K. ToUkH 4.2 u 4.8).

Eonospemenna ynompeba na arpa-tnoxepu
ENHOBPEMEHHOTO H3NoN3Bane Ha anda-Grokepn H BapaeHadul MOxe Aa 10Beie A0 CHMITTOMATHYHA
XHIOTOHHA NPY HAKOW TIALMEHTH, BCISACTRHE HA BA30MNATATOPHUTE eeKTH Ha ABETC IEKApCTBa.
EnnospeMmenno neyeHiie ¢ BapaeHadHa tpabsa Aa 3anoyHe caMo, ako NAUHEHTHT € CbC cTabunn3npano
neuewne ¢ andya-6noxep. [Ipy Te3H MAaIMEHTH, KOMTO €2 CTAOHIIHM ¢ JISHCHHE C anda-Gnokep, TabnerTkH.
Bapnenagun Moxe A2 ce MpHema M0 BCAKO BpeMe ¢ TaMCYI03HH HITH andysozun. C apyrute anda-
6IoKepH & HeoGXOAHMO pas/ieNate Ha J03HTE BhE BPEMETO, KOraTo BapicHaun ce nprnara
enHoBpeMeHHO (Bx. Touka 4.5). [IpH Te3 nauueHTy, KOHTO BEUE B3EMAT ONTHMAHATA 1034 By
neuenneto ¢ anda-Gnokepn TpaGBa Ja 3anoUHe ¢ Hali-HHCKa 2033. [TocTeNeHHOTO TOBHLIAEAT




anda-Omokep MOXeE Aa OBIe CBBP2AHO C NO-HATATHIIHO noHHKABAHE Ha KPbBHOTO HaNAraHe npH
nanueHTy, NpHeMaltH sapaeHaduL.

Ednoepemenna ynompeba na CYP3A4 unxubumopt

EnnoBpeMeHHaTa yrnotpeda Ha sapaeHaHI ¢ MOWIHH CYP3A4 uuxHOHTOPH, KATO HTPAKOHA3ON U
KeToKORA30J (nepopanHa dopma) Tpsdea 1a ce 365rBa, Thil KATO C& NONY4aBaT MHOTO BHCOKH nAa3MeHHd
KOHIIEHTpAlLlMH Ha BapeHadu, ako NeKapCTBEHUTE NPOIYKTH C€ kcoMOHHUPAT (8. TOUKH 4.5 n 4.3).
Mosxke f1a Ob/ie HeoOX0AHMA KODEKLHA HA /1033Ta Ha papaeHadH, KO EIHOBPEMEHHO CC npinara ¢
ymepenu CYP3A4 HAXHOUTOPM, KaTo ePUTPOMHLIH ¥ KIAPUTPOMHIHH {mxk. Touku 4.5 u 4.2).
ETHOBPEMEHRHAT NPUCM HA rpefindpyT HAK COK OT rpelindpyT ce OYAKEa A2 NOBUIIR IIa3MEHHTE
KOHICHTpALHH Ha papecHadun. KomOnHanuata TpabBa Aa ce H3bArea (e%. TouKa 4.5).

Bausnue gvpxy QTc unmepsana

TlokazaHo e, 4¢ eAHOKPAaTHATA NePOpPANHa Ao3a ot 10 mg u 80 mg papaeHadu yab/Lkaka QTc untepeana
chOTBETHO Che cpeano 8 i 10 msec (B, TOUKA 5.1). Cpuwio Taka eAHOKPATHH f03H OT 10 mg BapaeHadun,
NPUAOKEHH eAHOBPEMEHHO C 400 mg raTudoKcaly — aKTHBHO penectso ¢ nogoben QT edext —
nokazsat nombauuTenck QTc edekr ot 4 msec, B CPABHEHHE C BCAKO OT TE3H aKTHBHA BelecTBa
[OOTAENHO, KIHHHYHOTO 3HA4CHHE HA TE3H QT npoMeHH HE & H3BSCTHO (Bok. Touka 5.1).

K THHHYHOTO 3HAYEHHUE HA TO3H (aKT HE € H3BECTHO ¥ HE MOXKE J1a Ce OTHECE 38 BCHUIKH NAUWEHTH, NPU
BCHUKH ODCTOATENCTRE, Thil KATO 3aBUCH OT AHAMBHIYaTHATE PUCKOBH (hakTOpH H BLINPHEMUHBOCTA B
NaneH MOMEHT H TIPH BCEKH OTACNCH naupent. JIekapcTBEHH TPOAYKTH, KOMTO yawnxapat QTc
HHTEPBAAA, BKIIOTHTEAHO papAaeHauIL, € Halt-a06pe Aa ce H30ATBAT IIPU MALMEHTH C pHickoRH GaKTOPH,
HATIPUMEP XUTOKATHEMHS; BPOACHO yrbiikabane Ha QT HTepBATa; €IHOBPEMEHHO TIPHIIOMNEHHE HA
AHTHAPHTMHYHH EKAPCTBEHH NPOIYKTH knac 1A (Hanp. XMHUIHH, MpoKaHHAMH]), HiiH KIac I (manp.
aMUOZaPOH, COTANON).

Bauapie bpxy 3peHuemo

HapylieHHs Ha 3pEHHETO M Cyual Ha He-apTePUNTHA HCXEMHIHA ONTHAHA HEBpOTIaTHA (non-arteritic
ischemic optic neuropathy (NAION)) ca aoknaapaHy BbB Bpb3Ka C IpHeMa Ha Bapaenaun CTAJIAn
apyru PDES pxubHTOpH. T1aHEeHTET TpsiGBa Aa ce MOCHBETBA B ciydait Ha BHE3AMHO HApYLICHAS Ha
3peHHeTO, A CTIpe Aa B3eMa Bapaenadun CTAJIA n BenRara 1a ce KOHCYITHpa € JieKap (B, Touka 4.3).

Bruanue abpxy KopgeHemo

In vitro npoy4BaHuATa C 1OBELIKH TpoMGOLMTH MOKA3BAT, H€ gapaeHadi He IIPHTEKABA
AHTMArPEralMoHeH epeKT, HO IPH BHCOKH KOHUEHTpauHn {MHOTOKPaTHO TpeBUIIABALIY
TepaneBTHYHHTE), papedadun noTeHuHpa AHTHAIPETAUHOHHHA ed)eKT Ha HATPHEBHA HUTPONPYCHA,
noHop Ha asoTen oxHc. ITpH xopa papAeHaduil He BIHAE BLPXY BpPEMETO Ha KbPBEHE, CAMOCTOSTENHO HIH
B KOMOHHALLYA C AUETHICAIMUHIORA KHCIMHA (Bx. Touka 4.5). Hsma HanuHa HHGOpMaLHd 338
Ge30nacHOCTTa CIEN MIPHAOKEHHE HA papAeHadua NpH NAUHEHTH C HApYLUEHHs B KPhBOCHCHPBAHCTO HITH
axTHBHA MenTH4HA 2382, CICNOBATENTHO papaeHadun TpaGea 1a ce npuiara TIpH TE3H MALHCHTH CaMo
Clie/l BHMMATENHA MPELeHKa Ha OTHOIIEHHUETO noJ3a/PHCK.

CopdenHo-cbIosY cubumua
CpoGIIABAT C& CePUO3HH ChPACUHOCHI0BH cpOUTHA, BKIIOMUTENHO BHE3AMHA CMBPT, TAXMKAPIHA,
uHGpApPKT Ha MHOKapAa, BEHTPHKY/IAPHA TaXHapUTMHA, CTeHOKap/iA W LepeOpoBacKyIapHy HapyueHus
(BKTIQIUTESTHO MPEXO/IHA HCXEMHHA araka H MO3b4EH KPBBOM3/IHB) BbE BpEMEBRa Bpb3ka ¢ BapacHa(un.
TToBEUETO MALMEHTH, 32 KOUTO ¢a N0KI1a1BaHH Te3y CHOUTHSA, Ca UMATIH TIPeIIeCTBAlIH ChPACYHOCHAOBH
pHMCKOBH (haKTOPH. He e Bb3MOXKHO, 06ade, Aa Ob/e OKOHUATEMHO YCTasHOBEHO, JAIH TE3H cpUTHA C2
[PAKO CBLP3aHH € HAKAKBH PHCKOBH daxTopH, ¢ papAeHadm, ChC CERCyanHara AKTHBHOCT HAH €
KOMOMHAIES OT TE3H WU JpYTH daxkTopH. —=




IMoMouHA BEIIECTBA
To3M NekapcTBeH NPOTYKT ChALPKA [0-MANKO OT 1 mmol HaTpwit (23 mg) Ha TabneTka, T.e. MOXe Ja ¢e
KajKe, 4e MPAKTHUECKH HE ChAbPKA Harpuil.

4.5 BsagMojeiicTBHE ¢ IPYTH JEKAPCTBEHH NPONYKTH H APy dopma Ha B3anMoeiicTBHE
BrusHue Ha ApYrH NeKapcTBeH! NPOIyKTH BbPXY sapAeHapHI

In vitro npoynearus

BapaeHaw ce MeTabou3Apa MPEAUMHO Hpe3 yepHOAPOOHHTE EH3HMH LMTOXPOM P450 (CYP)
u3odopma 3A4, ¢ H3BECTEH IPHHOC Ha usodopmute CYP3AS u CYP2C. CnenoBaTenHo HHXUOHTOPHTE
Ha TE3H M30€H3MMH MOTAT A3 HAMAaNAT KIMPBHCa HA sapaeHadmniL.

Int vivo npoyusaniin

EfiHOBpeMeHHOTO NPHIOKEHHE Ha H1V mpoTeassuaT pHXEGHTOp HEAMHABHD (800 mg TPH MbTH IHEBHO),
momen CYP3A4 uHxuGHTOp, C BapAeHadui (10 mg duaMupana rabaeTKa), € A0BeNo A0 16-KpaTHO
nopAmasane Ha AUC na papaeHadun i 7-KpaTHO OBHIIABAHE B Cumax #a BapieHadun. Ha 24-Tua qac
NNa3MeHATE HIBA HA BapAeHadun ca MOHKEHU npubausuTento 4% oT MaKCHMAMHOTO n1a3MeHo HUBO
na BapaeHadun (Cmax).

EaHOoBpeMEHHOTO [IPHIIOKEHHE Ha BapaeHadu1 ¢ pHTOHABHP (600 mg aBa WHTH AHEBHO) BOAHM fo 13-
KpaTHo noBuiiaBane Ha CmaxHa pap/icHadu 0 49-KpaTHO NOBHILIABAHE HA AUCe-24 na sapacHadu,
KOTarTo ¢& MpH/ara e1HOBPEMEHHO & papaeHadui 5 mg. B3aHMOICHCTBHETO € nocneACTBHE Ha
HIOKMPAHETO HA YEPHOAPOOHHA MeTaboM3bM Ha BapAcHadHAa OT PHTOHABHD, BUCOKOAKTHECH CYP3A4
MHXHGHTOD, KOHTO ChIO UHXUGHPA CYP2CY. PHTOHABHD 3HAYMTENHO YAB/IKaBa BPEMETO HA TIONYAKHBOT
Ha BapaeHadui o 25,7 aca (Bx. TOUKA 4.3).

EQHOBPEMEHHOTO MPHIIOKEHHE Ha KETOKOHA30M (200 mg), molleH CYP3A4 uaxubutop, ¢ sapaeHadu (5
mg) ¢ aoeeno 1o 10-KpaTHO NOBHIIABARE HA AUC na sapaenatun 1 4-KpaTHO (OBHIIABAHE HA CmaxHa
papsieHadus (BX. Tovka 4.4).

BonpekH de CleUQHIHH TPOYHIBAHHA BbPXY B3AMMOJIEHCTBHETO He Ca TIPOBE/ICHH, TP €IHOBPEMEHHOTO
wsnon3sate Ha Mompu CYP3 A4 unxuburopu (karo UTPAKOHA30T) MOXNE AA C& 0YAKBA II0IYHaBaHe Ka
NnazMeHH HEBA Ha BapAeHadMIl, CPABHEMH C TE3H, MONYHEHH © xeTokonazon. EqHoRpeMeHHaTa ynotpeda
Ha BappeHadu ¢ MOLIHH CYP3A4 yHXUGHTOPH, KATO HTPAKOHA30M i KETOKOHA30] {nepopanua
ynotpeba), TpaGsa 1a ce n3barea (8. Touxh 4.3 1 4.4). [1pit BEIPaCTHH MBXES Haj 75-TOAMIIHA BB3pacT
e/IHOBPEMEHHOTO H3MOMI3BAHE HA papAeHadin C UTPAKOHAZON HITH KETOKOHA3ON © IPOTHBOTOKA3AHO (BIK.
Touka 4.3).

EAHOBPEMEHHOTO IPUINOKEHHE HA ePHTPOMUIUH {500 mg Tpu MBTH nnesno), mowen CYP3A4
wnxubuTop ¢ Bapacradma (5 mg), € A0BEAO A0 4-gpaTHo NOBHINABAHE HA AUC Ha papneHaun u 3-
KpaTHO oBKUIAEaHE B Cmax HA paprenadu. Brrpexi ue He & MPOBKAAH0 KOHKPETHO MpoY4YBaHE 38
BiAUMOACHCTBYA, IPH € AHOBPEMEHHO NIPHIIOKEHHE HA KNAPHTPOMHIIMH MOXeE 112 C& 04aKBa nofoOHO
pansane epxy AUC 1 CraxHa papaenatni. Korato ce H3NOM3BA B koMmGBunara ¢ ymeped CYP3A4
MEXHOUTOP, KATO EPHTPOMHIHH HITH KIAPHTPOMHULNE, MoKe 13 € HeoBX0UMO [03aTa Ha BapieHadu 1a
ce Kopurupa (Bk. ToUkH 4.2 ¥ 4.4). LHumernaun (400 mg nsa NbTH JTHEBHO), HECTICUHPHYCH LIUTOXPOM
P450 HHXMOKUTOP, HAMA BIHAHHE BBEPXY AUC 1 Cmax Ha BapaeHadin, KoraTo c€ npumara €IIHOBPEMEHHO C
gapaenadri (20 mg) npu 34paBu JAoGpOBOILH.

CoKbT OT rpelindpyT, kKato cnad MHXAGHTOp HA MeTaboAK3MA Ha CYP3A4 B ypeBHaTa CTEHa, MOKE 12
aoBeje A0 yMEpeHo MopHIaBaHe Ha a3MeHHTe HABA Ha BapieHadun (BxK. TOUKa 4.4},




dapmakokHHeTHKATa Ha BapaeHadu (20 mg) He ce MOBNMABA OT €AHOBPEMEHHOTO Npunoxenue ¢ H2-
AHTArOHHCTA paHHTHAMH (150 mg ABa NbTH JHEBHO), AMIOKCHH, BapdapuH, CIHOCHKIAMES, A1KOX0N
(CpenHo MaKCHMAJTHO ANKOXOMHO ChAbPHKAHNE B KPBBTA OT 73 mg/dl) MK eXHOKPATHH M03H OT AHTHALIK]
(MarHes#es XHAPOKCHA/AYMHHUEB XH/IPOKCHA).

Brpekn e cnendHUHN MpoyuBaHis BPXY B3aHMOACHCTBHETO HE ca OHITH NPOBENIEHH 33 BCHUKH
NEKAPCTBEHM NPOAYKTH, MOMYTALHOHHHAT (PapMaKOKHHETHUCH aHATH3 MOKA3BA JIMICA HA NOBJIHSABAHE Ha
(dapMakOKHHETHKATA Ha BapAeHadHA OT CISAHHTE JIEKAPCTBA, NPHETH €IHOBPEMEHHO!
aleTHACAANINOBa KucennHa, ACE-unxuburop, Geta-6nokepn, caabu CYP3A4 ntxuburopy,
JIRYPETHLH H JEKaPCTBEHH MPOYKTH 34 e4eHHe Ha Auabet (Cyndaunnypeiiny nexapcTsa H
METHOPMHH).

Bnushle Ha BapncHadun EBpx CHTE NeKapCTBEHH NPOLYKTH
HsMa TaHHH 38 B3aHMOAEHCTBHETO Ha BapicHadun u Hecneund4Hu GocdoanecrepasHi HHXHOUTOPH
KATO TEOPUIHH HITH AHOHPHIAMOIL.

In vivo npoyueanus

B npoyusate Ha 18 31pasu ToGPOBOMLM Mbe He € HabIi01aBaHo IOTEHIHpaHe Ha TIOHIDKABAIIAR eheKT
BbPXY KPbBHOTO HANATAHE HA CYGMHHIBATHO TPHIOKeH HUTporTHUepHH (0,4 mg), korato BapAenadun
(10 mg) e NpHIOKEH Ha PasTHYHE HHTePBaIH OT BpeMe (0T 1 wac 1o 24 yaca), IpeAy Ja ce NpHeMe
J03aTa HATPOrTHUepHH. Bapaenadmn 20 mg NoTeHLHpa XUTIOTEH3HBHUA edekT HA CyONMHTBAHHS
uuTpornuuepsy (0,4 mg), B3eT | Wi 4 yaca cief NPUICKEHHETO Ha BapReHa( I MPH 31PaBU MLA Ha
cpenta Bb3pact. He e naGnionaBan edekT BLpXy KPBBHOTO HAIAraHe, KOTATO HHTPOIHUEPHH € NpHeT 24
uaca cie]l IPHIIOKEHHETO HA e\HOKpATHA A03a BapaeHadun 20 mg. Hama undopManys 3a Bh3MOMKHO
NOTEHUMpPAHE HA XMITOTEH3UBHUTE e(EKTH HA HUTPATHTE OT BapaeHa(un NMPH MALHEHTH H CNIEIOBATE/IHO
€JIHOBPEMEHHOTO H3MOJI3BAHE € MPOTHBOMOKA3aHO (BK. ToUKa 4.3).

HHKOpasaH ¢ XHOPHI MEk/Ty aKTHBATOD Ha KAIUCBHA KaHal M HUTpaT. [lopany HHTpaTHATA CH
KOMITOHEHTA CBILECTRBYBA BE3MOMKHOCT 33 CEPHO3HO B3aHMOEHCTBHE C BapAeHaduIL.

Tei kaTo MoHoTepanusta ¢ aida-Grokep Moxe Aa MPHYHHH H3Pa3eHO MOHHKABAHE HA KPBEHOTO
HANAraHe, CHeuHalHO OPTOCTATHYHA XHIIOTOHHA H CHHKOT, POBEAEHH ca [TPOYIBAHHA BEPXY
B3aMMOZEHCTBHETO ¢ BapaeHadun. B aBe MPoy4YBaHHS HA B3aUMOACHCTBHETO ChC 3/PAaRK HOPMOTCHIHBHK
nobposonun ciea hopcHpana THTpalus ¢ anda-6IokepH TaMCYIO3HH HIIH Tepa3O3uH, ¢ BHCOKH A03H €
IOKJIAIBaHA XHIIOTOHUA (B HAKOH Cy4aH CHMIITOMATH4HA) B 3HaMHMTE/eH Opoit THIA Cliell eIHOBPEMEHHO
MpHIIO/kEHHe Ha BapAcHadmi. Cpell THLATA, JIEKYBAHH C TEPA30LIMH, ¢ HaGMONaBaHa N0-4eCTo
XUNOTOHMA, KOTATO BapAEHA(GHI H TEPA303HH €A IIPHJTATAHH JHOBPEMEHHO, B CPABHCHHE CBC CITyHauTe,
KOTaTO JIO3UPAHETO ¢ Pa3sAeNneHo oT 6-4acoB HHTEPBAN OT BPEME.

Bb3 0CHOBA Ha pe3y/ITATHTE OT IPOYYBAHHA Ha B3aHMONEHCTBHETO, IPOBE/IEHH C BapAeHadus npu
MaLUHENTH ¢ obpokadecTeeHa npocTatHa xunepmaasas (JAT1X) Ha crabuiHa TepanHs ¢ TAMCYIO3HH,
TEPA303HH WK anfyy303HH!

- Koraro BapaeHadun (bunmupany TabneTkH) € npunarad B Ao3H 5, 10 uns 20 mg npu cTabnnHa
Tepanus ¢ TAMCYNO3HH, HAMa CUMNTOMATHHYHO MOHKWXABaHe Ha KPbBHOTO HANArAHE, BBITPEKH He 3721
NEeKYBaHH ¢ TAMCYJIO3HH NALHEHTH ¢a C TIPEXOIHO CHCTONMHYHO HATATAHE B H3MNPABEHO MOJIOKEHAE NO-
HUcko oT 85 mmHg.

+ Koraro sapaenadun 5 mg (¢rirvuapann TabneTku) e Nputarad eHOBPEMEHHO € TEpasoUHH 5uma 10
mg, eauH oT 21 MAIHEHTH € ChC CUMITTOMATHYHA OPTOCTATHYHA XUMOTEHCHA. XHIIOTOHHA HE €
HabmonasaHa, Korato eapneHadun 5 mg # Tepasollii ca NpHAaraHi ¢ HHTepBal OT 6 vaca Mexny
OTHENHHTE JO3H.

« Korato Bapaenadun (punaMupanu TabieTkn) e NpuIIarat B aosu 5 wid 10 mg npu cTabunHa Tepanus ¢




Ce/0BaTeNHO €THOBPEMEHHOTO IeYeHHe TPIOBA Ja 3aTI0YHE CaMO aKO MALKEHTRT © CTAbHNH3MUpaH ¢
NeveHHeTo ¢ anpa-6noxep. [1py Te3u MalHeHTH, KOWTO ca cTa0HIH3HPaHH ¢ Tedenue ¢ anda-Gnokepy,
BapAeHadHn TpAOEa Aa 3amovHe ¢ Hall-HHCKATA MIPEeNoprYBaHa HAUalHA 1033 5 mg. Bapnenadun CTAJA
Moske Aa ¢ MpHnara o BCAKO BpeMe ¢ TaMCyo3uH wiH andyzo3ut. C apyrute anda-6aokeph e
HeoBXOMMMO 1 HMa HHTEpPBAA OT BPeMe Mex Iy OTACIHHTE S03H, KOraTo BapaeHadun ce npefnucea
€IHOBpEMEHHO (BK, Touka 4.4).

HsaMa 3HAYHTEAHH B3aUMOAEHCTBHSA, Korato Bapdaput (25 mg), kotito ce merabonuanpa upes CYP2C9Y,
uau gurokcus (0,375 mg) e NpHIIOkEH eAHOBPEMEHHO ¢ BapAeHadun (20 mg puamupany TabneTkH).
OTHOCHTENHATA GHOHANM4HOCT HA rubenknaMug (3,5 mg) He ce MOBJIHABA, KOTATO €HOBPEMEHHO €
ApHIoKeH BapAeHada {20 mg). B cnenuduyHO NpoyuBaHe NP NaUHEeHTH ¢ XANEPTOHHA, KbIETO
BapfieHadun (20 mg) e MpUNoKEH eAHOBPEMENNO ¢ HubeHNHH che 3a0aBeno ocBobmKAaBaHe (30 mg
WM 60 mg), € YCTaHOBEHO AOMBIHHTEAHO PeAYLHPARe Ha CHCTONHYHOTO HA/IATaHe B NOKOi ¢ 6 mmHg 1
JHACTONMYHOTO KPBBHO HANAraue B okoit ¢ 5 mmHg, NpupyxeHo 0T NOBHINABAHE HA ChPASYHATA
decToTa ¢ 4 yaapa/MHH.

Koraro sapaeuadun (20 mg GpunMupati TabneTkH) B alTKOXO0N {CpeHO MAKCHMATHO ANKOXOIHO
chEBpKaHue oT 73 mg/dl) ce npueMar 3a¢aHO, BapAeHadHI HE TOTEHUMpPA eQeKTUTE HA ATIKOXONA BBPXY
KPBBHOTO HANATAHE ¥ CHPAEYHATA YECTOTA, H PapMaKOKHHETHKATA Ha BAPACHAGHI HE CE TIPOMeEH.

Bapaenadun (10 mg) He noTeHUHpa yABJLKABAHE HA BpEMETO HAa KbPBEHE, MPUIHHCHC OT
alleTHACATHIHNOBATA KHcennHa {2 x 81 mg).

Punorwryar
[peaKNHHHYHH Npoy4BaHuA [TOKA3BAT AOMBIHUTENCH (eKT HA NOHIKABAHE HA CHCTEMHOTO KPbBHO

Hassrane, korato PDES HHXHOHTOPY ce KOMOHHHpAT ¢ pHONMryaT. B KIMHHYHE NPOY4BAHUA € 10KA3aHO,
e PHOUMIYAT MOTeHIHpa XunoTensueHuTe edextn na PDES nuxubutopute. Hama naHH# 32
GraronpraTed KivHHYeH edekT Ha KOMOHHALMATA B IPOYHMBaHATa nonyAauus. ExsoBpeMeHHaTa
yroTpeda Ha puonuryar ¢ PDES uHXHOHTOPH, BKIIOUHTENHO BapAcHadui, € NpoTHBONOKasaHa {B2K.
Touka 4.3).

4.6 PepruanTer, GPEMEHHOCT H KbPMeHe
Bapaenadun CTAJIA He e nokasaHa 3a ynotpeba ot xenu. Hiama npoy4usanus 3a NpHI0KEHUE HA
BapaeHadu npu OpeMeHHH xeHu. HaMa HanuYHU aHHA OTHOCHO GepTHIRTETA.

4,7 EdexTn Bbpxy cnocofHOCTTA 32 ModHpane H padoTa ¢ MAITHHE

He ca npoBeAeHH NpOyUBaHHA 33 e(PeKTHTE BLPXY CNOCOGHOCTTA 32 odHpaHe H paboTa ¢ MallHHY.

TBA KATO MpH KIHHHYHHATE Mpoy4YBaHHus ¢ Bapaeradun ca HabnoAaBaHKi CBETOBBPTEXK H HAPYIUCHHA B
3peHMETO, MALHEHTUTE TPIOBA Aa ca CHIYPHH Kak pearnpar Ha Bapaenadun CTAJIA, npenu aa modupar
UM paboTAT ¢ MAIIHHH,

4.8 Hexenand JeKapcTBEHH PEAKIHA
HeskenanuTe peakiini, CHOOIIEHH B KITHHAYHH H3NuTBaHKA ¢ BapaeHapun CTAJIA pHTMUpaHn
TabneTkn Wi 10 mg TaGneTky, AMCNIEprHpailli ce B yCTaTa, 0OHKHOBEHO ¢a OHIH NPEXOIHH H JIEKH A0
YMEpeHH o cRoATa chiuHoct. Haii-yecto crobLIaBaHaTa HeXenana NeKapCTBEeHa Pk, KOSTo ¢ ¢
noABH/IA NpH > 10% OT NauueHTHTE, € rnaBobonue,

HexenaHute peakuuu ca H3GpOSHH 10 4eCTOTa 110 MedDRA : Muoro uectH (=1/10), gectu (>1/100 1o
<1/10), Heuectn (>1/1 000 zo <1/100), penxu (=1/10 000 go <1/1 000) 1 ¢ HeusBECTHA “HeCTOTA (ot
HAJIMYHHTE JaHHH He MOKe Ja Objie HaNnpaBeHa OLEHKa).




T1pH BCAKO TPYNHPAHE B 3aBHCHMOCT OT Y€CTOTATA, HEKEIIAHUTE PEAKUHH Ce H3OPOABAT B HU3XONALL pejt
No OTHOMEHHE HA TAXHATA CEPHO3HOCT.

JoxknansaHH ¢a ClEAHHTE HEKETAHH PeaKi{HH:

CucreMo-opraned Mmuoro Yectn Heuecrn Peakn C HeHsBecTHA
KJIac YyecTH = 1/100 no (= 1/1 000 oo (= 1/10 000 po | uecrora
= 1/10) <1/10) <1/100) <1/1 000) (0T HAIMYHHTE
JAHHH HE MOXKC
Aa Obae
HanpaeeHa
OLIeHKA
Undexnun 1 KoHIOHKTH-
mHdecTanHA BUT
Hapywenss na AllepTHueH oToK | ANepruysa
HMYHHATA CHCTEMA H aHTMOHEBPOTH- | peaKiiud
4eH OTOK
TlcexHYHA Hapyuiense Ha BeznokoHcTBO
HApYHIeHHA ChHA
Hapyumeaus Ha mapoGonmiie | 3amaiiBane CBHAMBOCT Cunkon Mo3sbueH
HepPBHATA CHCTEMA IMapecTe3ns H IMpunanbk KPBBOH3JIHE
T3eCTE3HA AMHeznd
[Mpexonna
HCXEMHYHA
artaka
Hapymenns na 3puTenHo [ToBniEHO HeaprepuntHa
OYHTE CMYIIEHHE BETPEOYHO npeaHa
XunepeMia Ha HayAraHe HCXEMHYHA
OUHTE [ToBHinEHA ONTHYHA
Hapyueno AAaKpUMALIHg HEBPOIIATHA
BBINpHEMaHe Ha
LIBETOBETE 3pHTENHH
Bonxka u HApYLICHHA
muckomdopT B
OHHTE
GoTodobhs
HapyiiieHHa Ha THHHTYC Bhesanna
¥X0TO H JafHpPHHTA CBeTOBBPTEK MIyXOTa
Crpaeydan CrpuebHene Muokapaen Bresanua ¢cMBPT
HapYIIEeHns Taxurapnus uHpapKT
Kamepuu
TAXHAPHTMUHH
CreHokapaus
Cba0BA HAPYIICHHSA 3aueppsBaHe XHNEPTOHHUA
XHIOTOHAA
PecniupaTopHH, Haszanua 3anyx KpeBoTe-
FphAHA H KOHPECTHS KonrecTna Ha YeHHe 0T HOCA

CHHYCHTE




MeNHACTHHANHN
HAPYIIEHAA
CroMalBo-4peBHH Jucnencus Iactpo-
HapYWeHHAA ezodareanta
pediykcHa
Gonect
TacTpuT
CroMauiHo-
HpeBHH H
kopeMiH §onky
Juapun
[Mospriane
lagene
Cyx0Ta B ycraTa
XenaToGHNHAPHHE [NoBuiEHHC Ha IMosutIcHHE
HApPYUICHHA TpaHCAMHHA3HTE | HA raMa-
TIyTaMHn
TpaHcdepa-
3ara
Hapymenus Ha EpuremMa Peakuus Ha
KOKaTa ObpHe ({oTOUYBCTBH-
OOMKOKHATA THKAH TENHOCT
HapyueHnns B2 Bonka B repda
MYCKYJIHO- [osHiiieHa
CKEeNeTHATA CHCTEMA cepyMHa
H CheIHHATERHATA KpeaTHH-
THLKAH docdokunaza
Muanres
flopHiIEeH
MYCKYJIEH TOHYC
H CXBALIAHHA
Hapymenns Ha XeMaryphs
GnOpennre W
NHKOYHHTE THTHINA
Hapymenuna Ha 3acunexa [puanvzsm XeMoparus B
BLINPOHIBOAHTETHA €peKnHa MEHNCA
TA CHCTEMA H XemocnepMHd
rbpaaTa
OO6mH HApYIIEHAR K Hepasnonoxe- Bonku B
eeKTH Ha MACTOTO HHE EPAHTE
Ha TPHAGKEHHE

XeMoparus B IEHHCA, XEMOCTIEPMHS H XeMaTypH Ca CROGLIABAHY B KIHHHYHH MPOYYBAHHA H KAaTO
CITOHTAHHO MONYHEHH JAHHH OT MOCTMAPKETHHIOBHA NEPHOI TPH ynotpe6ara Ha scuuk PDES
HHXMGUTOPH, BKIIOUHTCITHO BapAeHadu.

Tpu aosa ot 20 mg Bapaenadwn CTAJTAGuMupasi TabTeTKR NalMeHTHTE B CTAPHECKa BB3pacT (265
rOAMIIHA 8B3PACT) HMAT NMO-BUCOKA 4ECTOTA Ha rnasobonue (16,2% cnpsamo 11,8%) n samaiiBate
cpamo 0,7%) B cpaBHEHHE C NO-MJTAUTE MALHEHTH (<65 ropMuina BH3pAcT). Haii~o6uto
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HexeNaHuTe peakunu (0cobeHo ,3aMaiiBane”) e JieKo MOBHUIEHA MPH MalMEHTH ¢ aHAMHE3a 33
XUMESPTOHHA.

Crofiapate HA NOJO3UPAHA HEXKENAHH PEAKIIHH
Cro6iaBaHeTo Ha MOJOIHPAHH HEXENaHW PEAKIHH CNel paspemiaBaHe 3a ynorpeba Ha NekapcTBeHH

NPOAYKT € BaXKHO. Tora nossongsa ga NPpOABIGKH HAOIIOJSHHETO HA CHOTHOMIEHHETO HOJ'ISHJ’[)HCK 34
NEKAPCTECHWA NPOLYKT. OT MeIHIHHCKHTE COeLUANTHCTH C€ H3IUCKRA Aa chOOINasaT BeAKa noao3upana
HEKE/TaHa peakina Ypes:

H3mbiHUTENHA aTeHIMA O IEKapCTsaTa
yi. ,,JlamaH ['pyer® Ne 8

1303 Codus

Tem.: +359 2 8903417

yeOcaiitT: www.bda bg

4.9 Ilpegosapane

B mpoy+BaHe Ha eIHOKPATHO JO3MpaHe MpH A0OPOBOMLH, A03K J0 H BrArouHTemHo 80 mg sapaeHadua
(bunMupaHH TabneTku) NHeBHO ca MoHeceHH Aobpe, 663 cepHOIHN HEKENaHH peaKUHH.

Korato BapaeHadui e 61l NpUNOKEH B N0-BHCOKH 034 H [I0-4ECTO OT Npenopbyanara vectora (40 mg
unaMupaHH TabneTkH Ba METH JHEBHO) ca CHOGIIEHH Clly4au Ha ciHa Bonka B rbpGa. Tosa He ¢
CBBP32HO ¢ MYCKYNTHA #/IH HEBPOMOTHYHA TOKCHYHOCT.

B clyyad HA Npefo3HpaHe, ako ¢ Heobxoaumo, Tpabsa Ia ce NPHNoKAT CTAaHAapPTHH MOLBPHKALIH MEPKH.
bbGpednaTa AHaNH3a He e OYAKBa a YBEIHYH KIAPBHCA, Thil KaTo BapieHadun € CBbpIaH B rolama
CTeneH ¢ TIa3sMeHHTe MPOTEHHH H He C& SMHMHHKPA 3HAUHTENHO B YPHHATA.

5. ®APMAKOJOrHYHU CBOHCTBA

5.1 dapMakoIAHAMHYIHH CBOHCTBA
(dapMakoTepaneBTHUHA rpyna: ¥ POIOrHUHH CPeICTBa, ICKApCTBa, H3MON3BAHH TPH EPEKTHIIHA
muchyuxnns, ATC code: GO4BEQOY

BaprieHadyin e nepopanHa Tepafius 3a mofo0paBaHe Ha epeKTNHATa (GYHKIMA NPH MBXKE ¢ ePEKTHIIHA
IACHYHKIHA, B ¢cTecTBeHH YC/I0BHA, T.€. ChC CEKCYANHO CTHMY/IHPAHE, Bapaenadul BL3CTAHOBABA
yBpeAeHaTa epeKTHaHA QYHKIHS Ype3 NOBHILABAHE Ha KPHBHHA TOK KM MEHHCA.

EpexunsTa Ha MEMHCA € XeMOAUHAMHYeH npolec. [1o Bpeme Ha CeKCyarHo CTUMYITHPAHE ce oceoboOIaBa
asoTeH okcui, Toii akTHBMpA €H3HMA T'yaHUNAT IMKJa3a, BOJEIA /IO TOBHIIaBAHE HUBOTO HA LHKAHYHHA
ryaHosud MoHodocdar (cGMP) B kopnyc kaBepHo3yM. ToBa BOAH 10 OTMYCKaHE HA llafKaTa
MYCKYJIaTypa, KaTo T03B0JIABa IOBHIIABAHE Ha MPHTOKA Ha KPBE KbM TNICHHCA. HupoTo wa ¢cGMP ce
peryaupa OT CKOpPOCTTA Ha CHHTE3 Ypes I'yaHHIIaTLHKIIa3a H Ype3 CKOpOCTTa Ha pasrpaxaaHe,
nocpeacteoM cGMP xuaponusupam docdomuectepasu (PDEs).

Bapnenadn € MOIIEH H celekTHBeH nHxuGuTop Ha ¢cGMP crieumdinara docoarecTepaza THn 5
(PDES5), naii-asknara dochonuectepasa B YOBSLIKHA KOPIYC KaBEPHOIYM. BapaeHadun 3acinBa ediekra
HA SHIOTEHHUS A30TEH OKCHA B KOPIYC KaBepHo3yM, kato mHxubupa PDES. Korato ce otenu asoTeH
OKCHJ B OTTOBOP Ha CEeKCyaTHa CTHMYTauus, uaxubupanero Ha PDES ot papacHa(QHI BOH O TOBHIUIECHH
nuea Ha cGMP B xopnye kasepHo3yM., CleloBaTeNHO, 32 a C& MPOABAT MOACIHUTE TEPaneBTHYHH
ediexTH Ha BapaeHadun € HeOOXOIUMO CEKCYAHO CTHMYIHPAHE.

TIpoyuBanus in vitro ca NOKa3aiH, Ye BapleHadun npuTexKaBa MHOTOKPATHO MO-CHIIHO JeiicTBHE BLPXY

PDES B cpaBHeHue c apyru docdoanecrepasu (>15-kpaTHo CpamMo PDES6, >130-kpatHo cnpaMo-BPEET =,
“i\'\\mﬂ flo
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>300-kpatHo capamo PDEI1 u >1000-kpatno cnpamo PDE2, PDE3, PDE4, PDE7, PDES, PDE9 u
PDE10).

Tpn npoBefeHo H3cAeABane ¢ NeTH3Morpadus Ha neHrca (RigiScan) npu HikoH Mbake MOM NEACTBHETO
Ha 20 mg BapaeHadua ce HabMmoaasa epeKlns, J0CTaTbYHA 34 TPOHHKBAHE (60% pUTHOHOCT CIIOPRN
RigiScan) 15 MuHyTH ciiepi npuema My, [ToBnuaBaHETO Ha Te3H NMLUA OT BapieHa(H € CTATHCTHIECKH
3HAYWMO B CPABHEHHE € PE3YNTATHTE NpH Nianebo 25 MHHYTY CIIEA NPHEM.

BapaeHadut MPHUHHABA YMEPEHO H TIPEXO/IHO NOHMKABAHE HA KPbBHOTO HAATAHE, KOETO B MOBSUCTO
cIIyuad He ce NposieaBea KITHHEYHO. Cpennara CTORHOCT HAa MAKCHMAIHO TIOHMKABAHE HA CHCTONHHHOTO
apTepHaTHO HaNAraHe B Nokol cnel mpuem Ha 20 wiu 40 mg BapAeHadHI € CHOTBETHO 6,9 mm Hg npu
20 mg u 4,3 mm Hg npu 40 mg, B cpasrenwe ¢ miane6o. Tesu edexTH ca B CHOTBETCTBHE C
pazoaunaraTopuus ¢pekT Ha PDES-HHxuOUTOPHTE U BEPOATHO ce ABMKAT Ha NOBHIUCHH HUBA Ha c¢cGMP
B CJIOBHTE [T AKOMYCKY/THH KIeTKH. EAHOKpaTRATA HiIH MHOTOKpATHA IEPOPANHE 031 HA BAPACHa(pUN
1o 40 mg He BOJAT A0 KIHHHYHO 3HAYHMH MPOMEHH B €EKTPOKAPAHOTrpaMaTa Ha 3ApaBH MBKE
noOpoBonLH.

JIBORHO-CAANO, KPBCTOCAHO, PAHAOMHIHPAHO [POyUBaHe ¢ eJHOKPATHA 71032 NpH 59 3/ipaBH Mbxe
cpaBHaBa BansHHeTO BEpXY QT uutepsana na papaenacdmn (10 mg u 80 mg), cuanenadpun (50 mg u 400
mg) # nnanebo. Mokcndnokcauun (400 mg) e BKMOYEH KaTO AKTHBEH BBTPELLEH KOHTPOI. Edexture
pbpxy QT HHTEpBaNa ca H3MepBaHH | yac ciiefl IPUI0KEHHE HA [103aTa (CPEaHO tmax 32 sapaeHadn).
OCHOBHATA 3a/1a4a Ha TOBA [IPOYUBAHE ¢ Ja ce H3KMOUH no-rofsM oT 10 msec edexrt (T.¢. Aa ce Aokaxe
nuncara Ha edexT) Ha enqHokpaTHa 80 mg nepopanua xo3a BapaeHadun pbpxy QTc nurepsan B
cpaBHenHe ¢ Tane6o, nameped ¢ mpomenute Ha Fridericia kopekuuonna gopMyna (QTcF=QT/RRV/3) o1
M3XOQHOTO CHCTOSHHE N0 1-BHA 4ac clief mpuema. PesynTaturte Ha BapaeHadun nokaspaT yABIDKaBaHe Ha
QTec (Fridericia) ot 8 msec (90% Cl: 6-9) u 10 msec (90% CI: 8-11) npu nosu 10 u 80 mg B cpaBKeHHe ¢
nnanebo, u yapmkasane sa QTci (Fridericia) ot 4 msec (90% Cl: 3-6) u 6 msec (90% CI: 4-7) npy 031
10 1 80 mg B cpaBHeHHe ¢ nuauebo, €N 4ac No-KueHO, [1pH tmaccAMO IPOMSHATA B QTcF 3a
sapaeHadun 80 mg e H3BBE NPACTHTE rPAHILIE Ha NpoyysaneTo (cToiinoct 10 msec, 90% CI (8-11)).
KoraTo ce H3MoN3Ba HHAMBHAYATHA KOPCKUHOHHA (OPMYJNIA, HHTO €/IHA OT CTOHHOCTHTE He € GUNa H3BLH
rpaHHLHTe.

B oT/e/HO OCTMaPKETHHIOBO NPOYYBaHe NpH 44 3ApaBH A0OPOBOMUH €HOKPATHH JO3H OT 10 mg
Bapfichadun uin 50 mg cunaenadui ca NPUIOKEHE eAHOBpeMeHEC ¢ 400 mg raTHIOKCALHH —
nexapeTso e cpasHuM QT edekr. U sapaexadun n cunaeHadun ca nokazajiy HapacTBAHE HA Fridericia
QTc edexr ot 4 msec (Bapaenadun) u 5 msec (cHnaenadui), B CpaBHEHHE € BCAKO OT JIeKapeTBaTa
NooTaenR0. KOHKpEeTHOTO KIHHAYHO 3HadeHHe Ha Te3d QT NPOMEHH He € H3BECTHO.

JlonbaHHTENHA HHGDOPMALHA OT KIMHIYHY H3MHTBAAAS ¢ BapieHadun 10 mg TabJIeTKH, AMCIIEPrHpallit
ce B yerara

Jonsanwrenta nrdOPMAIES OT KIHHUMHHM U3MKTBAHAA ¢ papaenadun 10 mg TabneTky, NHCNEPrHpalun
¢e B yorarta

EdmxacrocTTa 1 GezonacHoctTa Ha Bapienadun 10 mg rabneTkH, AHCTIeprupaily ce B ycTara, ¢a
[OKA3aHH NOOTAEAHO NPH MIHPOKA MOTYAALKA B ABE NPOyYBaHHU, BKIouBaIIH 701 paHAOMH3HPARH
NALMENTH ¢ epeKTHIIHA AMCHYHKLIMA, KOHTO ¢a JieKyBann 10 12 ceamuuu. PasnpenenenyeTo Ha
RAUHEHTHTE B NpeABapHTENHO NedHHIpaHATe NOATPYITH NOKPHBA MALHEHTH B CTapHecka Bb3pacT (51%),
NAUMEHTH ¢ aHaMHeaa 3a 3axapeH AHaber (29%), aucnunuaemus (39%) 1 XHnepTOHHS {40%).

B cfopHHTE [IaHHH OT ABETE H3MHTBAHUA ¢ BapaeHahHI 10 mg TabneTku, ARCMIEPTHPAIIH C¢ B YCTaTa,
IIEF-EF pomelin ckOpOBETE ca 3Ha4MMO No-roNieMH NpH BapaeHadun 10 mg TabIeTKH, THCIEPTHPALLM ¢¢
B ycTara, cnpamo mnauebo.

71% 0T BCHYKH CEKCYAAHH OTHTH, ChoOLIEHH B KIHHHIHHTE H3MHTBAHUA, €a ¢ YCTICIIHO IIPOHHKBAHE,
cpaBHeHO ¢ 44% OT BcHUKH onuTH B ianebo rpynata. Tesn pesyiTaTh ca OTpaseHH ChILO B NOAIPYNHTE:
NpH TauyueHTH B cTapyecka B3pacT 65%, npu NalMeHTH ¢ aHaMHe3a 3a 3aXapeH anader 63%, npH
NaliHEHTH ¢ AHAMHE3A 34 JHCIHIHAeMud 66% B [IPH NalMeHTH ¢ aHaMHE3a 38 XHNCPTOHHA 70%
BCUYKH CLODIIGHH CEKCYAITHH OTIHTH €& ¢ YCIIEIUHO NPOHHKBAHE.
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Okono 63% OT BCHUKH CHOOLIEHH ceKCyanHn onuTH ¢ BapaeHadun 10 mg TabieTky, AMCMEPrRpaliu ce B
yeTaTa, ca yenelHd No OTHOIIEHHE Ha MOJABPXKAHE Ha EPeKIHATA B CPABHEHHE C OKOJIO 26% OT BCHUKH
nnaneb0o KOHTPOIHPaHH cekcyanHH onutH. B npensaputenno AepuHnApaHuTe NOATPYMH 57% (NALUMEHTH
B cTApYECKa Bb3pacT), 56% (NaUHEHTH ¢ anaMHes3a 3a 3axapeH auaber), 59% (NaLMEeHTH ¢ aHaMHesa 32
AUCTUTHAEMHA) H 60% (TalHEHTH ¢ aHAMHe3a 3a XHIIEPTOHHA) OT BCHUYKH CBOOLLCHH ONHTH ¢
sapjicHadun 10 mg TabieTkd, IHCNIEPTHPAIH CE B YCTaTa, ca yCNELHH N0 OTHOIICHHE Ha NOAIEPHKaHE
Ha ePeKHATE.

ﬂOI’I'bJ'[HHTEIlHa HHQOEM@HH OT KTHHHYHH M3NHTBAHUA

B KAWHAYHH W3MHTBaHHA BapAcHadun e 6un npuiarad Ha nosede oT 17000 Mbxke ¢ epeKkTHIHA
mucdynxuus (E) Ha sp3pacT Mexay 18 u 89 roauny, nopedueTo OT TAX ¢ MHOXKECTEO MpHAPYXKABAH
1aGonseanua. Hax 2500 nauuenTy ca GHITH Ha TepanuA ¢ BapaeHadHn 3a 6 uiH noseve meceua. OT TIX
900 ca G1nK TeKyBaHd 1 roaHHA WIH MOBEYE.

TIpencTaBeHH ca CIEAHHTE IPYH NAUHEHTH: TIALUEHTH B CTApyecKa BL3pact (22%), NalHeHTH ¢
xuneprouusd (35%), saxapen auaber (29%), ¢ ncxeMuuna Gonect Ha CBPLETO WIH APYTH ChpAeHHO-
chI0BH 3a6onsBannd (7%), XponnuHa Genoapobua Gonect (5%), xunepnunuaemus (22%), nenpecu
(5%), paaukanHa npocratekToMus (9%). B KIHHUUHNUTE NPOYIBAHHA HE Ca OHNH NpeACTaBEHH
JOCTATHYHO CAEAHMTE FPYAH: IHNA B CTApUecKa BB3pacT (> 75 roauu, 2,4%) 1 IAUHEHTH C ONIPEACIICHA
CLpAEYHO-ChAOBH 3aGomsaBanus (BX. Touka 4.3). He ca u3BbpilleHH KITMHHYHH IPOYHBAHHS [PH NAUHEHTH
cre 3a6omapanns Ha LHIHC (¢ uskaodenne Ha rpp0HaYHOMOIBYHH TPABMH), MAUHEHTH C TEXKH ouOpeuHn
HIIH YePHOAPOBHI YBPEAAAHNS, IPETHPNENH XHPYPrHYHH HHTEPBEHLMY B 001acTTa Ha Ta3a (¢
M3KTIOYEHHE Ha IAAAIIA HEPBUTE NPOCTATEKTOMHA), HIIH TPABMA, HITH TbHETEPANHA H NOHKEHO THOMIO
WIIH aHATOMHYHH AedopMallii HA NEeHHCA,

Tlo BpeMe Ha OCHOBHHTE KIHHHYHKTE IPOYUBAHNS JICUEHHETO ¢ BapaeHadui (PHIMHpaHH TabneTku) e
A0BENO 10 MOAOGPABAHE Ha epeKTHIHATA GYHKLHA B cpaBHEeHME ¢ nnauebo. pu Manbk Opoii TaUHeHTH,
KOHMTO €A H3RBPLUMITH MONOB akT 4 0 5 yaca cAEX NpHEMa Ha JIEKapCTBOTO, NPOLUEHTHT Ha IPOHUKBAHE H
TOZb[IKAHE HA SPEeKIINATA € JHAYMTENHO [10-BHCOK B CpaBHEHHE ¢ Mlauebo rpynara.

[Ipn npoyusanus ¢ QUkcHpana no3a (GUIMHPaHH TabNeTKH) CPER IMHPOKA MONYIALHI MBKE ¢ EPeKTHIHA
nuchyrkmg, 68% (5 mg), 76% (10 mg) 1 80% (20 mg) oT NaUHEHTHTE Ca OCHILECTRHITH YCMCSLICH NOJIOB
akt (nporuksauua) (SEP2), B cpasHeHHe ¢ 49% B rpynata c¢ nnauefo 3a IEPHOA OT TpPH Mecela Ha
npoyuBaneto. CriocobHocTTa 3a noAnbpkane Ha epexuus (SEP3) B Tasn mmpoka nonynauws ot fHLA ¢
epexTHIna AuchyHkuna € 53% (5 mg), 63% (10 mg), 65% (20 mg), B cpaBHEHHES C 29% npu naauebo.

Criopen c6opHHTE JAHHH OT FONEMHTE POYUBAHHA BHPXY €PHKACHOCTTE, NAUKHEHTHTE ¢ YCTICIIEH ON0B
aKT (IpoHHKBaHe) cnel ynotpeba Ha BapaeHadua ca OWilk KaKTo cieapa: NCHXOreHHA €PEKTHITHA
mucdyHkiua (77-87%), cMeceHa epekTHARA AHCHYHKLHS (69-83%), opraHi4HA EPEKTHITHA JHCHYHKLHA
(64-75%), HanpeaHana Bb3pact (52-75%), HCXEMHHUHO ChpAeTHO 3afonsBaHe (70-73%),
XHIepIHMHAeMus (62-73%), xpornuuHa Gesonpobua Gonect (74-78%), nenpecus (59-69%) B NAUHEHTH,
NeKYBaHH e/IHOBPEMEHHO C aHTHXHIEPTeH3HBHY cpeficTsa (62-73%).

B KIMHMYHO M3MHTBAHE NPH NALHEHTH Che 3axapeH AnabeT BapleHadHI 3HAYHTCTHO noaobpAasa
epeKTHIHATA BYHKLUA, CTIOCOOHOCTTa 3a MOJTyqaBaHe H MOJIBDIKAHE HA EPSKLIHA, NOCTATbYHO
MPOAB/LKATENHA 32 YCIIEIUeH [IOfOB aKT U PHIHAHOCT Ha MEHHCA ¢ R03H sapacHadun 5 mg u 10 mg, B
cpaBrenue ¢ mnaebo. Yectotara Ha monyvaBaue W NOAABLPAKAHE HA CPEKLIHA € Huna 61% w 49% npn 10
mg, 64% u 54% npu 20 mg papaesadun, NpH NANHEHTH KOHTO € 3aBBPLIAIH TPH MECELA JICUCHHE, B
cpaBHenHe ¢ 36% u 23% npu rpynata nauHeHTd Ha niauedo.

B KIHHHIHO H3MUTBAHE HA MALMEHTH Clef NPOCTATEKTOMHS, BapeHadI 3HAUHTENHO OA00pABA
epeKTHAHATA QryHKUH, cNocOGHOCTTA 3a NONYYaBaHe H NOJABPKAHE Ha ePEKIHA, ZOCTATEHHO
MpPOAB/DKMTENHA 32 YCIEUIEH NOJOB aKT ¥ PHIHAHOCT Ha EHHCA C 103H sapieradun ot 10 mgu 20 mg, 8
cpaBHeHue ¢ rpynara Ha ianefo. Yectorara Ha NonyHaBase H NOIAbLPKAHE HA EPCKLMA € Ouna 47% u
37% npn 10 mg, u 48% u 34% npu 20 mg BapAeHadHN NPH TAHSHTH ¢ 3-MeCceqHo JieucHHe, B
cpaBHenue ¢ 22% u 10% npu nauueHTHTe Ha nianebo.
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B KIMHMYHO H3NUTBAHE C THBKAB PEXHM HA [I03HPAHE MPH NAUHEHTH ¢ TPaBMa Ha MPEOHAYMHHIA MOJBK,
Bap/ieHadun 3HAYUTENHO NoHoOPABA epeKTHHATA PyHKUMA, CIOCOGHOCTTA 32 NOAYUABAHE H
MOAABPAKAHE Ha NOCTATHYHO TTPOXBIKHTENHA SPEKIHA 32 YCIIEUIHO H3BBPIIBAHE HA TIOMOB aKT H
PHTCHIHOCT Ha NEHHCA B cpaBHeHHe ¢ Inanedo. BpoaT Ha manHMeHTHTe, KOUTO €& C¢ BB3CTaHOBHIIH ChC
ckop 1IEF (>26%) € 53% c apaenadun B cpasHeHHe ¢ 9% Ha nnauedo. UYecroTaTa Ha NOBAMABAHE 33
TIo/lyqaBaHe H MOJAABPKAHe Ha epekuus e 76% H 59% npn BapieHadun B cpasterne ¢ 41% u 22% Ha
nnate6o, NpH NANHEHTH, KOUTO ca IEKYBaHH TPH Mecella, KOETO & KITHHHYHO M CTATHCTHYECKH 3HAYHMO
(p<0,001).

BesomacHocTTa U edHKacHOCTTa Ha BapAcHadHII € YCTaHOBEHA B IPOABIDKHTENHH NPOYYBAHHA.

HennatpuyHa NONynaHg
Eeporeiickara areHUHA 110 JIEKapCTBATA oCBOOOKAARA OT 3aBIIKEHHSTO 34 NPCAOCTABAHE HA PE3YNTATHTE

OT MPOYYBAHMATA BbB BCHYKH [OATPYNTH Ha MEAHATPUYHATA MOMYNAUHA TIPH ACUEHHE HA CPEKTUIHA
aucdynrius. Buskre Touka 4.2 3a HH(OPMALKA OTHOCHO yroTpeba B NeAHATPHATA.

5.2 dapMaxkoKHHETHYHH CBOlCTBA

M3nuTeaHus 3a 6110eKBUBATEHTHOCT N0Ka38aT, de BapaeHadui 10 mg TabneTkH, THCTIEPTHPALIH CE B
ycTara, He ca GHoeKBHBaNeHTHH Ha BapaeHadun 10 mg duimupann Tabnetku. [1o Ta3H MpHuKHA
ANCMEpTHpalllaTa ¢& B ycTarta lekapcTera ¢opMa He Tpabea 1a ce M3MOI3Ba KATO eKBHBATICHT Ha
sapaedadun 10 mg ¢punmupanu rabneTku.

Abcopbuns

Ipn npunarane na Bapaenadmi 10 mg dunmupann Tabnerkyu BapaeHadnn ce abcopbupa OBp3o ¢
MAKCHMAMHH TTa3MEHH KOHLEHTpaliH, JOCTHTHATH IIPH HAKOH MBbKe 15 MUHYTH ClIe nepopanto
npuIoxkeHne. Beupeku ToBa B 90% OT cyuanTe MakCUMAIIHHTE MIa3MEHH KOHUEHTPALKH Ca NOCTHIHATH
ot 30 10 120 MuuyTH (cpenHO 60 MUHYTH) ClE[ IEPOPANHO NPUIOKeHHE, Ha MaaHo. CpeaHara
abCOMOTHA GHOHATMYHOCT cliel nepopane npueM € 15%. Cnen nepopanto aosupate AUC 1 Cmax Ha
papAeHadun ce MOBHILABAT MOUYTH NPONOPUMOHANHO Ha 103aTa B PCNOPEHBAHHTE MPAHHIE HA
Jao3upoBka (5 — 20 mg).

Koraro sapaenadun QuIMHpaHH TabNeTKH ce NPHEMAT C XpaHa ¢ BHCOKO ChAbPKAHUE Ha MaHUHH
(chappkama 57% MazHHHK), CKOPOCTTa Ha abcopOUHA e HaManeHa, ¢ MOBUIIABAHE HA CPEAHOTO tmax OT 1
yac W cpesa peayKIHs Ha CmexoF 20%. AUC Ha Bapaenadun He ce nopnussa. Ciesl npUEM Ha xpada,
chObpkalia 30% Ma3HHMHH, CKOPOCTTa H CTeNeHTa Ha abcopOuns Ha BapAeHAPHKI (tmax, Cmax, AUC) He ce
NPOMEHAT B CPABHEHHE C MPHIOKEHHETO HA NTaHO.

Bapaenadmn ce aGcopGupa 6bp30 crej IPUAOKEHHETO Ha BapaeHadun 10 mg TabneTky, THCNepTHPAalllH
ce B yctata, Ge3 Bona. MeananaTa Ha BpeMeTO 3a AOCTHraHe Ha Crax BAPHPA MEXY 45 1o 90 MHHYTH H €
nooGHO HIMH XeKo YABMIKEHO (C 8 10 45 MUHYTH) B cpaBHEHHE C (PHIMHPAHHTE tabneTkd. Cpeanara
AUC Ha BapaeHadun e yrpmkena ¢ 21 1o 29% (nalHeHTH Ha CpeiHa BB3PAcT H NAUHCHTH B CTapHccka
sb3pact ¢ EJ1) wnu ¢ 44% (Mnagu sapask qo6posonuy) npe 10 mg TabaeTKH, AMCHeprupalili ce B yCTara,
cpaBHeHO ¢ QuIMupasnTe TabNETKH KaTO pe3yaTaT OT JIOKANHaTa nepopansa aGcopOLHa Ha MANKO
KOJMYECTBO OT IEKAPCTBOTO B YCTHATA KyXHHA. HaMa 3HaUHMa pa3iuka B CpeaHara Crmax MEXKTY
IMCIIEPTHpALUMTE Ce B ycTaTa TabNeTkH i PuIMHpaHHTE TabIeTkH,

TIpu HHAMBHIH, NpHeMamny BapAcHadun 10 mg TabneTky, AUCTIEpryupaily c¢e B ycrara, GoraTa Ha
Ma3HUHH XpaHa, He € HabmoaaBan edekt supXy AUC H tmax Ha BapREHa(HI, JOKATO Cmax Ha BapAcHA(HN
e 6n1a HamaneHa ¢ 35% npu npuem crex xpanere. Ha 6asara Ha Te3H pe3yATaTd papaenadun 10 mg
TaBMNeTKH, AMCTIEPTHPAIIH CE B YCTATa, MOTAT A8 OBAAT PHEMAHH Che MM §e3 XpaHa.
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Axo Bapaenadun 10 mg TaGIeTKH, AUCTISPTHpAIIY Ce B YCTaTa, C& npHeMar ¢ BoJd, AUC Hamanssa ¢
29%, Cmax OCTABa HENPOMEHTHA U MEMAHATA HA Tmax C€ CKBCABA C 60 MMHYTH, CPaBHEHO C IIpHEMA 03
sona. Bapaenadun 10 mg TaGneTkH, ARCHEpPrHpaLly ce B yCTaTa, tpabBa Ja ce npueMat Ges TeHHOCT.

PazpeaenacHue

CpeaHAAT CTalHOHapeH ofieM Ha pasnpeaeneHue Ha papnenapu e 208 1, koeTo 1oKa3Bsa pasnpeneneHnie
B THKAHHTE.

BapaeHa(ua 4 HETOBUSAT OCHOBEH meTabonuT (M1) ca 3HAYMTEs KO CBbP3atH ¢ NAa3MeHHTE NPOTSHHH
(npudnu3NTENHO 95% 12 BapAeHahWI Wik M1), 3a BapAeHadusl, KakTo ¥ 33 M1, CBBP3BAUETO C TIPOTOUH
e HE3RBHCHMO OT 001aTa JekapeTBena KOHLEHTpALHA.

B3 0cHOBA HA H3MEPBAHHATA HA papaeHaun B cnepmara fia 3ApasH nuna 90 MUHYTH CIE npHeM Ha
7034, B CTIepMaTa Ha MAUHCHTUTE MOM(E /A C& YCTAHOBH HE MOBEYE OT 0,00012% OT MprnekeHaTa 1032.

BuotpanchopManis

Bapaeuadun 868 QUIMHPAHH rabneTku ce MeTabonn3upa NpeAUMHO B yepHus fpod NOCPEACTBOM
puroxpoM P450 (CYP) n3odopma 3A4, ¢ uzBecTEH NpYHOC HA CYP3A5 n CYP2C uzodopmy.

Tlpu Xopa TMaBHHUAT HMpKyIHpall meTtaGonut (M1) € IpoAyKT OT NeeTHAHPAHETO HA papaeHaun ¥ €
oGeKT Ha MO-HATATHUICH MeTAaboH3BM C [ITa3MeH eNEMHHALHOHEH MOMYKHBOT OT npuGausuTento 4
qaca. Yactu ot M1 ca noa dopmata Ha FIOKYPOHHIY B CHCTEMHATA UMpPKyIays. MertaGonutsT M1
nokaspa dochogHecTepaseH CENCKTHECH npodun, nopeben Ha papfieHadun W in vitro MoTeHUHAN 33
docdoanecrepasa THA 5 oT npHOAU3HUTENHO 28%, B cpaBHEHHE C papaeHadua, BOJCIL A0 MPHHOC KbM
e(pHKaCHOCTTa OT OKOTIO T%.

CpenHUAT TEPMHHANEH TOTYKUBOT na sapaeHa(HIL NPy NALKCHTH, npueMalay papaeHadut 10 mg
TaGneTKH, ANCTIEPrApALIM Ce B YCTaTa, € B paMkuTe Ha 4 — 6 Haca. EMMEHALMOHHHST NONYKUBOT HA
meTabonwta M1 e Mesay 3 o 5 Haca, nogo6Ho Ha BapaeHaduiL.

EjinMHHUpaHe
ToTaJHHAT TENECEH KIHPBHC Ha papaeHadun e 56 I/h ¢ pesynTaHTeH TepMHHAALH MOYXHBOT OT

NpHOAH3UTENHO 4-5 yaca. CJief MepOpaHO TIPHIOKEHUT, BapaeHaua ce EKCKpeTUpa kaTo MeTabOTUTH
npeAMMHO [pe3 deueca (NpHONHIHTENHO 91-95% OT NPHICKEHATA 7103) ¥ B NO-Manka CTeneH B ypHHATA
(mpHONUZHTETHO 2-6% OT IPHIOKEHATA [034).

PDapMaKOKHHETHKA HPH CHEIHATHU CpYIH NAlMEHTH

Hayuenmu 6 cmapiecka ep3pacm.

UepHOAPOOHUS KIMPBHC HA BapAeHabun npy H0GPOBONIM 3APaBY MBKE B cTapuecka Bb3pacT (65 roanHK
4 [I0BEUE) & HAMANEH B CPABHEHHE ChC 37paBUTE MIIATH noGposonus (18 —45 rogHan). Muxere B
crapuecka BE3pacT, npuemMalin papaeHadun duiMupasu a6 IeTH, IMAT cpefno 52% mo-BHcoKa AUCH
34% no-Bucoka Cmax B CPaBHCHHE C MaaguTe MbxKe (BXK. TOUKa 4.2).

AUC 1 Crmax Ha BapAeHahW! IIPH NAIHCIHTH B crapyecka Bb3pacT (65 rogHHU H flopede), NpHeMaH
papaeradun UCTIEpPTHpalLH Ce B YCTaTad TabneTkH, ¢a NOBHUISHH C 31 no 39%u 16 a0 21%, ¢ROTBETHO, B
CPABHEHHE C MANMEHTUTE Ha BB3PAcT 45 rofMHA H MO-MaAKO. He ce OTKpHBA KyMYTHPAHE HA papfeHaun
& MINA3MATA PH NALHMEeHTH Ha BB3pacT 45 W O-MAKO FOAAHH, WA 65 WiE noBeue roAWHH CIel
IHOKPATHO NHEBHO NPHIArate na sapfeHadun 10 mg TaGrieTki, ANCMEPrEpally ce B yCTaTa, 33 10 AHK.

Bvbipeuno yepexcoane

TIpu 100pOBOIIH € NIEKO 10 YMEPEHO OBOpeTHO YBpEKAAHE (kpeaTHHHHOB KIUPBHC 30 — 80 ml/min),
(apMAKOKHHETHKATE HA sapaeHadun e onoOHa Ha KOHTpOJIHATA rpyna ¢ nopmassa Gubpena dynruas.
Tlpu AOGPOBOIILIH C TEXKKO G1LOpeUHO YBpeXKAaHE (xpeaTHHHHOB KIHPBHC <30 ml/min}, cTORHOCTTa HA
AUC e noB{IiieHa ¢ 71% 1 cToiHocTTa Ha Cmax € oHmkeHa ¢ 23%, B CpaBHEHUE C AOOPOBONUKTE fes
GBOpEUHO YBPEXKAAHS. He e Habmonasasa CTaTHCTHHECKH 3HAUMMA KOPETalMa MEKAY KpeaTHHHHOBUA
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KIHpBHC H ekcmozuuuaTa Ha BapaeHadl (AUC u Cmax) (B, Touka 4.2), OapMaKoKHHeTHKATA Ha
papAeHa(uIl HE € TPOYUBAHA TIPH MALHEHTH, HYXIAelH Ce OT AMamH3a (Bx. Touka 4.3).

Heprodpobno yepexcoarne

Tpy nauueHTH ¢ JIEKO 10 YMEPEHO YEPHOIPOGHO yBpeK IaHe (Child-Pugh A 1 B), KMTUpBHCET HA
BapAeHa(uI € GUIT HAMaJIEH TIPOMOPIHOHANHO HA CTEMeHTa Ha HepHOAPOOHOTO yBpexaate. [lpy
fAUHEHTH ¢ Neko yepexaane (Child-Pugh A), ctoiinoctite Ha AUC H Cmax ca NOBHINEHH CHOTBETHO 17%
H 22%, B cpaBHEHHE ChC 3IpaBaTa KoHTponHa rpyna. [pu nauuents ¢ ymepeto yspexaaue (Child Pugh
B), croitnoctute Ha AUC i Cmax Ca IOBULIEHH CHOTBETHO ¢BC 160% U 133%, B cpaBHEHHe CBC 31paBaTa
KOHTPO/IHA rpyma (Bx. Touka 4.2). GapMakoKHHETHKATa Ha BapAcHA(hUI NPH NALHEHTH ¢ TEXKKO
yBpeneHa sepHoapobua ¢pynkuua (Child-Pugh C) ve € npoyusana (Bxk. Touxa 4.3).

53 IIpegrINHAYHH JaHHH 33 GezomacHoCT

HeknTHHHYBKTE JaHHN He NoKa3BaT oco0eH PHCK 3a Xopa Ha 06a3aTa HA KOHBEHUHOHAIIHATE
apMaKoIOrHIHH NPOYYBaHHA 34 6e30MaCHOCT, TOKCHYHOCT NPH MHOTOKPATHO NPHIarake,
reHOTOKCHYHOCT, KAPLHHOTEHEH MOTEHLHAN, PEMPOAYKTHBHA TOKCHIHOCT,

6. ®APMAIEBTUYHH JTAHHH

6.1 Concbk H2 NOMOLIHHTE BEWECTBA

Anpo na rabieTkara:
MuxkpokpucTansa Uenynosa

KpocrnopraoH T A
Cunuiives AHOKCHN, KonoueH GespoaeH
Marnesner cTeapar

QunMopo nokpuTHe- onasgpail 200 F 520070 xBAT, ¢hAbpkall:
IMoausuaun ankoxon (E1203)

Tutanos quokena (E171)

Tanx (E553b)

Makxporon /PEG 3350 (E1521)

MeTakpuioBa KMCENHHA CBIOIHMED Ha METAKPH/IOBATA KHCEIHHA
Krat xeneszen oxeun (E172)

Hatpues 6ukapbonar (E500 (ii))

Yepeen keneseH okcu (E172)

6.2 HecnBMeCTHMOCTH
Henpunoxumo
6.3 Cpoxk ra rogaocT

3 rogunH

6.4 CpenuanHH YCJOBHA HA ChXPaHEHHE
To3u nekapcTBEH TPOLYKT HE H3HCKBA CIICLHANIHY YCIOBHA HAa CBXPAHCHHE.

6.5 Buau chanpikanHe HA ONAKOBKATA
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Baucrepn o1 PVC/Aclar/Al, cbabpxkaim 2,4,8, 12 1 20 dunmupanu tabnetTku.
He BcHYKH BHAOBE OMAKOBKH MOraT fa Ob/aT NycHaTH B npofaxda.

6.6 CneumanHn mDpelOa3HH MePKH NPH H3XBEPJAEE H paboTa

HsmMa crieuualiHi H3HCKBaHHA 32 H3XBBPIAHE.

7. NPHTEXKATEN HA PASPEIIEHHUETO 3A YIIOTPEBA

STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel
I'epmanua

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA
Perucrpamuonen Ne:

Bapaenadun CTAJTA 5 mg- Per. Ne 20180064

Bapnenagun CTAJIA 10 mg- Per. Ne 20180065

Bapaenadun CTAJTA 20 mg- Per, Ne 20180066

9,  JIATA HA TBPBO PA3PEIIABAHE/MIOJHOBABAHE HA PASPELHIEHUETO 3A
YIIOTPEBA

Jlata Ha mepBO paspeniaBade: 13.03.2018

10. JATA HA AKTYAJTH3HPAHE HA TEKCTA

02/2020
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