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N3NMbIHNATENINA ATEHUNS N0 IEKAPCTBATA
Kpamx& Xapaxmepucmuke H& npogyrma - [Npuwoxemue 1

1. UME HA JEKAPCTBEHHUA ITPOAYKT
Cunerpa 100 mg punmupann TabneTku

Sinegra 100 mg film-coated tablets

2. KAYECTBEH H KOJIHMECTBEH CHCTAB

Beaka tabnerka cuabpxa 140,48 mg cunpenadun uurpar (sildenafil citrate), exsuBanenten Ha 100 mg
cunaeHadun (sildenafil).

33 TBJIHKA CMUCHK Ha MOMOILIIHUATE BElIecTBa BHKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

OunmupaHa TabneTka.
CuHM ABOWHO M3MTBKHANW KBaApaTHH TabneTku ¢bC 3a001eHN pHOOBE U ABE KPBECTOCAHH MO NMPAR BB
NENUTENIHA HEPTH OT eIHATA CTPaHa.

Tabnerkara Moxe na Obvae paszaesieHa Ha YETHPU paBHM O3M.
4. KJIHWNHHYHH JAHHH
4.1 TepaneBTHYMHH NOKA3AHRA
CuHerpa e 110xKa3aHa 3a NnpuJiIoKEHHE IPH Bb3PacTHA MbXKE € €peKTUIIHA ANCHYHKLHA, KOATO
NPEeACTARIABA HECMTOCOOHOCT 32 NOCTUIAHE WM 3abPAKAHE HA epeKLMA Ha MeHUCA, A0CTAThYHA 34
3a10BONTUTENIEH CEKCYANEH AKT.
3a ga Obae epexkTirHa CHHeErpa, € HeoOXoAuMa CEKCYalTHA CTUMYJIALHA.
4.2 JIO3IHPORKA H HATHH HA NPH/IOKEHHE

O3HPOBK4A

Vnompeba npu ev3pacmuu

IIpenopbpuutenHara ao3a € 50 mg, KOUTO ¢€ R3IEMAaT NPH HYXAa NPHOIUIUTENHO €AMH Yac npeau
CEeKCYaITHUA akT. B 3aBUCHMOCT OT €(heKkTa ¥ NMMOHOCUMOCTTA J03aTa MOXKe f1a Oblie YBeaHYeHa 10
100 mg sy HamaneHa Ao 25 mg. MakcuManHaTa npenopruHTenHa no03a e 100 mg. MakcumManHara
NPENopbYUTENHE YECTOTA HA NpUeMaHe e BeInbxk AHeBHO. [Ipu npuem Ha CHHerpa no BpeMe Ha
XpaHEHEe HAYAIOTO Ha AEHCTBUETO MOXKeE Aa Obae 3abaBeHO B CpaBHEHHE C MPHEMa Ha IIaHO (BK.
Touka 5.2).

Cneuyaniy nonynatum

Cmapuecka eb3pacm
KopeKkuun Ha no3arta He ¢ca HeoOXO0AuMMH IPH MALMEHRTH B CTapyecKa Bb3pacT (= 65roannn),

bvbpeuno vepescoane
[IpenopekuTe 32 M03UpaHe, AaAcHM B “YoTpeda MpH BE3PACTHH ', ¢a BANIMIHU (P NALUEHTH C NEKO

1o yMepeHo 0pOpeyHo yRpexaaHe (KpeaTHHHHOR KIHpBsHC = 30-80 ml/min).

Tt kaTO NpH NauKUeHTH ¢ TexkKO ObOpedHo yBpeXkaaHe (KpeaTHHUHOB KIHpPbHC <30 ml/min) KMUpBbHCHT Ha
cuwiaenagun € HamaseH, TpadBa Aa ce MMa NpeABHA A03a OT 25 mg. B 3aBucumMoct oT edexra u
MOHOCHMOCTTA A03aTa MOXe 1a Oble ysenuueHa nocreneHHo 10 50 mg wnu ae 100 mg cnopen Hyxaure.

Yeprodpobro yepexcogne
TBA KaTO NpH NALUEHTH € YepHOAPOOHO yBpexKIaHe (Hanp. LMpo3a) KIMPbHCHT HAa cuiacHadun e




HaMalleH, TpAOBa 1a ce UMa NpeaBHa A03a oT 25 mg. B 3aBUCHMOCT OT edeKkTa 4 NOHOCHMOCTTA [103aTa
MoXe 1a Obae yBearuyena nocteneHHo no S0 mg wnu no 100 mg cnopen HyxauTe.

[lequampuuna nonysayus
CuHerpa He € ToKaszaHa npy auua noa 18-roauiuHa Bb3pacT.

Ynompeba npu nayuernmu, npueMauiu opy2u AeKapcmeeHu npooyKmu

C m3Km0YeHHe Ha pUTOHABHD, 332 KOKTO HE ce MpenopbiBa €JHOBpEMEHHA ynoTpeda ¢bC cunaeHapun

(BK. Touka 4.4), Npy MALMERTH, NOJYYaBAILKA eAHOBPEMEHHO JieueHue ¢ CYP3 A4 uHXUOUTOPH (BX.TOYKA
4.5), Tpa0Ba Aa ce UMa npeABr/ HavyanHa a03a 0T 25 mg.

[TauMenTHTE, MpOBEXIALUY NieUcHHE ¢ anda-0nokepu, TpAdRa fa 6bIaT CTAOMIKM3HPAHH MO OTHOLLIECHHE HA
TepanuATa ¢ angia-Onokepu Mpeau 3ano4yBaHe Ha JIeYeHHe CbC CHIEHadWI, 3a a C€ HaMalHd BE3IMOXXHOCTTA
3a pa3BUTHE Ha OPTOCTAaTU4YHA XxHNoToHuA. OcBen ToBa TpOBa Aa ce OOMHCIH 3aI0YBAHE HA JICYEHHETO ChC
cuieHadun ¢ mo3a ot 25 mg (Bx. Toukn 4.4).

HauuH Ha NpHIOXKEHHE
3a nepopanHa ynotpeoa.

4.3 IlpoTHBONOKaA3AHHA

CBpbXYYBCTBHUTENIHOCT KbM @aKTUBHOTO BEILIECTBO KK KbM HAKOE OT MOMOIIHUTE BELUECTBA, W30pOeHH B
TOouka 6.1.

B CHOTBETCTBHE € HEMOBHTE H3BECTHH €(PEKTH BBPXY MHTA a30TCH OKHUC/LIMKJIHYEH TYaHO3HH MorodochaT
(cGMP) (Bx. Touka 5.1) cwigeHadun e NoKa3al NOTEHUUPAHE HA XHMOTEH3UBHHATE €(EeKTH HA HUTPATHTE U
C/1eJOBATENIHO, €AHOBPEMEHHOTO MY MMPUIIOKEHHE C IOHOPH HA a30TeH OKHMC (KaTo aMKI HUTPAT) WIH
HHUTPATH NOA BCAKaKBa (popMa € MPOTHBROIOKA3aHO.

EnHoepeMeHHOTO npunarade Ha DJIES uHxuburopu, BKMOUKTENHO cunaeHadil, ¢ ryaHwlaT-IiKI1a3Hy
CTUMYJIATOPH, KAaTO PHOLMIYAT, € NPOTHUBOIMOKA3AHO Thil KATO TOBA MOXE Ja NMPHYHHK CUMITOMATHYHA

XHITOTOHHA (BX. TOUKa 4.5).

CpencTBara 3a JIe4EeHHE HA €pEeKTUNHATA AUCYHKIUMA, BKIIIOUUTENHO cuiaeHadun, He Tpabsa da 6waar
MPHJIAraHH MPH MBXKE, HA KOUTO HE ce MPENopbYRa CEKCyalTHa aKTHRHOCT (HAaNpHMED, NAaLMEHTH C TEeXKH
ChPACYHO-CBAOBH HAPYILEHH KaTO HeCTaOWIHa CTEHOKAapAUA WK TeXKa ChpAedHa HeJOCTATBYHOCT).

CuHerpa € NpOTHBOKA3aHa NPH MALMEHTH, KOUTO UMaT 3aryba Ha 3peHHeTo IMPH eAHOTO OKO Nopanu
HeapTEPHHTHA NpeaHa HexeMHuHa onTidHa Hesponata (HAWMOH), HezaencHMoO aanu Te€3n enu3oaHu ca
OUnM CBRP3aHH HUIIM HE ¢ mpeaxonHa ekcrozuuma Ha OJES unxuburop (Bxk.Touka 4.4).

be3zonacHocTTa Ha CUACHA(WN HE € IPOYYEHA IPH CICAHUTE NOATPYIIH IALMEHTH U CNETOBATENHO
yrnoTpedaTta My € NPOTHBOMNOKA3aHA; TEXKO YepHOAPOOHO YBPEXKAAHE, XUTIOTOHNA (KpbBHO HanArane <90/50
mmHg), aHaMHe3a 3a CKOpOLLEeH HHCYJIT WIX MHOKapAeH HH(pAPKT U H3BECTHH HACNEACTBEHH
AereHepaTUBHU 3a00NIBaHUA Ha PETUHATA KaTo retinitis pigmentosa (MAJIKA YaCT OT TE3H NALMEHTH UMAT
reHETUYHH aHOMAJIHHU, 3acAraiuy pocoanecTepazuTe Ha peTHHATA).

4.4 ChneuHaJHH npeiynpexaeHnas H NpeANa3iHH MepPKH NPH yooTpeda

[lpeau na 6nae HazHayeHO HapMaKONIOrHYHO JIeUeHNe e HeoOXoauMOo CHEMAHe Ha MeJULIMHCKA AHAMHesa H
(PM3MKATIEH CTAaTYC 33 ANATHOCTHUMpaHe Ha epPEKTUITHATa AUCYHKIHMA U ONpeaeNsHe Ha Bb3MOMCHHUTE
NPHYHHH.

Cbpae4YHOCHAOBU PHCKOBU QAaKTOPH

[Ipenu 3amoyBaHe HA KAKBOTO U Ja € JICUEHNE 32 ePeKTHIHA AMCYHKIUA TeKapuTe TpAOBa Aa npeLeHAr
ChPACYHO-CHAOBHS CTATYC HA MALUEHTUTE CH, Thil KaTO CBIUECTBYBA CTEMEH HA ChP/ACYEH PUCK, CBBP3aH ChC
CEeKCyanHaTa akTUBHOCT. CunaeHadun uma chaopa3iuMpABall{ CBOHCTBA, BOACILLN KO NEKO U MPEXOAHO




MOHM>XXEHHNE Ha KPBBHOTO Hangrane (Bx. Touka 3.1). [lpean npeanuceadero Ha cunaeHad i JIEKapHTe
TpAOBa BHUMATEHO Aa NPELEHAT JaMH TEXHHTE MAUKUEHTY ¢ ONpeIeIeHH ChITHTCTRALIM 3a00maBaHNA OHUXa
MOTJIH /13 Ce MOBIHAAT HEONAroNpHATHO OT TE€3H Ba30AWIATATHBHH ePEKTH, 0coBEeHO B KOMOHHALHA CBC
CeKCyaltHa akTHBHOCT. [JallMEHTH ¢ NOBUILLIEHA YYBCTBUTENHOCT KbM Ba30AMIATATOPHU €A T€3M C 0OCTPYKIMA
Ha JICBOKAMEPHUA M3XOACH TPaKT (HanpHMep A0pTHA CTEHO3a, XUNepTpodpHIHA OBCTPYKTHBHA
KapaAUOMHONATHA) H TE3U € PEOKNA CHHAPOM Ha MHOXECTBEHa CHCTeMHa aTpodua, MaHU(eCcTHpall ce ¢
TEXKKO HapyILIEH aBTOHOMEH KOHTPOJI HA KPBbBHOTO HANATAHE.

CHHerpa noreHuMpa XUNOTeH3UBHUA e)eKT Ha HUTPAaTUTE (BXK.Todka 4.3).

HMa mocTMapKeTHHIOBH CROOILIIEHHA 332 CEPHO3HH ChPAECYHO-CHIOBH HHIIMAEHTH, KATO MHOKAapAeH

HHpapKT, HecTabUNHa CTEHOKapAMA, BHE3aNHa ChbpAeYHa CMBPT, KAMEPHH apUTMHH, XeMOpParuJyeH

MHCYJIT, IPEXOAHO HapylleHHe Ha MO3BYHOTO KpbhBooOpallieHHe, XUNMEePTOHHA U XHIIOTOHHA, ChbBRaAally 1o
BpeMe ¢ ynotpebata Ha Curerpa. [ToBedeTo, HO He BCHUKH, OT TE3H NAUHEHTH ca KManyi NMpelIeCTBalIH
CBP/ICYHO-CHAOBH PHCKOBH dakTopn. [loBeueTo MHLIMAEHTH, 3a KOUTO ¢€ ChOOLLaBa, ca HACTBITWIH 10 BpEME
Ha WIH CKOPO CJIeAl CEKCyallHa aKTHBHOCT, @ HAKOM €a Bb3HHKHANM CKopo cliell npuema Ha CuHerpa Ge3
ceKCyanaHa akTHBHOCT. He e Br3aMoxHO f1a 6b1€e onpeieNieHo AT T€3H HHIIHACHTH ca CBBP3aHH NPSIKO ¢
TOPHHTE WIK APYTH (paKTOPH.

IIpHanu3iem

Cpeacrsara 3a ne4eHue Ha epexTIwIHaTa AUCPYHKUNA, BKIIOUUTENHO cuiaeHadwt, Tpadea aa Obaar
M3MON3BaHH BHHUMATE/THO MIPH NMALKWEHTH ¢ aHaTOMHYHA Ac(hopMallus Ha NeHHca (KaTo aHrynalus,
KaBepHO3Ha pubpo3a unn Gonect Ha Peyronie) Wi np# NalMEeHTH ChC CHCTOAHHSA, KOUTO MOXeE [
NpeApa3noNaraT KbM NPHANK3IbBM (KaTo ChPIOBHAHO-KIIETHLYHA AaHEMUSA, MYJITHILIEH MHENIOM MM JICBKEMHA).

MMa cpoOLeHus 3a MPOABIDKUTENIHA EPEKLMA M ITPUANU3IbM NpH NPUEM Ha cunieHadun B
MOCTMAaPKETUHIOBHA Nepuoa. B ciyyaii Ha epekis, KOATO NPOAB/DKABA NoBete 0T 4 yaca, NauUeHThT
TpsaOBa He3a0aBHO A NOTHPCH MEAMIMHCKA NOMOLL. AKO MPUanKW3IMLT He ¢ JIeKyBa He3abaBHo, 61 Morioe aa
ce CTUIHE X0 YBpeXIaHe Ha ThKaHUTE Ha NICHUCA H MOCTOAHHA 3ary0a Ha MOTEHTHOCT.

EnHoBpeMeHHO npunoxedue ¢ Apyry OJAES nHxubutopy WM ApyrH iedeHus Ha epeKTWIHA ANCHYHKIINA

BesonacHocTTa ¥ epuKkacHOCTTa HA KOMOMHaWKWWTE Ha cunaeHadwn ¢ apyra PJES naxuburopn, apyru
neucHud Ha besoapobHa aprepuanna xunepToHus (BAX), caaspxamy cunaenapun (REVATIO), wnn
JPYTH A€YEHHUA Ha ePEKTWIHA AUCPYHKLHUA He ca mpoyueHH. Ilopaau ToBa NpWwiaraHeTe Ha TaKHBa
KoMOMHALIMH HE Ce Npenopb4Ba.

EdekTi BBpXY 3peHHETO

MMa crioHTaHHM CLOOLIEHHA 32 CIyYal Ha 3pUTE/IHH YBPEXKAaHUA BbB BpBb3Ka € MPUEM Ha CWIAeHaduI U
npyru OJES unxuburopu (Bx. Touka 4.8). 3a cIyyan Ha HeapTEPUHTHA NPeAHa UCXEMHYHA ONTHYHA
HEBPONATHA, PAAKO CBCTOSAHUE, HMA CITIOHTAHHH CHOOLICHUA U CHOOLLEHU B 00CEpRALIMOHHO NMPOYYBAHE BbE
Bpb3ka ¢ IIpueM Ha cunjaeHadun u apyru OJIES nuxubnropn (Bxk.Touka 4.8). [Tauuentnre Tpabpa na 6paat
MOCHBETBAHH, Y€ B CJIY4al Ha KAKBOTO U JIa € BHE3aIHO 3PUTENIHO YBpexaAaHe, TpabBa aa cnpar npHemMa Ha
CHHerpa M He3abaBHO Aa ce KOHCYNATHPAT ¢ jekap (Bx. Touka 4.3).

EpHoBpeMeHHa ynotpefa ¢ puTOHaBHD

EnHOBpeMeHHOTO NpuIoKeHHe Ha cuieHad I U PUTOHABHP Ke ce NpernopbtBa (BX. Touka 4.5).

EanoBpeMeHHa ynotpeda ¢ andra-6nokepu

[Ipenopbuysa ce BHUMAHHUE, KOTaTO CHNACHAa(U ce Npiara Ha MaLKMeHTH, KOUTO npueMat anda-6nokepu,
THH KaTO €AHOBPEMEHHOTO MPUNOKEHHE MOXKE Ja AOBEAE 10 CHMIITOMATHYHA XMIIOTOHHA TIPH MAJIKOTO
YYBCTBUTEITHU HHAMBUAH (BXK. ToOuKa 4.5). ToBa € Hail-BEepPOATHO Aa Ce NPOABHU {Ipe3 NbPBUTE 4 yaca crea
npuema Ha cunaenadun. Iauventure Tpadea Aa 6HAaT XeMOAHMHAMUMHO CTAOWIHK 1O OTHOLICHKE HA




TepanuaTa ¢ anda-6nokepy npeay 3ano4BaHe Ha Ne4YEHHE ChC CWIIEHAadW, 3a Ja ¢ HaMaIH Bb3MOKHOCTTA
3a pa3BUTHE Ha OPTOCTAaTHUHA XHIMOTOHHA. TpAOBa Ja ¢e MMa MpPEABU/ 3all0YBAHE HA NEYECHUETO CBC
cuiaeHadmn ¢ no3a ot 25 mg (BX. Touka 4.2). B fomenHenre, nekapute TpabBa /1a NOCHBETRAT NALIUEHTHUTE
KaKBO Ja IpaBAT B CJTyYait Ha [oABa Ha CUMIITOMH Ha OPTOCTATHYHA XHITOTOHUA.

Edexrt BbpXY KbDBEHETO

[IpoyuBaHMs BBPXY YOBELIKH TPOMOOLIMTH MOKA3BaT, Y€ CHIAcHA(DUN NOTEHLNPA in Vilro aHTHArPEraHTHUTE
CBOMCTBA HAa HAaTpHEBHA HUTpoNpycHA. JInncea nHpopmaund 3a 6e3onacHara ynorpebda Ha cuaeHagUN MpH
MaUMEHTH ¢ HAPYLUEHMA HA KPBBOCHCUPBAHETO WIH AKTHBHA NENTHYHA A3Ba. Clea0BaTeNHO, cruiacHAGU
TpaOBa fa Ovje nmpyarad Mpy TakMBa NAalUWEHTH CaMO Clle]l BHUMATENHA OLIEHKA MOJ3a-PUHCK.

JKenu

CHHerpa He € noKa3zaHa 3a ynorpeda rnpy xeHu.
4.5 BiaaMoaeHcTBRE ¢ APYIH JJEKAPCTBEHR NPOAYKTH H ApPYrA GOPMA HA B3ARMOACHCTBHE

EdexTy Ha ApYIH NeKapcTBEHHU NMPOAYKTH BBPXY cuiaeHadun

IIpoyveanus in vitro

MeTabonu3MbT Ha cuaaeHadUA MO APHHLUMUI C€ OCHLIECTBABA ¢ TOMOLLTA HA H30€H3UMH 3A4 (OCHOBEH IBT)
u 2C9 (sropocTeneHeH nbT) Ha nutoxpoM P450 (CYP). [lopann ToBa HHXHOHTOpHTE Ha TE3X H30EH3HMH
MOTaT la HAMANAT, 3 MHAYKTOPHTE UM — Ja MOBHINAT KIHPbHCA Ha CAIAeHapHL.

[Ipoyyeanus in vivo

[TonynaunoHHUAT PapMAKOKHHETHYEH 2HAJIM3 HA JaHHUTE OT KJIHHHYHHU TTPOYYBaHHUA TT0Ka3Ba HAMaJleHHe
Ha KJIMpBbHCA Ha CUNacHaQWI NpH €AHOBPEMEHHO NpUIoxkeHUe ¢ nHxubutopu Ha CYP3A4 (xaro
KETOKOHA30J1, CPUTPOMHLIMH, UMMETHANH). Bbnpexn ue He € 6uno HabmoaaBaHO NOBUIIABAHE HA YECTOTATA
Ha HeXeNaHHUTE peaKLHH [PH Te3W MaLMEHTH, KOTaTo CUIZEHa(HI ce MpHiIara eAHOBPEMEHHO ¢ MHXUOUTOPH
Ha CYP3 A4, Tpabra na ce Ma npeIBua Ha4YalHa A03a OT 25 mg.

EnHoBpemeHHNAT npueM Ha HIV-npoTea3sHus HHXUOHTOP PUTOHABHD, KOHTO € MHOTO MOIIEH HHXHOUTOD Ha
P450 (500 mg neykpaTHO OHEBHO), B cwineHadwn (100 mg eqHOokpaTHA N03a) € JOBENT A0 HAPACTBAHE C
300% (4-kpatHo) Ha Cmax Ha cunnedadun u ¢ 1 000% (1 1-xpatHo) Ha nhasmenata AUC Ha cungenadun.
Ha 24-us yac nnazMeHUTE HUBA Ha cuiaeHadun Bee oule ca 6unn oxono 200 ng/ml B cpaBHeHue ¢ HUBATa OT
5 ng/ml npu caMocToATeneH npuem Ha cunaeHadun. Tosa CLOTBETCTBa Ha M3pa3eHHTE eeKTH Ha
PUTOHABHBP BBPXY LIHPOK Kpbr cyOcTpaTH Ha P450. CunaeHadun He e nokaszan BIUAHHE BBPXY
(papMaKOKMHETHKAaTa Ha pUTORAaBHp. Bb3 OCHORa Ha Te3W (PapMaKOKMHETHUHH PE3YJITATH €JHOBPEMEHHOTO
NpUNoKEHHE Ha CUNAeHa( N PUTOHABRUD HE C€ Npenopbusa (BK. Touka 4.4) ¥ npy HUKAKBH
OOCTOATENICTBA MAKCMAJTHATA 03a Ha cuiiaeHadnun He TpabBa na HagxBepas 25 mg B paMKuTe Ha 48 vaca.

EanospeMeHRHAT npueM HA HIV-npoTreaisHna HHXUOUTOP cakBUHABUP, KOMTO € nHXHOHTOp Ha CYP3 A4,
cneq BOCTUraHe Ha paBHOBECHU koHUeHTpauun (1200 mg Tpu neTH fHeBHO) U cunaeHadun (100 mg
eJHOKpaTHa 103a) € gosen Ao HapacTBaHe ¢ 140 % na Cmax Ha cungeHadgun 1 ¢ 210 % na AUC na
cunaeHagn. CungeHadun He e okasa BIHAHHE BEPXY (papMaKOKHHETHKATA Ha CAKBHHABHMP (BXK. TOUKa
4.2). Ilpeanonara ce, 4ye no-MoluHH UHXKUOGUTOpU Ha CYP3 A4, kaTo KETOKOHA30/1 M UTPaKOHAa30J, Ouxa
UMAJIH OLLIE 10-CHIIEH €(EeKT.

I1py eaHOBpEMEHHO NPUNOKEHHE HAa cuiaeHadun B eaHoKkpaTHa go3a oT 100 mg u ymepenna CYP3 A4
HHXHOHUTOP EPUTPOMHMLINH, CIIEA AOCTHIAHE Ha paBHOBECHU KoHUeHTpauuy (500 mg AByKpaTHO AHEBHO 3a 5
IHH) e b0 HabmonapaHo yeenuueHue ¢ 182 % Ha cucremuara ekcnozruma (AUC) Ha cunpenagun. Ipu
3ApaBM MBXe 100poBonLN He ¢ Oun HabmoaaBaH edekT Ha azUTpoMuuMH {500 mg AHERHO 3a 3 IHH) BBPXY
AUC, Cmax, tmax, e1HMUHALMOHHATA KOHCTAHTA WK [0/YKMBOTa Ha CHIIAeHA( I HIH HETOBHTE OCHOBHH
MeTadonmuTe B uMpKynauuata. Liumetuaus (800 mg), ko#ito € unroxpoMm P450 unxuburop v HecrienmagacH
CYP3A4 uuxuburop, € npeaussUkan HapacTBaHe ¢ 56% Ha M1asMeHaTa KOHIEHTpAaLUA Ha CUIAeHa I npH
€IHOBPEMEHHO MPUIOKEHHE Cbe cluiieHadun (50 mg) npu 3apagu 40OpPOBONLA.




CoxbT oT rpeiindpyT € ¢1ad uuxuburop Ha CYP3A4-Mennnpanus MeTabon3eM B UpEBHATA CTEHA H
MOXE 1a JOBeJEe A0 YMEPEHO HApacTBaHEe Ha IUTa3MEHHUTE HHBA HAa CHIIIEeHa(WII.

EaHoKpaTHHU A034 aHTHALUA (MarHE3NEeB XUAPOKCUA/ AMYMHHHER XUAPOKCH) RE ca MOBIHANH
OHOHANMYHOCTTA Ha CHIIAEHa(p.

Brropeku ue He ca npoBeXaaHU celUGuIHE Ipoy4YBaHUA 324 JIEKApCTBEHU B3aUMOJCHCTBHUA ¢ BCHYKH
JIEKAPCTBEHHU NPOAYKTH, NOMYTALHOHHHIAT (JapMaKOKHHETHYEH aHANIA3 HE € MOKa3an ePexT BbpXy
drapMaKOKHHETHKATa Ha CHIAcHa(pUI TPH €AHOBPEMEHHO NMPHIOKEHHE Ha IEKapCTBa, MPUHAATEKALIH KbM
rpynara Ha nHxuburopure Ha CYP2C9 (kato TonOyramun, sapdapuH, GeHUTOMH), MHXHOUTOpHTE Ha
CYP2D6 (kaTo cenexTuBHHUTE HHXUOUTOPH Ha 00paTHHUA 3aXBAT HA CEPOTOHHHE, TPHLHKITHYHHTE
AHTHOETIPECAHTH), TUAZHIHMTE ¥ CPOAHM NTHYPETHUH, OPUMKOBHTE H KaNHH-CIIECTABALLMTE JHYPETHIY,
UHXHOHTOPHTE HA AHTHOTEH3IUH-KOHBEPTHPALLNA CH3UM, KallUMEBUTE aHTaroOHHUCTH, beTa-
aJpeHOpPeUeNTOPHHATE AaHTATOHHUCTH WM HHAYxTopuTe Ha CYP450- Mmeauupanug Metabonmu3eM (KaTo
pupamnuuuy, Oapbutypatn). B npoydysase npu 3apaBy 10OPOBOIILM OT MBXKH NON €AHOBPEMEHHOTO
NPIIOKEHNE Ha EHAOTENNNH-PELIETITOPEH aHTaroHucT — 6ocentan (MHaykTop Ha CYP3 A4 [ymepeH],
CYP2C9 u BepoarHo Ha CYP2C19), B cranoRapHo cheTosiHue (125 mg ABa IHTH JHEBHO) CHC CHIIACHAMILT
B CTAlIHOHApHO CBCTOsAHNE (80 mg Tpu BTH AHEBHO) € AOBENO OO ChOTBETHO 62,6% 1 55,4% namanenue Ha
AUC 1 Cmax Ha cungenadun. Ilo Tasn npydvHa eAHOBPEMEHHOTO NpunoxkeHue Ha Mo CYP3 A4
HHAYKTOpH, KaTo pudaMnuLUH, ce OYAKBA A3 I0BEAE IO MO-3HAYHMH HAMANICHUA Ha IUTa3MEHHUTE
KOHLIEHTPalUWHK Ha cuaeHadu.

HHHﬂpﬂHﬂHﬂ = XHﬁpHﬂ MEXKAY AKTHBATOP Ha KATHCBHTC KaHAIIKR B HUTPAT. HDP&I[H HHUTPATHATaA KOMIIOHCHTA
CBPHICCTBYRBA BBE3MOKHOCT Ja QOBCIC 1O CCPHO3HO B3aHMOJEHCTBHE CBC CHJL[IEHHIIJHJ].

E(bEKTH Hd CHJ'[,I[EHEIhHJI BbpXY APYI'H NEKAPCTBCHH NMPOIYKTH

Hpoyusanus in vitro

CunneHapwi e cnad uuxudnTop Ha uuToxpoM P450 uzoensumu 1A2, 2C9, 2C19, 2D6, 2E1 n 3A4

(IC50 > 150 uM). KaTo ce nMma npeaBHa, ue IIHKOBATA MNa3MEHa KOHUEHTpAIIMA cliel IPHEM Ha CHIICHAD U
B MPENOPBUYMTENHHUTE J034 € npubnuzuTenno 1 uM, He 61 Mormno aa ce ouakpa CHHerpa na nosiause
KJIHPBHCA Ha CyOcTpaTTe Ha TE3M M30EH3MMH. JIMNCBAT JaHHU 33 B3aUMOACMCTBHETO MEXAY CHIeHadHN N
HecneuHpHIHHTE PochoanecTepazBd HHXHOKTOPH KaTo TeOPHIHH WIN AHIIMPHAAMOI.

Iipoyueanua in vivo

B CBOTBETCTBHE C NO3IHATUTE CU AEHCTBUA BBPXY NBTA a30TeH okcHa/ul M@ (Bx. To4ka 5.1) cunaeHadun
NoKasa NOTEeHUHPaHe Ha XUNOTEHIUBHHTE €(PEKTH Ha HUTPATHTE H CICA0BATENHO, €AHOBPEMEHHOTO MY
NpWIoKEHUE € JOHOPH HA a30TE€H OKCHA MK HHTPATH 0] KaKBaTo U 1a € popmMa € IMPOTHBOIOKa3aHe (BX.
Touka 4.3).

Puouuryar: [IpeaxTMHHYHHA NPOYYBaHHA HOKA3BaT JIOMTBTHUTENEH e(DEKT Ha NOBWKABAHE HA CHCTEMHOTO
KpBbBHO HaJsraHe, korato ®JIES uHxudburopu ce koMOMHMpAT ¢ pUoLuryar. B KIMHNYHHA NPOYUBAHHA €
AoKa3zaHOo, 4e pHOUMIYAT NOTEHUMpA XUNTOTCH3NBHUTE edekTu Ha DJIES uuxubutopure. HaMa naHHM 3a
GnaronpuUATeH KIHHNYEH ePeKT Ha KOMOMHaUHATA B NMpOYyYBaHaTa Nnomnyjauusa. ExHoBpeMeHHaTa ynotpebda
Ha puouuryat ¢ ®JIES uHxuburopu, BKTHOYHTENHO CHIeHa(hun, € MPOTUBONIOKa3aHa (BxkK. Touka 4.3).

EnHoBpeMEHHOTO NMPHUIOKEHHE Ha CHIAeHad T Ha MMTAUMEHTH, KOMTO MpHeMaT anda-0rokepn, MoXxe aa
AOBERE 10 CUMNTOMATHYHA XHUITOTOHHA IPH MANKOTO YYBCTBHTEIHY HHAMBHAN. ToBa ¢ Hall-BEpOATHO Ja ¢e
NposBH IIpe3 NbpBHTE 4 Haca ciel npHeMa Ha cunacHadun (BxK. Toukd 4.2 1 4.4). B tpu cneundugnn
MpoyvBaHHA 32 JJIEKAPCTBEHN B3auMMoeicTBKA anda-O6nokepbT nokca3zo3nH (4 mg ¥ 8 mg) u cunaenadun (25
mg, 30 mg unn 100 mg) ca Oy TpUNoXKeHH AHOBPEMEHHO Ha MALMEHTH ¢ J00pPOKaYeCTREHA XHITEPIUIA3n
Ha npocTtaTa (JXII), ctabunuzupaHu Ha Tepanns ¢ JOKCa303MH. B Te3H U3NUTBaHH MOTYIaLHH €
Ha0I0JaBAHO CPERHO AONBAHUTEIHO HaMaJIeHHEe Ha KPBBHOTO HalAraHe B JIETHANIO MOJI0XKEHHE CHOTRETHO
7/7 mmHg, 9/5S mmHg 4 8/4 mmHg, n cpeaHo ACIBIHATENHO HAMAJICHUE HA KPBBHOTO HANATAHE B
M3MPaBEHO MONOXKEHHE choTBReTHO 6/6 mmHg,11/4 mmHg v 4/5 mmHg. Korato cunaenapun 4 4okcazo3uH
ca OHIIH NPHIOKEHH €AHOBPEMEHHO NPU MALMEHTH, CTAOWIH3IUPAHH Ha TEparua ¢ J0KCA303UH, ca NOTy4YeHH




peakH cboOlICHHUA 3a MALHEHTH, KOUTO €A MOTYYHIN CUMITTOMATHYHA OPTOCTATHYHA XUNIOTOHMA. Te3u
CHOOLICHNA BKTIOYBAT BUCHE HAa CBAT U 3aMasgHOCT, HO HE H CUHKOI.

ITpu enHoBpemMeHHOTO MpUnarale Ha cwiaeHadmwn (50 mg) u Tondyramua (250 mg) nnu sapdapuH
(40 mg), konto ce Metabommsupat oT CYP2(C9, He e 3a0ena3aHo CUrHUUKAHTHO B3aRMOAEHCTBHE.

Cunagenapun (50 mg) He e noTeHUHpan JONBIHUTETHO YABIXKABAHETO HA BPEMETO HAa KbpPBEHE,
MpeAU3BUKAHO OT aleTWICATHIWIOBaTa KucennHa (150 mg).

Cunnenagpun (50 mg) He e noTeHUHpan AOMBIHUTENHO XHINOTEH3UBHUTE ¢pEKTH HA aNKOXoa MMPH 3ApaBH
AOOPOBO/ILM CBC CPEIHH MAKCHMAJTHH KOHLIEHTPALMH Ha ankoxon B kpseTa 80 mg/dl.

KaTo 110 aHTUXHUIIEPTEH3UBHHUTE JIEKAPCTRA, NPHHALNCKALLN KM CIISAHUTE KNacoBe: IUYPETHIIH,
6era-o6nokepn, ACE uHXnOuTOpH, aHrNOTeH3UH 11 aHTaroHNCTH, aHTUXHIIEPTCH3UBHY CPEACTBA
(BazoaMNaTaTOPH M UEHTPAITHO ASHCTBALIUH), AfPEeHEPrUIHM OJIOKEPH, KAJILMEBH aHTAarOHMCTH U anga-
aaApeHopeuenTopHy 010KepK, HE ca MNOKa3aK pasIkMueH NpoQHU Ha HEXENaHH JIEKApCTBEHH peaKLUH IpH
alMeHTH, NoTyYaBaliy cunaecHadpun cnpamo mauebo. B cneundpuyHo MpoydBaHe 3a 1E€KapcTBEHO
B3aMMOIEAICTRBIE, NIPH KOETO Ha XUNEPTOHHIM € O npuioxeH cunaeHapun (100 mg) eaHOBpeMEHHO C
aMJIOJINIIHH, € HACTBIWIO AOMBIHUTEIHO NTOHHKEHHE Ha CHCTOTHOTO KPbBHO HANATAHE B JIETHAJIO
nonoxenue ¢ § mmHg. CHLO0TBETHOTO AONMBIHHUTEIHO MOHWKEHUE HA AHACTOIHOTO KPbBHO HAATAHE B
NerHano nojioxeHue € 6mno 7 mmHg. Te3n 1oMBIHUTETHY MOHMXXEHHS HA KPBBHOTO HANArase ca 6mnm ot
CX0JIHa BeJTHYHHA ¢ TE3H, HaOMONaBaHY NTPH 3APaBU AOOPOBOJILHK, NOMYyYaBally CaM0 CHIAeHadnn (BxK.
To4ka 5.1).

Cunaenadpun (100 mg) He € moBnHAT PapMaKOKHHETUKATa B CTaLlMOHapHO cheTogHue Ha HIV-nporeaznuTe
HHXHOUTOPH CAKBMHARHUP H PUTOHABHP, KOUTO ca cybcTpaT Ha CYP3 A4,

[lpu 3zpaBu 0oOpORONIM OT MBXKK NON cWideHapua B cTauMoHapHO cberosHyue (80 mg Tpu mbTH AHEBHO)
e Aosen oo nosuireHne ¢ 49,8 % na AUC Ha GoceHTan v noBuiuenue ¢ 42 % #a Cmax Ha 6ocedTaH (125 mg
IBa THTH JAHEBHO).

HobaBsaHeTo Ha €eAUHUUHA A03a cCUnAeHa(un KbM CaKyOUTpIWI/BaicapTad B CTALMOHAPHO CHCTOAHUE
MpH TMaLHEHTH ¢ XHIEPTOHHUS C€ CBBP3BA CHC IHAUUTETHO MO-TOMIAMO TOHIKABAHE Ha KPBBHOTO
HaJ/LATaHe B CPaBHEHHE C MIPIITOKEHHETO HA cCakyOUTpH/BancapTaH caMocToATeNHO. [Topaau ToBa
TpaAbBa Aa ce 00pbiia 0cobeHO BHHMAHKNE, KOTATO CWIAeHAQ W ce 3ano4uBa IpYU NMAUHEHTH, EKYBaHU
CBhC CaKyOMTpHIVBANICAPTAH.

4.6 POepTHIAHTET, OPEMEHHOCT H KBEpPMeHe
CuHerpa He € NokasaH 3a yrnoTpeda npn xeHn.
He ca npoBexaaHy CEOTBETHH M A00pe KOHTPONMPAaHH MPOy4YBaHHA MpH OpeMeHHH WK KbpMeLld

KCHH.

B pempoayKTHBHHU MPOYUBAHUA NPH ITbXORE H 3aH1H He ca HAaOMOAAaBaHH PEIICBAHTHH HEXEJITaHH
peakiuu ¢lell nepopaiso MpHIOoKEHHE Ha CUNACHaQ .

JInncea edekT BbpXY AOABMXKHOCTTA NHA MOp(OIOrHaTa Ha CNEPMATO30OUANTE ClIE €AHOKPATHH
nepopanHn ao3u ot 100 mg cungenadnn npu 3gpasn gobpoeonum (BxK. Touka 3.1).

4.7 EdekT BEpXY cnnocobHOCTTA 32 WIOPHPaHe H padoTa ¢ MAWWHHH

CHHerpa MoXe J1a NOBJIUABA B MAJIKa CTEMNEH CMOCOOHOCTTA 3a WodHupaHe U paboTa ¢ MALLIMHK.

TBi KaTO B KIMHU4HU MPOYYBaHUA CbC CHIAeHa(UN ce ¢bo0LUaBa 32 NOABA HA 3aMaiiBaHe U NPOMEHH B
3peHHETO, MAlMEHTUTE TPAOBa Aa UMAT MpeACTaBa 3a peakuuHre cu kbM CUHerpa npead uropupale UNH

paboTa ¢ MallHHA.

4.8 HexenaHn JeKapcTBEHH peakKlHH




Kpatko onucaHue Ha mpodpuna Ha 6€30NacHOCT

[MpodureT Ha GesonacHocT Ha CuHerpa e 6a3upan Ha 9570 mauuenTy B 74 aBoitHocneny wiauedo-
KOHTPONHPaHH KIMHHYHH Npoy4yBaHua. Hal-uyecTo cro0UiaBaHHTE HEXETAaHHN peakliMH B KITHHHYHHTE
NpOY4YBAHHA CPeJ MALUEHTHTE, HA KOUTO € NMpHiarad cwigenagui, ca OWM riasodonue, 3adepBaBaHe,
AUCTIENICHA, HA3ATTHA KOHIeCTHA, 3aMaiBaHe, rajieHe, ropellld BhJIHH, 3PUTETHY HAPYLIEHHA, LUAHONCUA H
3aMBIIICHO 3pEHHE.

Hexenany peakuuy 1o BpeMe Ha NOCTMapKETHHIOBOTO HalbmoaeHHe ca chOMpaHy U NOKPUBAT
npubnuinuTenen nepuon ot > 10 rogunn. YectoTara Ha TE3M HEXXENMAHU PEAKLMH HE MOXE A4a CE OIpeaeny ¢
ROCTOBEPHOCT, Thil KATO HE BCHYKH HEXEIaHH PeakLH ¢a ChOOIIIEHN Ha NpUTeXKaTe/sd Ha Ppa3speLIeHHETO 34
ynorpeda 1 BKIOYEeHH B 0a3aTa IaHHU 3a Oe30MacHOCT.

TabnuueH CNHCHK HA HEXKETAHUTE JIEKAPCTREHN PEAKIIUH

B tabnruarta mo-gony BCHYKH KIMHHUHO BaXXHHM HEXETAHH peaklHn, KOUTO ¢a HabmogaBaHH B KITHHHIHHU
MPOY4YBAHUA C YECTOTA NO-rofiAMa oT Mnauebo, ca ONUCaHH N0 CHCTEMO-OPraHeH KIac H 4ecToTa (MHOTO
yecTH (>1/10), uectn (> 1/100 go <1/10), neuectn (=1/1000 go <1/100), peaxn (=1/10 000 ao <1/1000). I1pu
BCAKO I'pYNUpaHe B 3aBUCHMOCT OT Ye€CTOTaTa HeXEJIAHUTE JIEKAPCTBEHH peaklUuMHy ce U3BposBaT B HH3XOAALK
pel Mo OTHOLLICHUE Ha TAXHATA CEPHUO3HOCT.

Tabauua 1: KAHRHHYHO BAOXKHH HEXENNAHH PeaKldd, CLOoOMIEeHH ¢ 4eCTOTa, NO-roJIAMA 0T Y€CTOTaTa Ha
naanefo B KOETPOJNPAHH KNHHHYHE NPOYYBAHAS, H KIHHAYHO BAXKHA HeXe/1aHH PeaKNHA,
CHO0LIEHH N0 BpeMe Ha NOCTMAPKETHHIOBHSA HEPHO]

Cucremo- Muoro yectn | Yeern (=1/100, He4ecTn Peakn
OpPraHHH =1/10) <1/10) z1/1000 n =1/10 000 u
KJIACHPHKAIHA <1/100) <1/1000)
Hudexunn B Punur
HHpECTANHH
Hapyinmenns Ha CBpBXYYBCTBHUTE-
HMYHRATA HOCT
CHCTEMA
Hapymienns Ha | I'naBobonue 3amaiiBaHe CHHIMBOCT, MoO3BMHO-CBHAOB
HePBHATA XUIOECTE3HA HHUHIEHT,
CHCTEMA TPaH3UTOPHA
HCXEMHUYHA aTaka,
rbpH,
*peLluAMBHpPALIN
repuose, *cuHkoen
Hapymenns Ha Pazctpoictera Ha | HapywieHnsa Ha HeaprepuurHa
OMHUTE LIBETHOTO chiI30ooTAeAHeTo*** | npenHa
3peHUe™* ¥, , bosnka B ouuTe, HCXeMHYHA ONITHYHA
IPUTENTHH tdhoTodobusn, HeBpOMaTHA
HapYLLIEHUA, doTorncua, ouHa (HAHUOH)*,
3aMBIJIEHO XHIIEPEMHA, peTHHANHA ChLA0BA
3peHHe 3ACHJIEHO OKITy3uA*,
BB3IIPHEMAHE Ha pPETHHAJICH
CBCT/IMHATA, KpbBOM3IIHB,
KOHIOHKTHBUT apTepHOCKNEe-
POTHYHA
DETHHOMATHA,
HapylleHHA Ha
peTHHATAa, rMayKkoMa,
HapyLIeHHUA Ha
3PUTENTHOTO I0JIE,
AMIUTONUWA, HaMaJleHa




3PUTETHA OCTPOTA,
MHOIIHA, aCTEHOINA,
MBITIZBUHH B
CTBKJIOBHIHOTO
TAJ10, HAPYLUEHHUA HA
vpuca, MHApPHa3a,
BIDKAAHE HA OPEONN
OKOJIO CBETJIRHHU
M3TOYHHIIH, €IEM Ha
OKOTO, [TOAYBAHE Ha
OKOTO, HAPY LIIEHHE
Ha OKOTO,
XUMEPEMHS Ha
KOHIOHKTHBATa, OUHO
ApasHeHe, abHOPMEH
YCEIAHHA B OYHTE,
eIeM Ha KJiemnaya,
MPOMAHA HA I(BETA Ha
cKiepara

Hapymiennsa Ha
YXOTO H

Bepturo, THHHTYC

['nyxoTa

NabHpPHATS
Cupacann Taxukapaus, BHezanHa cupaevHa
HAPYIIE¢HHUA NaJInmUTaluy CMBPT*, MUOKapAeH
MH(pApPKT, KAMEpHa
APUTMHUSA ™,
NpeachpaAHO
MBXIEHE,
HecTabunHa
CTEHOKAPIAHKS
Cuaosn 3auepBABaHE, XHUNEepTOHHUS,
HAPYNI¢HAA Iropeiy BbNHU XHIIOTOHMA
Pecnuparopuu, HazanHa Enucrakcuc, CraraHe B repnoTo,
rPLAHHA H KOHIeCTUA KOH[ECTHUA Ha HA3aJICH €1€EM,
MEIHACTHHANHH CHHYCHTE CYyX0Ta B HOCa
HApYIIeHHSA
CroMamno- ["anene, I"acTpo- Opanna
qpeBHH IHCTIENCHA e3othareanHa XHIIOECTEH3NA
HAPYIUERHS pedykcHa Bonecr,
NOBpbLUAHE,
O0nKK B ropHara
4acT Ha KOpeMa,
CYX0Ta B yCTaTa
Hapymenun na O6pus CUHIpoM Ha
KOXKATA H Stevens-
NoIKOKHATA Johnson (SJS)*,
ThKaH TOKCHYHA
enuaepManHa
Hekponusa (TEN)*
Hapymenns Ha Muanrna, 60nkH B
MYCKYJIHO- KpanHHLNTE
CKeJETHATA
CHCTEMA H
CHCANHHUTENHAT
a
THKAH
Hapymienus Ha XeMarypus




6nOpennTe n
MHKOTHHTE
NbTHINA
Hapymenns na [lenunen
BbL3NPOHIBOAR- KPBROMWIIIME,
T¢JHATA NPpHANH3IbLM*,
CHCTEMA H XEMATOCNIEPMHA,
 I'LpAaTa YIOBJKEHA SpeKIHs
O6mnu I'ppana 6orka, Pa3znpa3zHUTETHOCT
HapyIlleHNn yMOpa, yCeHiaHe 3a
1 edpekTH Ha ropeuiyHa
MACTOTO HA
| NPHJICKEHHE
Hicneapanusn YBenugeHa
ChbpACYHA HECTOTA

*CpobLIeHH caMO NPH MOCTMAPKETHHIOBOTO HabmoaeHue

**Pa3scTpoiicTBa Ha LIBETHOTO 3IPEHME . XNIOPONCHA, XPOMATONCHA, IMAHONCHA, EPUTPONCHA H KCAHTOMCHA
***HapyuweHns Ha CHI300TACNAHETO: CYX0Ta B OUMTE, TAKPHMANTHO HapPyLUEHHE U IOBUILIEHO
CBI300THENAHE

CrobuiaBane Ha NMONO3INPAHN HEXEaHH peaKLHy
CpoblUaBaHETO HA MOAO3IMPAHN HEXKEITAHH PEAKLHN CIIE[l pa3pelliaBaHe 3a yrorpeda Ha NeKapCTBEHUA

NPOAYKT € BaxkHO. TOBa NO3RONABA 3 NPOABKH HaOMIOAEHHETO Ha CHOTHOWIEHHETO MO3a/pUCK 32
JIEKapCTBEHHA MPOAYKT. OT MEAHLMHCKUTE CIEIHAJINCTH C€ U3UCKEBA Ja ChOOIIABAT BCAKA MTOA03UPaHa
HeXenaHa peakiua. Hexxenanure peakupu Moxe aa 6b1ar cbo0leHH ARpeKTHO Ha H3nmblHATENHA areHuus
no nexkapcereata (MAJI):

yn. HamsH ['pyes 8§

Codnsa 1303

Ten. +359 2 8903555

es1. nowa: bda@bda.bg

yebcaiT: www.bda.bg

4.9 Ilpenosnpane

B npoyugsanna Bepxy nobpoBonuu ¢ eqHokpatHH 4034 10 800 mg HexxenaHure peakuuy ca O noaodbHu
Ha T€3W, KOMTO ¢e HaOmoRapaT NpyA NO-HUCKH A03H, HO TAXHATA HECTOTA H TEXKecT ca 6Mnm no-ronemu. Joszu
ot 200 mg He ca IOBENH 10 NOBHLIEHHE HA €(PeKTHBHOCTTA, HO YECTOTATA HA HEXKENAHUTE PEaKLIMK
(rmaBobonue, 3auepBABAHE, 3aMaliBaHe, QUCTISTICHA, HAa3aIHA KOHTeCTHA, HapYLIEHO 3peHKe) € HapacTBANa.

B cay4yail Ha mpeao3upane cTaHAApPTHUTE MEAULIMHCKH MepKH TpAOBa aa 0baaT cb00pazeHn ¢ KOHKPETHHTE

HYKIOH. XeMOIHaIM3aTa He YCKOpABa KIIUPBHCA Ha cuifieHa(hus, Thil KaTo To#l ce CRBp3Ba REB BUCOK
MPOLIEHT ¢ ITa3MEHHUTE MPOTEUHH H HE ¢ ENUMHHMPA C YPUHATA.

5. ®APMAKOJIOTUYHU CBOUCTBA

5.1 QapMakoaHHAMHYHEH CBOHCTBA

dapMakoTepaneBTHYHA IPYTIA: Y POIIOIMYHH CpeCTBA. JIeKapeTsa, KOHTO Ce H3TIOBBAT NPH EPEKTWTHA TMCHYHKLMA.
ATC koa: GO4BEOQ3.

MexaHW3sM HA IefiCTBHE

CwiaeHahpHn CITY)KH 3a IEPOPATHO JICUCHUE Ha EPEKTITHATA IMCPYHKII. B ecTecTBeHH YCIOBHA, T.€. ITPH CEKCYATHA
CTHMYJIALHA, TOH BE3CTAHOBABA HAPYIIIEHATA EPEKTHITHA (PYHKIMA Ype3 YBETHYABAHE HA KPBLBOTOKA KbM TMEHHCA.




DUBHONOTHMHUAT MEXAHUIBM, OTTOBOPEH 3a ePeKLIMATA Ha IIeHHCA, BTOYBA OCBOOMKNaBaHe Ha a3oTeH okeuz (NO) B
KaBEPHO3HOTO TAI0 IO BpeME Ha CceKcyaHa cTumynauua. Cnen rosa NO akTHBHpa €H3MMA ryaHuaT LMKIas3a, KOeTo
BO/TH 110 NOBMIIIABaHE Ha HIBATA Ha LMKITAYEH ryaHo3HH MoHogocdat (il M), a ToRa BojM 10 OTITyCKaHe Ha IMaJKaTa
MYCKYJIATYPa B KABEPHOZHOTO TAIO H IPHTOK HA KYBB KbM HETV.

CwineHadnn e MOLUEH U cesiekTvBeH MHxuOuTop Ha ul M®-crietmdnara docdommecrepasza v 5 (PIES) B kopnyc
KaBepHo3yM, kbeTo OJIES e otroBOpHAa 32 pasrpaxaaneTo Ha ol M®. Cunnenadgun nma nepugepHo MACTO Ha
neiicTeiE BupXY epeKupsaTa. CruigeHadun HiaMa NpAK penakcHpalll eekT BhpXy MB3BQIIMpaH YOBEIHKN KOPITYC
KABEPHO3YM, HO MOLLHO YCHIBA penakcHpaltms edekt Ha NO ppXy Tazu ThKaH. [Ipy akTuBHpane Ha MeTabonmTHaTa
pepura NO/II M®, kakTo cTaBa mpH ceKCyariHa CTUMyiawa, HHxHOHpaHeTo Ha OJIES ot cunaeHahnn Boau oo
noemitieHH HUBA Ha Ul M® B kapepHO3HOTO Tswio. (CnefoBaTesHe, 3a Ia MOXKe CWIACHa(un 1a OCBIIECTBH CBOUTE
eNaHN GaronpHATHH (apMakoNOrmdHH epeKTH, € HeoOX0aMMa CEKCyaTHa CTAMYJIALIMA.

apmakoaHHaMHHU edeKTH

[MpoymanmATa in vitro ca nokasam, Ye cwiacHagpun e cenexripeH 3a O/IES, koATo yvacTsa B mpoleca Ha epeKis.
Heroeuar edexr sbpxy GIIES € no-MollieH, 0TKOMKOTO BEPXY ApPYTHTE H3BeCTHH ochoarectepasu. Toit e 10- kpamso
no-cenexktieeH 3a OJIES, orxonkoro 3a GJIEG6, KosTo yuacTsa B npolieca Ha GOTOTPAHCIYKLIMA B peTHHATA.

B MakciMaIHM NpenopbYMTEHU J03H CENIEKTHRHOCTTA My € 80- kparno no-sucoka 3a @/ES, orkonkoro 3a PJE]
Han 700-kpaTHo no-ercoka, oTkonkeTo 3a PJIE2, 3. 4,7, 8,9, 10 u 1. Tlo konkpetHo, cunaeragun uma 4000 meTH no-
ronamMa centeKTHBHOCT 3a DJIES, otkankoro 3a OJIE3 — mogopmara va LAM®D-crietmdryHatTa (ochoauecrepaia,

YYACTBALLA B KOHTPOJIA Ha ChPACHHHA KOHTPAKTWIMTET.
KimnnaHa ehkacHocT u 6e3onacHoCT

JBe XMHHYHH NPpOYUBaHKA €a OWIH CIIELMATHO MPOBEACHH, 3a 3 C€ OLICHA BPEMETO, KOETO € HEOOXOAMMO, 33 J1a €&
MOJTYMH €peKLIMA B OTMOBOP HA CEKCYANTHA CTUMYJIALMA CJIe MPHEM Ha JIEKapCTBOTO. B mpoyysase ¢ ysnoyiBaHe Ha
renisMorpathua Ha neHuca (RigiScan) npy naiueHTH, KOKTO ¢a IMPYETH CWIAeHA(HI HA TMATHO, CPEIHHUSAT MEPHO 10
HAYATIOTO Ha epeKTa MPH TE3H OT TIX, KOHTO €a NONYYIWIHM epeKiii, XapaKTepupailia ce ¢ 60% puriHocT
(mocTaTsyHA 33 OCHLIECTRABAHE HA NOJOeB aKT), € 61 25 myuuy™ (ot 12 mo 37 munyH). B apyro npoyyease ¢ RigiScan
cunaeHadhw nopu ¥ 4-5 yaca criesl NpHUeMa € JaBan FbaMOKHOCT 3a NOMYYABAHE HA €pEKLMA B OTTOBOP HA CEKCyayTHA

CTHMY/JIALIKA.

CunaeHadun MpeaM3BHKBA JIEKH U IMPEXOAHH NOHVDKEHHA HA KYbBHOTO HAMAHE, KOUTO B MHO3SHHCTBOTO OT CITYYAHTE
MpOTHYAT O¢3 KIMHWYHA CHMITTOMAaTHKA. CpeHaTa CTOMHOCT Ha MAKCHMATTHOTO TICHIDKEHME HA CUCTOVIHOTO KPbBHO
HANMTaHe B JISTHAIO MQI0KeHHe Cle repopaieH npueM Ha 100 mg cunpexadg e 6una 8 4 mmHg. CrotReTHaTa
MPOMSIHA B JMACTOTHOTO KPPBBHO HAATAHE B JIETHANO MONoxeHue e bmna 5,5 mmHg. Tesn noHwkeHHsa Ha KPbBHOTO
HA/IATaHe CLOTBETCTBAT Ha BA3OAWIATATUBHUA e(EKT Ha CWIaeHadWI, KOUTO BePOSTHO C& WDKK Ha MOBULIIEHHETO Ha
HUBRaTa Ha 1l MQ B rnaakara MyCKyJ/iaTypa Ha KPBBOHOCHHTE ChioBe. [ Ipu 3apasu 1o0poBOILM €IHHHYHA [1EPpOpaATHa
ao3a a0 100 mg cunacHadw He BOIU A0 KITMHHAYHO 3HAYUMH IMpoMeHR B EKT.

B npoyuBaHe BupXy XeMOAHHAMKMMHHTE eeKTH Ha €JHOKPATHA nepopanHa ao3a ot 100 mg cunaeHadhun npy 14
raieHTH ¢ Texka UbC (>70 % creHoza Ha noHe eaHa KOPOHAPHA apTep), CPeIHATE CTOHHOCTH Ha CHCTONTHOTO ¢
JHACTONHO HATIAHE B IOKO# ¢a ¢& NOHIKIWIA ChOTBETHO € 7 %% U 6 % cipsiMo msxoiHUTE, CpeHOTO CUCTOITHO
benoapobHo HaIAraHe ¢e € NOHIKWIo ¢ 9 %.

Cunpenaduil He € Mpeay3BAKAN MPOMAHA B ChPASYHHA ACOUT A HE € HAPYIIT KPbBOTOKA HPE3 CTECHEHHUTE KOPOHAPHH
APTCPHH.

B apoitHocnAmno, mauefo-KOHTPOIIMPAHO MPOYYBAHE, BIITOMBALLIO CTPEC-TECT € HATOBAPBAHE, € HATIPABEHA OLICHKA Ha
144 nmaumMeHTH ¢ epeKTHITHA IMCPYHKIMA H XpOHHYHA CTa0THA CTEHOKAPMS, KOWTO MPHUEMAT PeaoBHO
AHTUCTCHOKAPAHH JICKAPCTBEHH MPOAYKTH (¢ M3KMOUYECHNE Ha HUTPaTH). PesyrmaTire ca MOKA3AMY, Ye HAMA KIMHHYHO

3HAYMMH Pa3/THKA MEXITY CHIteHa(hWT U naied0 BbB BPEMETO [I0 NOABA Ha TIMMMMTHPALLA CTEHOKAPIKS.

Emvn vac cneq npueM Ha 100 mg ciuaeHadun npy MaTBX Opoil NaLMEHTH €A C€ NOSBWIH JIEKH U NPEXOIHH MPOMEHH B
CnocoOHOCTTA 32 PA3IMYABAHE HA LBETOBETE (CHHLO/3ENCHO), H3CIIeIBAHA € ITOMOLLTA Ha TeCTa 33 pasIpaHHYaBaHe Ha
100 1BeToBH oTTeHBKA Ha Famsworth-Munsell, xaro 2 vaca crien mpuema Ha nekapeTBOTO €PEKTHT € OTIBYYAT HAITRITHO.
BeposfTHMAT MEXaHHZBM HA Ta3H MPOMSAHA B LIBETOBATA JHCKPHMHHALIMA € CBBP3aH ¢ HHXHOHpaHeTo Ha @JIES, kosTo
Y4acTBa BbB HOTOTPAHCAYKUMOHHATA KacKazia Ha peruHarta. CrnaeHadin HaMa HAKaKbB ©eKT BLPXY 3pUTETHATA
OCTPOTa WIH YCELLAHETO 33 KOHTpacT. B Manko nnanebo-KOHTpOIMpaHe Mpoy4BaHe MPH NalUeHTH ¢ J0KA3aHa paHHA




BB3PacTOBO-00YC/IOBEHA AereHepauys Ha Makynata (n—=9) cungenagun (100 mg eqHokparHa 103a) He € A0BEN A0
3HaYMMHU MPOMEHH B MPOBEJICHHTE 3PHTEITHH TECTOBE (IPUTEIHA OCTPOTa, peliieTka Ha Amsler, 11BeToBa AMCKPHMUHALMA

Ha CHMYJTMPAHA IThTHA CBET/IMHHA CHTHANH3ALMA, nepumeTpy Ha Humphrey 1 gotoctpec).

He e ycraHoBeH eeKT BbPXY NOABIKHOCTTa WM MOPGOMONATa Ha CIEPMATO30MIMTE Cle ¢ IMHUYHA NepopaIHa 4034
ot 100 mg cunueradun npu 3apasu JoGpoBOMIM (BK. TOUKa 4.6).

LormHumenna uHEpOPpMAayus 3G KTUHWNHYU BDOYYEAH A

B xwmHW4HY npoyyBaHua cioiaeHadun e 6un npunoskeH npu roseye ot 8000 naupeHTH Ha BR3pacT 19-87 roquyn. bum
Ca NPEeACTABEHH CHECAHUTE IPYIH HALMEHTH: IIALMEHTH B cTapuecka BE3pacT (19,9%), naumermi ¢ xemepronus (30,9%),
saxapeH auabet (20,3%), ucxemraHa 6onect Ha cupuero (5,8%), xunepmirmnemus (19,8%), TpaBMH Ha rppOHAUHKA
mo3bK (0,6%), nenpecua (5,2%), TpaHCypeTpaita pesekima Ha npocratara (TYPIT) (3,7%), pamHkanHa MPOCTaTEKTOMHSA
(3,3%). CnenHure rpyI He ca 011 JOCTaTHYHO NPEICTABEHH WK ¢a OWTY MBKTHOYEHHN OT KITMHUYHHTE [TPOYYBAHMA:
MALHEHTH C OTIEPALIMA B MAITKMA Tas, NALMCHTH CIEN JThUSTEpariis, NAaLMEHTH ¢ TEXKO OBOPEHO WiTH YepHOOpOOHO
YBPEXIIAHEe U NALMEHTH C HAKOH CBPACYHO-CHIOBH NMPo0NeMH (Bak. ToUka 4.3).

B npoy4BaHusATa ¢ PHKCHpaHH /103H, IPOIEHTHT Ha MAIMEHTHTE, CHOOLLIARALLI, Y€ IEYEHHETO € NMOXOOPUIO TAXHATA
epexima, € 6un1 62 % (25 mg), 74 % (50 mg) u 82 % (100 mg) cnpsmo 25 % nipu waueto. B koHTpormpaly KITHHIYHH
MPOYYRAHHA YECTOTATA Ha MPEKBCBAHE HA JIEUEHHETO ChC CWIAeHagMN € Omria HUMcKa M nooOHA Ha TazM MpH Iwianedo.
3a BCHYKM NMPOY4BaHMA NPOLIEHTET HA MALIMEHTHTE, CROOLLABALLM 3a MoA0OpeHHe Che CIaSHAGDWN, € OWT KAKTO ClieBa.
NCHXOTeHHa epekTWTHA muchyHKam (84 %), cMeceHa epexTiwiHa aucdyriamsa (77 %), opraHidHa epeKTHIHA
muchyHiam (68 %), naitmeHTH B cTapyiecka Be3pacT (67 %), 3axapeH muabet (59%), UBC (69 %), xunepronns (68 %6),
TYPII (61 %), pamukamia npoctarekToMHA (43 %), TpaBMa Ha rppOHauHug MO3bK (83 %), nenpecus (75 %).

B mrrocpovHy mpoy4BaHKs O€30MACHOCTTA U ePeKTHBHOCTTA Ha CHIEHA(M €a Ce 3arasHii.
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Abcopbima

Cunnenapun ce abcopbupa Onp30. HabmopasaHuTe MakCHMaNHH IUASMEHN KOHLICHTPALMH CE AOCTUIAT B PAMKHMTE Ha

30 mo 120 myHy™ (cpeaHa croiiHocT 60 MUHYTH) Clief] epopanieH NprueM Ha rnamHo. CpeaHara abcomoTHA NnepopasiHa
6uoHATMUHOCT € 41 % (muanazon 25-63 %). Cnien nepoparnen npueM Ha cunaeHadw, AUC u Cmax HapacTBar

MPONOPLMOBAIHO Ha A034TA B NPENOPHYAHUTE A030BK rpainu (25-100 mg).

Korarto cuineradun ce B3eMe 1o BpeMe Ha XpaHeHe, CKOpOoCcTTa Ha abeopOLms HaMAIABa, KaTo CPEITHOTO 3a0aBAHE Ha
tmax e 60 MHHYTY, 2 CpeaHOTO NoHIDKEHMe Ha Cmax e ¢ 29 %,

Paznpenenenue

Cpemrmar obeM Ha pasnpeaesieHie B CTalMoHApHO crcTosHue (Vd) Ha cunpenadun e 105 L, koero roBopn 3a
pasfpeacnicHne B ThikakuTe, (e €IHMHHMHA NepopaiHa ao3a o7 100 mg cpenHara MaKCUMAITHA IUTA3MEHA
KOHLIEHTpaLMs Ha cwineHadn € npuormurenHo 440 ng/ml (CV 40%). Toit kato cunaeHadun (M HENOBUAT OCHOBEH

LMpKYpai N-1e3MeTHIT MeTabOIHT) € CRBP3aH ¢ IUTasMeHuTe OeTThUM B 96 %, ToBa BOAH IO CpeHA MAKCHMATTHA
KOHLICHTpALMA Ha cBoOoaHATA (hopMa Ha cunaeHadu B rnasmara ot 18 ng/ml (38 nM). CebpaBaseTo ¢ pOTeHHHTE €
HE3ABHCHMO OT OOLLIATA JIEKAPCTREHA KOHLICHTPALMA.

I'Ipu 3apaen 00GPOBOMIM, NMoMysaBaiiM cwiaeHadun (100 mg B eanokpaTHa ao3a), non 0,0002 % (cpeano 188 ng) or
MPIWIOXEHATA 1032 € OWIa YCTAHOBEHA B €AKy/1aTa 9 MUHY™TV CJiell pyHeMa.

buotpanchopMaHus

CunpeHadgmn ce MeTabOIM3Hpa [TIABHO OT M30eH3MMHTE Ha YyepHOApoOHMTe MHUKpo3oMH CYP3 A4 (ocHOBEH IThT) 1
CYP2C9 (BropocteneHeH mbT), OCHOBHHAT LIMPKY/IMpALLl METabOJHT ¢¢ [TOTyH4aBa B PE3YIITAT Ha N-Ie3MeTWINPAHETO
Ha cvnaeHadu. Tosn metabormiT HMa NpodrT Ha GocdoarecTepasHa CENEKTUBHOCT, NMOA0OCH HA TO3H HA
cwnaeHadw, M in vitro MotiHOCT cripsiMo PJIES npubrmnurertHo S0 % OT Tazy Ha H3XOIHOTO aKTHRHO BEILIECTEO.,
[Ina3sMeHHTE KOHLIEHTPALIMK Ha MeTabonuTa ca npubmusurento 40 %o oT Te3u Ha chaeHagun, N-ae3MeTHN
MeTaboNNTBT ce MeTabOIIM3Hpa JOITBIHUTEIIHO M MIMa KpaeH [OJTyHBOT 0K0JI0 4 yaca.




EnuMunupane

ToramumsT TeneceH KMpBHC Ha cuwaeHadun e 41 Vh ¢ nomy»mBor B kpaina daza 35 gaca. (e nepopatHo Wi
BEHO3HO MPWIMKeHHE CUIIEHA(W ¢ eKCKpeTHPa NoA $opMarta Ha METaOOTHTH IPEIHMHO C IBNPOKHEHUATA
(mpubmuzurento 80 % oT NpnokeHaTa nepopaiHa A03a) M B NO-MATIKA CTeneH ¢ ypuHata (pubnmsyrenHo 13 % or

IPHITOKEHATA NIEPOPAITHA [03a).

(PapMaKOKNHETHKA NPH CIICLHAIHH [PYTIH [TALHEHTH

Cmapyecka gv3pacm

3mpaBH DOOPOBOIILIM B CTapYecKa BL3pacT (Ha 65 WM [oBeye N'OIHMHH) ¢a HMAITA HAMAJIEH KITHPHHC Ha CHACHADM,
KOETO € JIOBEJIO A0 IUIA3MEHH KOHLIEHTpALMM Ha cunaeHa(n M Ha akTHBRNMA N-Ie3MeTiipad MeTabOo/IIT No-BUCOKH C
okoJio 90% B CpaBHEHHE ¢ YCTAHOBEHHTE ITPH 3ApasH Mo-Mitanu Aobposomm (1845 romunw). [ lopamy pr3pacToBH
PA3THKH B CBLP3BAHETO C TVTa3MEHHATE NMPOTEHHN ChOTBETHOTO YBEMUEHHE HA KOHLICHTpaLMHTE Ha CBODOIEH
cunaeHagun B rotaszmara € 6uno ¢ oxono 40 %.

bwbpevra HedocmantoyHocm

[TIpu 1oBPOBOILM C NEKO JI0 yMepeHo OB0petHO yBpekaaHe (KpeaTHHHHOB KTHPEHC = 30-80 ml/min)
¢apMakoKHHeTKATA Ha CHIicHah W € OCTaHaIa HEMMPOMEHEHA Clielt MPHEM Ha eTMHMYHA NepopaHa Ao3a ot 30 mg.
Cpennmrre croiiHocd Ha AUC 1 Cmax Ha N-nesmerwivpaHis MeTabOoMMT ca HapacHAM CLOTBETHO ¢ 20 126 % u no
73 % B CpaBHEHME CBC CHOTBETHH 110 BE3pacT 1odpoeonuy Hez OpdhpedHo yepexaane. I lopaam sucoxmme
MHAHBHIYTHH BapHalRiK, ofatie, Te3H paxTMKH He ca OWwiM cratucTidecks 3HaIMMK. [Ipu noBpoBonLm ¢ TexXKo

yBpexK/1aHe Ha Op0peunara ¢yHKImMA (KpeaTHHUHOB KHMpBHC <30 ml/min) KIMPLHCHT Ha crnaeHagun € 01 HamMarneH,
KOETO € [IoBeNo Ao cpeaHo HapacTeane HA AUC » Cmax ene cxoreetHo 100% u 88% B cpaBHEHHE CbC CHOTBETHH MO

BB3pacT Ao0poBomm 6¢3 6ubpeyHe yBpexciate. OceeH Toa croiocTHTe Ha AUC 1 Cmax Ha N-ze3MeTwiHpaHns
MeTaDOJIMT ca HapacHaH 3Ha9MMO, ChoTBeTHO ¢ 200 % 1 79 %.

YepHoOpobHa HedoCmanTeHOCH

[py noGpeBOILM € Jieka 10 YMEPEHa cTeneH Ha 9epHoapodHa 1upesa (A u B o Child-Pugh) iwMpbHesT Ha
cinaeHadun € Ol HaManeH, kKoeTo e goeeno a0 HapacTBaHe HA AUC (¢ 84 %) n va Cmax (¢ 47 %) B cpaBHEHHE CbC
CHOTBETHH 110 BB3PACT A0OPOBOIII 03 HEPHOAPOOHO YBPEKIAHE.

(hapMaKOKHHETHXATA Ha CHTeHaGUN [MPH MALMEHTH C TeKKO HapylIeHa YepHOAPOOHA (PYHKIMA He € MpoyyeHa.

53 IpenciHAnaHE JAHHEH 32 6€30NMACHOCT

HexmHyHITe JaHHH He NOKA3RAT 0co0eH PHCK 3a Xopara Ha 6a3a Ha KOHBEHLIMOHATHUTE (hapMaKOIOTHHH
IRIMMATBAHMSA 32 6E30MACHOCT, TOKCHYHOCT IMPH MHONOKPATHO MPUITOXKEHHE, NEHOTOKCHYHOCT, KAPLIMHOMEHEH [TOTEHLHA
M perpOaYKTHBHA TOKCHYHOCT M TOKCHMHOCT 33 Pa3BHTHETO.

6. PAPMAUEBTHYHH JAHHH
6.1 CnHcLK HA NTOMONIHHTE BellleCTBA

Aapo na tabnerkara

BessoaeH kanuues xuaporeH pocdar
MukpokpucTanda uenynosza PH 102

Kpockapmenosa Hatpui

Konouaen 6esponen cunuuer guokcun (Aeposun 200)
MarxHesyer cTeapar

DUNMOBO MOKPUTHE
[Monr (BUHUNIOB AJIKOXOT)
Makporon

Turavos avokcua (E171)
Tank ( E353b)




Huauro kapMuH anryMuHues nak (E132)
Kbar xkenesed okcna (E172)

6.2 HecsBmecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHoct

4 roANHA

6.4 CnensajHH yc10BHA HA CHLXPAHEHHE

Jla ce cpxpaHABa Ha MACTO, HEJOCTBHITHO 32 JeLa.
Ha ce chXpaHABa B OPUIrMHAJIHATA ONAKOBKA.

Ila ce cpxpanaBa non 25 °C.

6.5 BHAH CBALPKAHHE HA ONAKOBKATA

Cunerpa 100 mg ¢unmupanu Tabnerku ca onakoBakd B 6nuctepu ot npospayne PVC/PE/PVDC -
AnyMHHHEBO $0MHO, CBABPXKAIIH | WK 4 TabneTKH, NOCTABSHH B KAPTOHEHM KYTHH.

6.6 Chnennajnu npeinaina MEPKH NPH H3IXBLPJASHE

Hama cnenanHu U3NCKBaHHA.

7. HPHUHTEXATEJ HA PAZPEHIEHHUETO 3A YIIOTPEBA

HOBEJI ®APMA EOO/J

yi1. OxonoBpeCTEH MBT Ne3b
1415 Codus, bvarapus

Ten.: +359 2 962 62 80

dakc: +359 2 962 90 36
en.nowma: info@nobelpharma.bg

8. HOMEP HA PAZPELIUEHHETO 3A YIIOTPEBA

Per. Ne 20170162

9. JATA HAITBPBO PAZPEINABAHEMIOJHOBABAHE HA PAZPELHIEHHETO 3A
YIIOTPEBA

Harta Ha mepBo paspemaBane: 11.05.2017
Harta Ha nocneauo nogHoegpane: 14.06.2022

10. JATA HA AKTYAJIMNZUPAHE HA TEKCTA

12.2023 r.




