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W3MHLNAHATENMA ATEHUKMA NO NEKAPCTBATA

1. HME HA JIEKAPCTBEHHUA ITPOAYKT

Cunerpa 50 mg ¢punmMupanu TabIeTKH
Sinegra 50 mg film-coated tablets

2, KAYECTBEH H KOJIHMECTBEH Cbh(CTAB

Bcaxa Tabnerka cpanpka 70, 24 mg cunaenadun uutpar (sildenafil citrate), ekBnBanierteH Ha 30 mg
cunpeHahun (sildenafil).

3a MBJIHKUA CIIHCHK HA MOMOLIHKTE BELIECTBA BIDKTE ToUuKa 6.1.

3. JIEKAPCTBEHA ©OPMA

QUIMHpaHa TabNeTKa.
CVYHM JBOMHO W3MTBKHANH KBAAPAaTHH TAaONETKH cbhe 3a00/16HH pHOOBE U AeNUTEeNHA YEPTa OT ABETE CTPaHH.

Tabnerkara Moxe ga Obae pa3cii€Ha Ha ABC PaBHH [103H.

4. KJIMHHAYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHHA
CHHerpa e nNoka3aHa 3a MPUAMKEHHE MPH Bb3PACTHH MBXE € ePEeKTIWIHA AUCHYHKUMA, KOATO
npeACTaBIsABa HeCIIOCOOHOCT 3a TOCTHIAHE WIH 3a0bPKAHE HA €PEKUMA Ha MEHUC], J0CTaTbhYHa 3a
33I0BOJIMTENIEH CEKCYaNeH aKT.

3a 1a 6pae edexTBHa CHHerpa, € HeoOXoauMa CeKCyannHa CTUMY/ALINA.

4.2 J03HPORKAa H HAYHH HA NIPHIOKEHHE

Jdo3upoBKa

Ynompeba npu ev3pacmnu

[IpenoppunTenHara go3a e S0 mg, KOUTO ce B3eMaT NpPH HYKAa NPHOAHU3UTEIHO €IHH 4acC Npeau
CeKCYATHNA aKT. B 3aBUCHMOCT OT efpekTa H MOHOCHMOCTTA J03aTa MOXE 1a Obae yBeTHYeHa 10

100 mg unm HamaneHa go 25 mg.

MakcuManHaTa npenopbunTenna go3a ¢ 100 mg. MakcuManuaTa npenopsyYMTENHa YUECTOTA HA MPHEMaHe €
BeAHDK AHeBHO. [Ipyn npreM Ha CHHerpa no BpeMe Ha XpPaHEHE Ha4a0TO Ha AeHCTBHETO MOXke Aa Obae
3a0aBeHO B CpaBHEHME C ITPHEMa Ha ITaHO (BX.TOYKa 5.2).

CrneunaJyHA nNonvynalHuH

Cmapuecka ev3pacm
Kopekium Ha no3aTa He ca HeoOXOAHMMH ITPH MALMEHTH B CTAp4YeCcKa Bb3pacT (= 65roauHH).

bvbpeuno yspexcoane

[Ipenopbxure 3a Jo3KUpaHe, JafieHH B “YnoTpeda NpH BB3PacTHH ', Ca BATUAHH TIPH MALHEHTH C JIEKO

o yMepeHo 0b0peuHo yBpexkaaHe (kpeaTHHHHOB KIHpBHC = 30-80 ml/min).

Toi# KaTO NMPU NALMEHTH C TEXKO OBOPEUHO yBpexaaHe (KpeaTHHHHOB KIHpBHC <30 ml/min) KIHpbHCHT HA
cugeHadwi € HaManeH, TpadBa 1a ce uMa npeaBua Ao32a oT 25 mg. B 3aBucumocT ot edexra u
MOHOCHUMOCTTA /103aTa Moxke fa Obae yrenuyeHa nocteneHHo Ao 50 mg wim a0 100 mg cnopen Hyxaure.

Yeprnoopobuo yepexcoane
Tvii KaTO [PH MALUMEHTH C YepHOAPoOHO YBpEKIaHe (HAMp. UHPO3a) KIHPBHCHT Ha cHnaeHadun e




HaMaleH, TpA0Ba Aa ce uma npeasua Ao3a ot 25 mg. B 3aBucuMocT 0T edekra ¥ NOHOCHMOCTTA A03aTa
MOKe 1a Obae yeendueHa nocteneHHo 10 50 mg unu 1o 100 mg cnopen HyKauTe.

HHeduampuuna nonynayus
Cuxerpa He € nokaszaHa npy nmrua noj 18-roauinHa Bb3pact.

Vnompeba npu naytienmu,_npueManiu Opy2u AekapcmeerH RPooyxmu

C H3KTIOYEeHHE HA PHTOHABHP, 33 KOHTO He ce MpenopbyBa eAHOBpEMEHHa ynoTpeba cbe cunaeHadpun

(BX. Touka 4.4), Npu NauMEeHTH NOMy4araly eaHoBpeMeHHO JeueHne ¢ CYP3 A4 unxuburtopy (8x.TOYKa
4.5) TpabBa ga ce uMa nNpeABMA HayallHa 103a OT 25 mg.

[TaupeHTHTE NMpoBeXAALLHY NeveHue ¢ anda-61okepH TpAOBa n1a 6BAAT cTAOUNH3UPAHH, O OTHOLUEHHE Ha
TepanuATa ¢ anda-onokepHy, pean 3anoyBaHe Ha JIeueHHE Che CHAcHa(W, 3a Ja CE HaMany Bh3MOXHOCTTA
3a pa3BMTHE HAa OPTOCTATHYHA XUNOTOHMA. OCBEH ToBa TPAGBa 1a ce OOMHUCIIH 3aM04BAHE HA NIEYEHNETO ChC
cunaeRadun ¢ go3a ot 25 mg (XK. TOUKH 4.4).

Ha4uH Ha puIoxKeHue
3a nepopaniva ynotpeda.

4.3 [IpornBonoxazaHns

CBpBX4YYBCTBUTENIHOCT KbM aKTHBHOTO BELUECTBO KM KBM HAKOE OT [NIOMOLIHHTE BELWIECTBA, H30POEHH B
Touka 6.1.

B CHOTBETCTBHE ¢ HETOBUTE U3IBECTHH £)eKTH RLPXY IIBTA a30TEH OKHC/LIMKIMYEH IyaHO3UH MoHodocdar
(cGMP) (Bxk. Touka 5.1) cunageHapun e nokasaja NOTEHUHPAaHE HA XMMOTEH3INBHUTE €(EeXTH HA HUTPATHTE U
CJIEAOBATENHO €IHOBPEMEHHOTO MY MPWIOKEHHUE ¢ JOHOPH Ha a30TeH OKUC (KaTO aMMJT HUTPAT) WK
HHTPAaTH Mo/ BCAKAXBa hopma € NPOTUBOMNOKA3AHO.

EanoppemeHHoTO npunarade Ha MJES nHXuOMTOpH, BTIOYHTENHO cuiaeHadw, ¢ ryaHWwlaT-LHKIa3HH
CTUMYJIATOPH, KaTO PUOLMIYAT, € MPOTUBOMOKA3AHO, ThH KaTO TOBA MOXE a4 MPUYUHHA CUMNTOMATHYHA
XHNOTOHUA (BX. TO4YKa 4.5).

CpeacTpaTa 3a JieHeHMe Ha ePEKTHIHATA JHCYHKLMA, BKIIOYHTENHO criiaeHadui, He Tpadsa da OnaaTt
MPUJIATAaHW NPK MBXE, Ha KOUTO HE ce MpenopbyBa CEKCyallHa aKTUBHOCT (HapUMEp, MAUHEHTH ¢ TEXKH
ChpACYHO-CHAOBH HAPYLIEHHAA KATO HECTAOMITHA CTCHOKADAUA WIH TE€XKKa ChpAeYHa HEAOCTATLYHOCT).

CuHerpa e NpoTHROKa3aHa NpH NMalMEHTH, KOBTC MMAaT 3aryba Ha 3peHHETO MNPHU €IHOTO OKO Nnopanu
HeapTepHHUTHA NpelHa uexeMuyHa onTidHa HeBponatud (HAWOH), HezaBucUMO fany Te3n enH3onH ca
OunH CBBp3aHA WIK HE ¢ NMpeaxoaHa excrno3uuus Ha @JIES uuxuburop (Bx.Touka 4.4).

bezonacHocTTa Ha cCUnaeHa(ps1 HE € NPOYUYEHaA NPH CACAHNUTE NOATPYNH NALKWEHTH U CNe0BATEHO
ynoTpebata My € NPOTHBOMOKa3aHa: TEXKO YepHOAPOOHO YBpexKaaHe, XHIIOTOHNA (KpbBHO HayArane <90/50
mmHg), aHaMHe3a 3a CKOPOILEH HHCYNT WIM MHOKApAEH HHPAPKT U HIBECTHH HACICACTBEHH
nereHepaTUBHH 3a00NaBaHNA Ha PETUHATA KATO relinilis pigmentosa (MajlKa 4acT OT T€3H NTAUUEHTH UMar
reHETUYHNA AHOMAJTHY, 3acATally pocdoarecTepasuTe Ha peTHHATA).

4.4 ChneuvaaHH nNpegynpexieHus H NPeINAZHH MEPKH NpH ynoTpeda

[Ipenu na 6bae Ha3HAYEHO hapMAKONIOTHYHO JEYEHHE € HeOOX0AUMMO CHEMAaHE KA MEOMURHCKA aHaMHE3a Y
(H3MKaNEeH CTaTyC 3a JHATHOCTULIHPAHE HA €PEKTUITHATA OUCHYHKLHA K ONpeacsHe Ha Bb3MOKHUTE
NPHUYHHMU.

ChpaeyHOCHAOBY PUCKOBH (AKTOPH

[Ipeau 3anoyBaHe Ha KAKBOTO U [a € NEYEHHUE 3a EPEKTWIHA AUCPYHKUMS TEKAapUTe TpAOBA Ja MPELECHAT
CLPASYHO-CBAOBHUA CTATYC HA NALMEHTUTE CH, ThH KATO CHUIECTBYBa CTENEH HAa ChPAEUEH PHCK, CRbP3aH Lhé
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ceKCcyanHaTa akTUBHOCT. CunaeHadun uMa ChAopazlIMpABALLM CBOHCTBA, BOJELUH A0 JIEKO B IPEXOIHO
NOHHKEHME Ha KPBBHOTO HanaraHe (Bx. Touka 5.1). Ilpean npeanuceaHeTo Ha ciilacHapun NeKapure
TpsaOBa BHHMAaTEIHO Ja MPELEHAT JalH TEXHHTE NAalWeHTH ¢ ONpeAeneHH CLITLTCTBALIM 3abonaBaHus 61xa
MOTJTH i CE IMOBJIUAAT HEOJArONPHATHO OT TE€3H Ba3OAWIATATHBHHU eeKTH, 0coOeHO B KOMOMHAINA CBC
CeKCyasiHa akTMBHOCT, [laLMesTH ¢ MOBUIIIEHA YYBCTBUTETHOCT KbM Ba3OAWIATATOPH €a TE3U ¢ OOCTPYKLUNSA
Ha JIEBOKAMEPHHA M3XO[eH TPAKT (HAIpUMep aOpTHA CTeHO3a, XHnepTpodiHa oOCTpyKTHBHA
KapAVMOMHONATHSA )} M T€3H € peIKHA CUHIIPOM Ha MHOXECTBEHA CHCTEMHa aTpodna, MaHHpecTHpall ce ¢
TEXKO HapylleH aBTOHOMEH KOHTPOJI Ha KPbBHOTO HAIATAHE.

CuHerpa noTeHUHpa XMHINOTEH3IUBHNAA edhekT Ha HUTpaTHTE (BXK.ToukKa 4.3).

HMMa nocTMapKETHHIOBY ChOOLLEHHA 32 CEPHOIHU ChPAECYHO-CBHAOBH HHUKMAECHTH, KaTO MHOKapeR

HHPpapKT, HecTabUNHa CTEeHOKApANA, BHE3aMNHA ChPACYHa CMBPT, KAMEPHH apHTMHH, XEMOparu4yeH

UHCYNT, MTPEXOAHO HapYLIEHNE Ha MO3BYHOTO KPLrBoOoDpaleHue, XUNnepToHHs B XUIIOTOHHS, ChbBNAdALIH 11O
BpeMe ¢ ynorpebaTa Ha Cvnerpa. [ToBeueTo, HO He BCHYKH, OT Te3M NAaLMEHTH Ca KMAJIH TIPEAIIECTBALLM
CBpPAEYHO-CHAOBY PUCKOBH dakTopH. [ToreueTo MHUKMAECHTH, 33 KOMTO ce ¢hOOLIARA, ¢a HACTBIIHIIH N0 BpeMe
Ha WM CKOPO CJIE/] CEKCYAITHA aKTHBHOCT, 2 HAKOH €a Bh3HHKHAIIM CKOpo ciieq npuema Ha CuHerpa 6es
ceKCyanHa akTHBHOCT. He € Bb3MOXKHO a 6b/1e oNnpeacneHo JajlH Te3W HHIMAESHTH €3 CBbP3aHH MPAKO C
FOPHHUTE WIA OApYTH QaKTOpPH.

[Ipuanu3ism

CpencTBara 3a JICUCHHE Ha EPEKTUIHATA ANCHYHKUMA, BKIIOYKHTENHO cHAgeHadun, TpsOra aa Onaar
H3MOJI3BAHM BHUMATEITHO NPH NALWEHTH ¢ aHATOMHMYHA aedopMalMa Ha NeHHca (KaTo aHTyJIalua,
KaBepHO3Ha ¢ubposa wiu 6onect Ha Peyronie) WM NpH NALMEHTH CbC ChCTOAHMA, KOUTO MOXE /13
npeApa3nonaraT KbM NPHAMH3IBM (KaTo ChbpHOBUAHO-KICTBYHA AHEMHA, MYJITHIUICH MUEITOM HITH JIEBKEMMS ).

Hma croOuieHNA 32 NPOABIDKHUTENIHA €PEeKUHA U MPHANM3IBM NPH NPHEM Ha CwieHadgun B ocT-
MapKETHHIOBHA nepuoa. B cmyuaii Ha epexumi, KOATO NPOAB/DKABa NoBeye oT 4 Jyaca, nauHeHTsT TpAdBa
He3a0aBHO J1a MOThPCH MEAWLMHCKA MMOMOLL, AKO IMPHANHAIMET He ce IeKyBa He3abaeHo, OM Morio aa ce
CTUTHE 10 YBpeXAaHe Ha TBKAHHUTE Ha NEeHHCa U MOCTOAHHA 3aryfa Ha MOTEHTHOCT.

EnnoBpemeHHo mpunoxeHue ¢ Apyrn GJIES uHxubUTOpH Wy Apyry Je4eHHA Ha EPeKTHIHA IHCPYHKUMA

BesonacHOCTTa M e(PHUKACHOCTTA HA KOMOUWHaUMKUTE Ha craeHagun ¢ Apyrd OJAES naxuburopu, Apyry
neveHnd Ha Benoapobua aprepnanna xunepronusa (BAX), ceaspxkaiim cungenadgun (REVATIO), win
APYTH NeYeHHs Ha epeKTHNHA AHcyHKUMA He ca npoy4yeHd. [lopaau ToBa npunaraHeTo Ha TakKMBa
KOMOHUHALIUH HE Ce NpENophYBa.

Edexty BbpXY 3pEHUETO

Hma cnoHTaHHY chOOILIEHHSA 33 CITy4Hau Ha 3pUTENTHH YBPEXKIAaHUA BBB BPb3Ka C MPUEM HA CUNACHA(pHI U
apyru DJIES naxubutopu (Bxk. Touxa 4.8). 3a cyvyad Ha HeapTepHUTHA NMpeaHa HCXEMHMHA ONTHYHA
HEBPOMATHA, PAAKO ChCTOSHHUE, UMA CITOHTAHHH ChOOLIEHNA U CHOOLIEHHNA B 0bcepBallMOHHO MPOYYBAHE BbB
BpB3Ka C npueM Ha cunaeHadun v apyru ®JIES uaxuburopn (Bx.Touka 4.8). [laumenture Tpsbpa na 0baar
MOCHBETBAHH, Y€ B CJTyHal Ha KaKBOTO M JIa € BHE3AIMHO 3PHTENHO YBpeXaaHe, Tpsa0Ba Ja crpart nNpHema Ha
CuHerpa A HezabaBHO Ja ce KOHCYITHPAT ¢ nekap (Bxk. Touka 4.3).

EaHoBpeMeHHa ynortpeba ¢ puTOHaBUD

EQHOBpEMEeHHOTO MPUNOXKEHHE Ha CHAeHadhUN ¥ PUTOHABUP HE Ce NMpenopbuBa {Bak. Touka 4.5).

EaHoepeMeHHa yiiotpeda ¢ anda-6nokepn

[Ipenopr4Ba ce BHHMaHHE, KOraTo CHnaeHa ce npuiara Ha NALMEHTH, KOUTC NPHEMaT anda-0/10KepH,
TBil KATO €JHOBPEMERHOTO MPWIOKEHHE MOKE Aa A0BEAE A0 CHMNTOMATHUHA XMUNOTOHUA [IPU MAJIKOTO
JyBCTBUTEHA MHAMBUAH (BXK. TOUKA 4.5). Tora e Hail-BepOATHO J1a c€ NPOABH Npe3 MBPBUTE 4 yaca <nen




npuema Ha cuigeHagun. IlauuenTure TpAOBA Aa 6BAAT XEMOAMHAMHYHO CTA0OUITHM IO OTHOLIEHUE HA
TepanuaTa ¢ andga-61okepH npean 3anouBaHe Ha JIeHeHHe CbC CWIACHAdII, 3a Ja C€ HAMATH Bb3MOXHOCTTA
3a pa3BUTHE HA OPTOCTATHYHA XUNOTOHUA. Tpabsa Ja ce WMa NMpeaBH] 3aM0YBAHE Ha JIEYEHHETO ChC
cunaeHadgun ¢ xo3a ot 25 mg (Bx. Touka 4.2). B nonmbaHeHUE, iekapuTe TpAOBa Aa MOCHBETBAT MALHEHTHUTE
KaKBO [la MPABAT B CITy4ad HA MOABA HA CUMNITOMH Ha OPTOCTATHYHA XUITOTOHMA.

EdexT BEDXY KBDBEHETO

[TpoyuBaHMA BLPXY UOBEINKH TPOMOOLMTH NOKA3BAT, € CHLACHa(WI NOTEHUHUPA in Vilro aHTHarperaHTHUTE
CBOICTBA Ha HATpHEBHA HUTponpycun. Jiuncea uudopmanma 3a 6e3onacHara ynotpeda Ha cungeHadun npu
MAlMEHTH ¢ HAapYIeHUA Ha KPBBOCHCHPBAHETO UM AKTUBHA NenTHYHa A3Ba. CrnegosaTenHo, cuiaieHadgun
TpaOBa aa Obje MpHiaraH MpH TaKMBa MALUHEHTH CaMo Clie]l BHUMATETHA OIEHKA TOJ3a-PHCK.

XKeHn

CHHEFD& HE € TIOKa3aHa 34 )"I'IOTPEGE [MPpH AKCHH,

4.5 BiaaMoaelicTBHE ¢ APYIH JEKAPCTBCHH NPOAYKTH H ApYra popMHA Ha B3JaHMOACHCTBHE

EdekTH Ha OpYyrH JekapcTBeHH NPOAVKTH BbPXY cHaeHadun

[Ipoyusanusn in vitro

MeTabonuaMbT Ha cuaeHadWI o NPHHLMKI ce OCBHLUECCTBABA € IOMOIITA Ha W30€H3UMH 3A4 (OCHOBEH IThT)
1 2C9 (BropocTeneneH mbT) Ha uToXpoM P450 (CYP). Ilopaau Tora MHXHOKTOPHTE HA TE3U H30EH3IUMH
MOTAT Ja HAMAJIAT, @ MHAYKTOPHUTE UM — /la MOBMLIAT KIMpPBHCA Ha cAgeHad .

[Tpoyusanun in vivo

[TonynauMOHHHAT papMaKOKHUHETHYEH aHAIW3 HA JAHHUTE OT KJIMHHYHH MPOY4YBaHUA MOKAa3Ba HAMAJICHUE
Ha KJIMpbHCA HA cinaeHaguI NpH eJHOBPEMEHHO NpuioKeHue ¢ nHxuburopu Ha CYP3 A4 (karo
KETOKOHA30J1, EPUTPOMUILIMH, IKMETHANH). Benpeku 4e He e 6mio HabmoaaraHo MOBHILABAHE HA YECTOTATa
Ha HeXKEJIaHHTE peaKUMH MpH Te3U NalHMeHTH, KOraTo CHIAeHa(WI ce Mpuilara eAHOBPEMEHHO ¢ HHXHUOUTOPH
Ha CYP3A4, Tpabra na ce MMa npeasua HauanHa a03a oT 25 mg.

EaHorpeMeHnuaT npueM Ha HIV-npoteazHua HHXUHOUTOP PUTOHABHD, KOHNTO € MHOTO MOLlIeH HHXHOUTOD Ha
P450 (500 mg apykpaTHO OHEBHO), U ciaeHadun (100 mg enHOKpaTHa 003a) € JOBEN 00 HapacTBaHE C
300% (4-xparno) Ha Cmax Ha cwipeHagpun 4 ¢ 1 000% (11-kpaTHo) Ha nnazmeHata AUC Ha cunnexadmn.
Ha 24-us vac ruta3aMeHHTe HHBa Ha cUaeHagun Bee olike ca omnu okono 200 ng/ml B cpaBHeHue ¢ HUBATA OT
5 ng/ml mpu caMocroaTenen npueM Ha cunacnapun. Tora CLOTBETCTBA HA H3PAICHUTE €PEKTH HA
PHTOHABHP BRPXY LIHPOK Kpbr cyOcTpaTi Ha P450. Crunaenadun He € nokasan BIAMAHUE BbPXY
¢apMaKOKHHETUKATAa HA pHTOHABUP. Bb3 OCHOBA Ha Te3U (PapMAKOKMHETHUUHM PE3YJATATH €AHOBPEMEHHOTO
NPRICAKEHHE HA CIIZeHadUIT H PUTOHABHApP HE Ce Npenopb4Ba (BX. TOUKA 4.4) ¥ IIpH HUKAKBH
o0cTOATENCTBAa MAKCHMAITHATA 1033 Ha CWIeHapun He TpAOBa 1a HaaXBLpAA 25 mg B paMKHTe Ha 48 1aca,

EnnoepeMeHHUAT npueM Ha HIV-npoTeaznus MHXUOUTOpP CakBHHABHD, KOWTO € HHXMOHUTOp Ha CYP3 A4,
CIIE] JOCTHTAHEe HA paBHOBECHH KoHLeHTpauuHd (1200 mg Tpu et gHeBRO) B cunaeHatun (100 mg
€HOKpaTHa J03a) € AoBen Ac HapacTBaHe ¢ 140% na Cmax Ha cunaeHadgun ¥ ¢ 210% va AUC Ha
cungenadwin. CungeHadun He € OKa3aa BIAAHUE BbPXY (PApMAKOKHHETHKATA Ha CAXBMHABHD (BX. TOYKA
4.2). Ilpeanonara ce, ue no-MolHK UHXHOKUTOPHU HA CYP3 A4, KaTo keTOKOHA30N ¥ HTpaKoHazon, 6uxa
HMAJTH OLUE T10-CWIEH e(EeKT.

[Ipy eAHOBPEMEHHO NPRIOKEHME Ha cunacHadgun B eaHOKpaTHa go3a oT 100 mg H ymepennn CYP3A4
HHXHOHTOD epUTPOMHLIMH, CITeR 1O0CTUTaHe Ha paBHOBECHH KOHLEHTpaluu (500 mg ABYKpaTHO AHEBHO 33 5
OHH) e OHo HabmonapaHo yBeaHueHue ¢ 182% Ha cucreMHara ekcrosuuma (AUC) Ha cunaenagnn. [lpu
34paBH MbXe 00pOBONLUH He € 01 HabmoaaBaH eeKT Ha asUTPOMHLUMH (500 mg oHEBHO 3a 3 IHHN) BBPXY
AUC, Cmax, tmax, eNTMHMHHALHOHHATA KOHCTAHTa WIH [TOJYKHBOTA Ha CHIACHA(DIT UM HErOBHTE OCHOBHHU
meTabonuTH B uMpkynauuara. Liumernaun (800 mg), koiTo € uuroxpoM P4350 HuHXHONTOP M HecneuHpHyeH




CYP3A4 vHxnbutop, e npeau3BHKan HapacTBane ¢ 56% Ha rutazMeHata KOHLEHTpalHs Ha cinaeHadun npu
eIHOBPEMEHHO NMpHIOKEHHe ¢bC cwigeHadbnn (50 mg) npu 3apasy nodposoauA.

CoksT ot rpeiindpyT € cnad uaxudurop na CYP3I A4-Meaunpanus MeTaboIH3BM B YpEBHaTa CTEHA H
MOJKE j1a JOBefe JO YMEPeHO HapacTBAaHE HA MIA3MEHHUTE HHBA HA CHUAEeHa(pHIL.

EnHOKpaTHH J03M aHTHALMJ {MarBe3nes XUAPOKCH/AMyMUHHER XUAPOKCHUI) HE ¢a HOBTHANH
OMOHATHYHOCTTA Ha CHIIEHApIN.

Benpek# 4e He ca MPOBEX/AAHHN CIEUUPHIRH MPOy4YBAHHUA 32 IEKAPCTBEHH B3aHMOACHCTBHSA ¢ BCHUKH
NEKApCTBEHH ITPOXYKTH, NMONYNAalMOHHHUAT (PapMaKOKHHETHYEH aHAITA3 HE € MoKa3all ePEeKT BEPXY
(hapMaKOKHHETHKATa Ha CWIAeHAdWI NMPH €AHOBPEMEHHO NPWIOKEHHEe Ha JIEKApCTBa, MPUHAIUIEKAUIH KbM
rpynara Ha nHxuoutTopure Ha CYP2C9 (kato TonOyramuzn, rapdapuH, PeHUTONH), UHXHOUTOPHUTE Ha
CYP2D6 (kaTo ceneKTUBHITE HHXHOHTOPH Ha 0OpaTHHS 3aXBaT Ha CEPOTOHWHA, TPHHHKIHYHHTE
AHTHUAETIPECAHTH ), THAZHAUTE U CPOAHU AUYPETUIIH, OPMMKOBUTE U KaHI-CNIECTABALINTE AHYPETHLY,
MHXHOMTOPHTE HA aHMMOTEH3UH-KOHBEPTHPALIMA €H3MM, KALMEBHATE AHTarOHMCTH, OeTa-
aJipEHOPELETITOPHATE aHTarOHUCTH WK HHAYKTOpUTe Ha CYP450- Mmenunpanug MeTabou3sM (Karto
pudamnuiiH, 6apOuryparn). B npoy4Bane rpu 3apaBd J0OpOBOJILK OT MBXKKH MT0JT €IHOBPEMEHHOTO
NPHIOKEHHE HA eHAOTEIHH-PELICNTOPEH aHTarokueT — ocentad (MHaykTop Ha CYP3A4 [yMmepeH],
CYP2C9 u sepoatHo Ha CYP2C19), B craunoHapHo cberoaHne (125 mg ABa NbTH AHEBHO) ChC CHILEHA(H
B CTALIMOHAPHO ChCToAHHME (80 mg TpM N TH ABEBHO) € I0BENO A0 ChOTBETHO 62,6% 1 55,4% HaMasieHue Ha
AUC n Cmax Ha ciwiaeHadwl. [To Taz¥ npHyHHa e THORPEMEHHOTO NpUiokKeHne Ha MmouiH CYP3A4
MHIYKTOP], KaTo pU(haMITHIIMH, C& 0YaKsa J1a A0Be/AE A0 NO-3HaYUMHM HaMAleHNA Ha NIa3MEHHTE
KOHLEHTPAaUMK HA CUIACHA(N,

HHKOPEH,I[HII € XHﬁpH,[I MCAKIOY aKTHBATOP Ha KalTHEBHTE KaHAJIH MU HUTPAT. Hﬂpﬂ,ﬂﬂ HHTPATHATA KOMIIOHCHTA
CBIEECTBYBA BB3IMOXKHOCT Aa NOBCAC A0 CCPHO3HO B3aUMOOCHCTBHE CbC CHJUI@H&(I]HI[.

EdexTy Ha cunaeHadun BbpXY APYIM NeKAPCTBEHH MPOAYKTH

fIpoyusarnus in vitro

CunaeHadun € cnad uHxubmuTop Ha uutoxpom P450 usoensumu 1A2, 2C9, 2C19, 2D6, 2E1 n 3A4

(IC50 > 150 uM). Kato ce uMa npeasun, ye NUKOBATa IUTa3MEeHa KOHLEHTpALMA el pyUeM Ha cunaeHadnn
B [IPENOPBYNTENTHUTE A03U € Tpubu3uTeaHo 1 uM, He 61 Morno fa ce ouakBa CHHErpa 1a MoBnudAe
KIHpBHCA Ha CyOCcTpaTUTE Ha Te3W M30eH3UMH. JIUTNCBAT JaHHH 32 B3aUMOIEHCTBHETO MEXIY CUIAeHadII U
Hecneunpnuanrte pochoauectepasHd UHXROUTOPH KATO TEODWINHH WM AUNUPHIAMONL.

Hpoyueanus in vivo

B choTBeTCTBHE ¢ MO3IHATHTE CH ASHCTBHA BbPXY IThbTA a30TeH okcua/ul M® (Bx. Touka 5.1) cunaenadun
NnoKa3a NOTEeHUHPaHEe HA XMIMOTEH3UBHUTE €(eKTH Ha HUTPATHTE U CIEAOBATENHO, €IHOBPEMEHHOTO MY
IPHIIOXKEHHE ¢ IOHOPH Ha a30TE€H OKCHA WM HEUTPATH MO KAaKBaTo U Aa e popMa € MPOTHBONOKa3aHo (BX.
Touka 4.3).

Puonuryart: [IpeakmMHAYHNA OpoyUYBaHUA NMOKA3BAT OJOITBIHUTENCH €QEKT Ha MOHWKABAHE HA CHCTEMHOTO
KpBBHO HansAraHe, korato ®J(ES nHxubutopu ce kKoMOMHUPAT ¢ pHouMryar. B K IHHHYHY NpoyyYBaHHuA €
ROKA3aHO, Ye pUOLMTYaT MOTSHIIHPa XUNOTeH3UBHUTE €iekTH HAa DIES uuxubGuropure. Hama nanudu 3a
6naronpuATed KJIHHKYEH edeKT Ha KOMOMHANMATA B MPpOYUYBaHaTa nomynauni. EnnoBpeMeHHaTa ynoTpeda
Ha puouuryat ¢ OJIES unxuburopuy, BKIIOUHTENHO cHaeHadin, € IpOTHBONIOKA3aHa (BXK. To4ka 4.3).

EoHOBpeMEHHOTO MPHIOKEHHE Ha CHILICHa(DHN Ha MALMEHTH, KOWTO NpHeMaT anda-onokepu, Moxe aa
NoBeae A0 CHMNTOMAaTUYHA XHIIOTOHHA PY MANKOTO UYBCTBHTE/IHY HHAUBUAN. TOBa € HAl-BEPOATHO 114 Ce
NpoSBH Tpe3 NbPBUTE 4 Yaca cnel npueMa Ha cunneHapun (Bx. Touku 4.2 n 4.4). B tpn cnenuguyHu
NPOYMBaHHUS 32 JIEKApCTBEHH B3amMoaelicTera anda-6nokepbT Qokca3o3uH (4 mg u 8 mg) u cunaeHadmn (25
mg, 50 mg unu 100 mg) ca 6unu npunoxeHu eAHOBPEMEHHO HA MALUMEHTH ¢ J00pOKaYeCTBEHA XHNIEPILIA3HA
Ha npocraTta (JIXII), crabunuinpanu Ha Tepanus ¢ A0KCa303MK. B Te3n M3NUTBaHHU NOMyNnaluuy €
HaOMoAaBaHO CPEAHO AOITLIIHUTENHO HAMANCHHE HA KPBBHOTO HANATAHE B IETHAIO TIOJIOXKEHKUE ChOTBETHO
7/7 mmHg, 9/5 mmHg 1 8/4 mmHg, ¥ cpeaHO JONMBIHUTETHO HAMANIEHHE HA KPBBHOTO HAJATaHE B




H3INPaBEeHO NMOJOKEHHE chOTBETHO 6/6 mmHg,11/4 mmHg u 4/5 mmHg. Koraro cinaeradgun v 40Kca303HH
ca OUJH NMPUWIOKEHH €IHOBPEMEHHO NPK NauMEeHTH, CTA0OWIH3HPAHH Ha TEpanuA ¢ AOKCA303HH, ¢a NOTYUYECHH
pelKH ChoOIeHNs 3a MALHMEHTH, KOMTO ca MOMYyYHIIH CHMITTOMaTHIHA OPTOCTATHUHA XHIIOTOHHA. Te3H
CHOOILIEHHA BKIIOYBAT BUEHE HAa CBAT H 3aMafAHOCT, HO HE H CHHKOII.

[1pn eqHOBpeMeHHOTO Mpwiarane Ha cungeHadun (50 mg) n rondyramun (250 mg) win sapgapuH
(40 mg), xouTo ce Metabosm3upat oT CYP2C9, He e 3abeng3aHo CUTHH(PHKAHTHO B3aHMOEHCTBUE.

Cunpenadun (50 mg) He e 1OTEHUNPA ACITBIHUTEIHO YIBIKABAHETO HA BpEMETO HA KbpPBEHE,
MpeAH3BHKAHO OT alleTHICAIHiWIoBaTa KHcemuHa (150 mg).

Cungenadmun (50 mg) He e moTeHUMpan AONbJIHHUTETHO XUIIOTEH3NBHUTE €(PEKTH HA AIIKOXOMNa NIPH 3ApaBH
AOOPOBOJILH CBC CPEAHK MAKCHMANHN KOHUEHTpallu) Ha ankoxon B kpsBTa 80 mg/dl.

KaTo Lo aHTUXHIIepTEHIUBHHTE NIEKAPCTRA, NMPHHALUISKALOH KM CITEIHUTE KIacoBe: JHYPETHLH,
Oera-6noxepu, ACE nuxuburopn, aHrnoteHsyH [l aHTaroHMceTH, aHTHXHNEPTEH3IUBHU CPEACTBA
(Ba30AWIATATOPH H LIEHTPANHO AefCTBAIN), AAPEHEPTUYHH OJIOKEPH, KAILIMEBH AHTArOHUCTH H alda-
aApeHopeLENTOPHY OI0KEPH, HE Ca MOKA3aJK pa3ivdeH MpogH Ha HEXENAHH NIEKAPCTBEHH peakLMH IPH
NMaUMEHTH, NOTYYABALIM CHAeHadun cripamo wiauedo. B cneliudpuyHO MpoyyBaHe 3a JIEKapCTBEHO
B3aUMOIEHCTBHE, MPH KOETO Ha XUNEPTOHULUM € Oun mpunoxed cungeHadun (100 mg) eanoBpeEMEHHO ¢
aMJIOTHIIHH, € HACTBITIWIO JAOMBJTHHTENHO [TOHMKEHHE HAa CUCTONIHOTO KPBBHO HANIATaHE B JIETHAIO
nonoxkeHue ¢ § mmHg. CHOTBETHOTO JONBIHUTENHO MOHMKEHHE HA THACTOTHOTO KPBBHO HalAraHe B
nerHano nojoxeHune € ouwno 7 mmHg. Te3u JonbAHUTEIHM NOHMXXEHHA HA KPBLBHOTO HaJIAraHe ca OHIIM OT
CXOAHA BeNMUMHA C Te3u, HAOMOaaBaHH NMpH 3APaBH J0OPOBOIILM, IOMYYaBAlIK CaMO CUIReHadgnn (BXK.
Toyka 3.1).

Cunpedadun (100 mg) He e monnan ¢apMakoKHHETHKATa B CTAUMOHAPHO cbheToAHME Ha HIV-nporeasHute
BHXNOMTOPH CAKBUHABHP M PUTOHABUP, KOUTO ca cybcTpaTty Ha CYP3 A4,

[Tpu 3apaBu 10OPOBOIILMA OT MBXKKH NOJ CHIAEHA(W B CTallMOHApHO cheToAaHMe (80 mg Tpu 1rbTU AHEBHO)
e nosen Ao nosumeHme ¢ 49,8% na AUC Ha 6ocenTan U nosrueHne ¢ 42% Ha Cmax Ha 6ocenran (125 mg
1Ba [TbTH AHEBHO).

JlobaBpAHeTO Ha eIMHH4HA 1033 CHWIdeHa(dHT KbM CaKyOUTPWI/BANICAPTAH B CTALMOHAPHO CHCTOAHUE
NPH MalHEeHTH ¢ XHIEPTOHHUA C€ CRBP3RA ChC 3HAYUTENHO MO-TOJAMO NOHWKaBaHE Ha KPBLBHOTO
HaJlAraHe B CPABHEHHE C MIPHJIOXKEHUETO HA caKyOUTpwI/BancapTaH camocToatesHo. [lopaayd Tosa
TpAORa 12 ce o0pblila 0co0eHO BHHMAaHNE, KOTaTo cCWiieHadul ce 3anovBa NpH NaUHEeHTH, JIEKYBaHH
CBHC caKyOMTpII/BajicapTaH.

4.6 DepTHARTET, OPEMEHHOCT W KhPMeEHe

CuHerpa He e nmokasan 3a ynotpeba npu xKeHu.
He ca npoBeXAaHH CBOTBETHH M A00pe KOHTPONUPAHU NPOYYRAHHUA NP OpEMEHHH WM KbpMELIH
KEHH.

B penpoayKTHEHH NpOoy4BaHUA NPH IUTHXOBE H 3aiiLM He ca HabmoaaBaHy peneBaHTHU HeXKeNaHH
peakilMH clie]l epopanHo NPHIOKEHHE Ha cHNaeHa( W,

Jinncea eeKT BbpXY NMOABHXHOCTTA WJIH MOP(ONIOrHATa Ha CIIEPMATO30HANTE Clel €AHOKPATHH
nepopajiHy ao34 ot 100 mg cunaenadun npu 3apau nodpoeonM (BxK. Touka 5.1).

4.7 EdexTn BLPXY cIocOOHOCTTA 32 ImopHpaHe A padoTa ¢ MAIIHHEA

CHHerpa MoXe Aa NOBIUABA B MAJIKa CTeneH cnocofHoCTTa 3a wodgupaHe 4 padoTa ¢ MalllMHH.

THH KaTO B KIIMHWYHA NPOYUBAHUA CBC CWINCHa(WI ce Cho0IUaRa 3a M0oSBa Ha 3aMalBAHE U ITPOMEHH B
3peHNeTo, MaleHTHTe TPAORA Aa UMAT NpeAcTaBa 3a peakuuuTe v kbM CHHerpa npeau modupate wix
paboTa ¢ MaLIMHM.




4.8 HexelaHH JeKAPCTBEHH PeaKOHA

KEHTKD OINIHCAHHE Ha !IQﬂﬂ)Hﬂﬂ Ha 06e30NnacHOCT

IMpodursT Ha 6e3onacHocT Ha CnHerpa e 6asupan Ha 9 570 maumenTtn B 74 aBoHHOCHENH Mnauedo-
KOHTPOJIMPaHU KIMHMYHH NpoyuBaHuA. Hali-uecTo ChoOIIaBaHUTE HEXENAaHH PEaKItHA B KIHHHYHHTE
NMpOYYBaHHA Cpel NALHEHTHTE, Ha KOUTO € MpIIarad cuaaeHagun, ca OWiH rnasobonue, sauepssaBaHe,
OUCTIENCHA, HAa3alTHA KOHIeCTHA, 3aMaifBaHe, raicHe, FopellH BhJIHH, 3PHTEIHA HAPYIIEHHA, LHAHOTICHA H
3aMBITICHO 3PECHHUE.

Hexenanu peakiii no BpeMe Ha MOCTMApKETHHNOBOTO HAbmMOJeHKE ca ChOUPAHH U NOKPUBAT
npubauszuTeNeH nepuoa or > 10 roauHH. HecToTaTa Ha TE3H HEXKEJIAHU PeaKIMM HE MOXKE 1A Ce ONpees ¢
NOCTOBEPHOCT, ThH KaTO HE BCHUKHU HEXEIaHU peakliy ca cChbOOLIEHH Ha NMPHTEXATENd HA pa3pelleHHeTo 3a
yrioTpeba ¥ BKTIOMEHH B Oa3aTa JaHHU 33 Oe30MacHOCT.

TabnuueH COHCHK HA HEXXKEJIaHUTe JECKADCTRBEHH PCAKIIHHA

B raGnnuaTa no-aony BCHUKH KJIHHHYHO BOXKHM HEXKEJIAHHM peaklny, KOUTO ca HabmoJaBaHU B KIIMHUYHH
MPOYYBaHHA C YECTOTA NO-TOJISIMA OT IUTaNeto, Ca OIIMCAHM MO CHCTEMO-OPTaHeH KIac M 4ecToTa (MHOTO
yecTd (>1/10), vectn (=1/100 po <1/10), vewectu (=1/1000 oo <1/100), peaxn (>1/10 000 go <1/1000). I1pn
BCAKO IPYIIMPAHE B 3aBUCHMOCT OT YECTOTATa HEXKENTAHUTE JIEKAPCTBEHH peaklyy ce u3bpoABaT B HH3XOALL
pell MO OTHOLIEHUE HAa TAXHATA CEPUO3HOCT.

Ta6auna 1: KAanHYHO BaXKHHA HEXEJIaHH PEaKIHH, ¢LOOIMEHN ¢ 4€CTOTA, 10-TOJIAMA OT 4eCTOTATA HA
n1anefo B KOHTPOJIHPAHH KJIHBHYHH NPOYIBAHHEE, H KJHHHYHO BAXKHH HEXKeJAHH PeaKkiHH,
chobImenn mo BpeMe HA NOCTMAPKETHHINOBHASA EPHOA

Crcremo- Mpuoro gsectes | Yectn (1/100, HeuecTn Peaxn
OpPranHa =1/10) <1/10) 1/1000 n 1/10000 n
KIacHpHKaNnAA <1/100) <1/1000)
Hndexnnn B PunuT
HHQeEeCTANHA
Hapymennsa na CBpPBXYYBCTBUTET -
HMYHHATA HOCT
CHCTEMA
Hapymeuna na | I maBobonue 3aMaiiBaHe ChbHNKBOCT, Mo3buHO-CBHA0B
HEPRHATA XHIOECTEIUA HHLIHOEHT,
CHCTEMA TPAH3UTOPHA
HCXEMHYHa aTaKa,
rbppy,
*penuanBHpaliu
I'epYOBE, *CHHKOM
Hapymenus Ha Paicrpoiictea Ha | HapymeHus Ha HeaprepunTHa
oqyHnTe I[BETHOTO chJ1300TAENnAHeTO* ** | mpenHa
3peHue**, , D0NKa B OYUTE, HCXeMHYHA ONTUYHa
3PUTESIHH ¢potodobn, HeBpONATHA
HapyHIEHHS, (G oTOInCHsA, O4HA (HAUOH)*,
3AMBIIIEHO XHUIIEPEMHA, pPETHHANIHA ChAOBA
3peHHe 3aCHJIEHO OKJTY3MA ¥,
BB3NPHUEMaAHE Ha PETHHAIEH
CBETJ/IMHATA, KPBROM3JIHE,
KOHIOHKTURUT apTepHOCKIIe-
POTHUYHA
PETHHONATHS,
HapylLIeHUs Ha
PETHHATA, IN1IayKOMa,
HapylICHHA Ha




3pUTEJIHOTO MOJe,
JUILIONNA, HAMAJIEHA
3pUTENIHAa OCTPOTA,
MHOIHA, 3CTEHOIHA,
METTIABHHH B
CTBKJIOBHIHOTO
TAJIC, HApYILEHUA Ha
HpHCca, MHpHa3a,
BIDKJIAHE HAa OPEOJIH
OKOJIO CBETTIHHHH
W3TOYHULH, e1eM HA
0KOTO, MOAYBAHE HA
OKOTO, HapyllIeHHE
Ha OKOTO,
XMIIEPEMUA HA
KOHIOHKTHBAaTa, O4HO
apaiHeHe, abHOPMHH
yCelLlaHHd B O4UHTE,
€I€M Ha KJIernaya,
MPOMAHA Ha L[BETa HA
CKJIepaTa

Hapymenua Ha
YXO0TO H

BepTHro, THHHTYC

I'myxorta

Na0HpHANTS
Coupaeqann Taxukapamus, Buesanna cepaeuHa
HAPYIIEHHSA MaNTMHTALHH CMBPT*, MHOKApAEH
HHQAPKT, KaMepHa
apUTMHS*,
IpEeackEPAHO
MBXKIOEHE,
HecTabMIHA
CTEHOKApAHA
CraosH 3aueppaBaHe, XHUMEpTOHHA,
HApYIIeHHA ropeliy BbJIHH XUITOTOHHA
PecniupaTophu, HazanHa Enucrakcuc, CTtarane B rsplioTo,
[PbLIAHH H KOHIeCTUA KOHI€CTHA Ha HA3aJIeH eeM,
MeIRACTHHAIHH CHHYCHUTE CYX0Ta B HOCA
HAPDYWEHHA
Cromamuo- ["apene, I"actpo- OpanHa
HUpeBHH AMCIIencus ezodareanna XHIOECTEH3INA
HAPYIIEHEA pedykcHa bonecr,
NOBPbILUAHE,
60kH B ropHara
4acT Ha KopeMa,
CYXOTa B ycTara
Hapymenus Ha O6pus CuHapOM Ha
KOXKATA H Stevens-
MOJKOXKHATA Johnson (SJS)*,
ThKAaH TOKCH4HA
enuaepMaiHa
Hekpoausza (TEN)*

Hapyimesss na
MYCKYJIHO-
CKeJIeTHATA
CHCTEMA H
CheAHHHTEJIHAT
a

Muanrus, OOJIKH B
KpanHUUHTE




ThKAaH

Hapymenua na
6u0pennTe M
NHKOYHHTE
NHLTHINA

XemaTtypus

HapyiueHHs Ha
BL3NPOH3BOIHU-
TEeJHATA
cHCTEMA M
rbpaaTa

Ilennnen
KPbBOM3JIHR,
ITPHATIUIBM ¥,
XeMATOCIIEPMHA,
YABIKEHA EpeKLM

O6mn
HAPYII€HHSA
H edeKTH HA

I'ppana 6onka,
yMOpa, YCELllaHe 3a
ropelmna

Pa3znpa3sHUTENHOCT

MACTOTO HA
NPHJACKEHHE

Hichenpannn YeenuueHa
ChpPAEYHA YE€CTOTA

*Cbo0leHH caMo IMPH MOCTMApPKETHHIOBOTO HabmoaeHue

**PazcTpoiicTBa Ha IBETHOTO 3PEHHE: XJIOPONCHA, XPOMATONCHA, UHAHONICHA, EPUTPOINCHA H KCAHTOMCHA
***HapylieHns Ha CbA300TAC/NIHETO: CYX0Ta B OYHTE, JTAKPpMMAJIHO HapyLUeHHe U HOBHIICHO
CBI3OOTACNAHE

C1o61iaBaHEe HA NOJOIHPAHH HEXENIAHU peaKIHK

CrobuiaBaHeTO HA NOJO3MPAHM HEXEITaHU peakUMH CNeR pa3pellaBaHe 3a ynorpeba Ha nexapCTBeHHA
MPOXYKT € BaXHO. 10Ba NO3BOJIABA Aa NPOAB/DKH HaOMIOAEHHETO Ha CbOTHOLLEHHETO MMOJI3a/pHCK 32
NeKapcTBeHHA NpoaykT. Ot MeJAHLHHCKHTE CIeHMaNHCTH ¢e M3UCKBa a choblaBaT BCaka nogo3upaHa
HeKellaHa peakuus. HexenaHuTe peakuny Moxke Aa 6bAaT ¢hOOLIEeHH JUpEeKTHO Ha U3nbIHUTE THA areHIMA
no nexkapcteata (MAJI):

yn. Jlamax ['pyes 8

Codusa 1303

Ten. +359 2 8903555

en. noiua: bda@bda.bg

yebcaiT: www.bda.bg

4.9 Ilpegpoinpane

B nmpoy4Banua BpXy RobGposonuM ¢ eqHoxpaTHU Ao3M a0 800 mg HexxenaHuTe peakiuyy ca Ounu nojobHu
Ha T3, KOUTO ce¢ HAaOMIOAaBaT MPH NMO-HUCKH 034, HO TAXHATA YeCTOTa M TexXecT ca OWnM no-ronemMu. Jlo3u
ot 200 mg He ca noBenHU A0 NORHULILIEHHE HA ehEeKTHBHOCTTA, HO Y€CTOTATA HA HEXNENAHUTE pEeaKUMH
(rnaBobonue, 3auepBsABaHe, 3aMaiBaHe, DUCIIETICHSA, Ha3allHa KOHIeCTUA, HApYLUEHO 3peHUE) € HapacTBalna.
B ciayuyail Ha npeao3upale CTAHIAPTHHTE MEARLIKHCKHU MepKH TpAabOBa aa 6baat ¢cpobpa3zeHn ¢ KOHKPETHUTE
HYKOH. XeMOOHAIN3AaTa HE YCKOPABA KJIIMpbHCA Ha CHILAEHAa(W, Thil KaTO TOH ¢€ CRhbp3Ba BbB BHCCK
MPOLEHT ¢ IUTA3MEHKTE NPOTENHH H HE c¢ eJINMHUHUPA C YPHHAaTA.

5. ®APMAKOJIOTr'MYHHU CBOMCTBA

3.1 PapmMakoaHHAMHYHE CBOHCTBA

QapMaKoTEpaNieBTHYHA I'pyTia: Y PONOTHMHH cpeacTBa. JlekapeTpa, KOUTO CE H3NOM3BAT [IPH ePEKTWIHA AUCHYHKLIUA.
ATC kon: GO4BEQ3.

MexaHsbM Ha AeHCTRHE




CunaeHadun cryxu 3a NEpOPATHO JTEUCHHE Ha ePeKTWIHATA AUCOYHKIMA. B ecrecTseHM yenosH4, T.€. MPH CEKCYATHA
CTHMYJIALMA, TOH BH3CTAHOBABA HapyllieHATa €PEKTIIHA QYHKLMA Hpe3 YBEIMYABAHE HA KPBBOTOKA KbM TICHMCA.

OH3HONOTMIHUAT MEXAHWIEM, OTTOBOPEH 3a €PEKIIMATA Ha NEHNCA, BKTIOYRA OCBOOOKIABaHe Ha a3oTeH okcul (NO) B
KABEPHOZHOTO TAIO 110 BPEME Ha CeKCyaTHa cTuMyaima. (e Tosa NO akTvBHpa eH3HMa IYaHWITAaT UMKA3a, KOeTo
BOJM [0 [IOBHINIABAHE HA HUBATA HA LIMKJIWMEH ryaHo3HH MoHogocdar (ul M®), a Topa ROIHM A0 OTNYCKAHE Ha IMaaKaTa
MYCKYJIaTYpa B KABEPHO3HOTO TAIO M IMTPUTOK HA KPBB KBM HETO.

CunpeHaghun e MOILLEH M celleKTHREH MHXUOUTOp Ha 1l MP-cneupduHaTa gocpoauectepasa tin S (PES) B koprtyc
kaBepHoayM, kbaero DJIES e otrosopHa 3a pasrpaxaanero Ha Wl M®. Cannenadbrn nma nepudepHo MACTO Ha
OeHCTBHE BpXY epeKimsaTa. CwiaeHadmn HaMa Npsik pelakcupalll €PeKT BEPXY H3IHPaH HOBELLIKH KOPIYC
KABEPHO3YM, HO MOLIHO YCWIBA perlakcHpallia ekt Ha NO pbpXy Ta3u Teka. [ Ipy akvsupane Ha MetabomuTHaTa
Bepura NO/LI MO, kakTo cTaRa ITpY CeKCyamHa cTuMynalp, MHxuouparero Ha ©IES ot cunaexadun poau a0
noBRHMILeHH HABA Ha Ul M@ B kaBepHo3zHoTO T, CNeA0BATETHO, 3a 12 MOXE CHWIACHA(IUT 2 OCBILIECTBH CBOUTE
YkesIaH! QnaronpHATHH hapMakoioTHIHY ethekTH, € HeoOXoaMMa CeKCyaTHa CTAMYTEALMA.

DapMaKoIHHAMHMHH ePeKTH

[poyyBanmsTa in vitro ca nokasamy, 4e cunaeHahun e cenexrused 3a OJIES, koATo ygacTea B NPOLECa HA EpeKLyA.
Heroeuar edexr Bepxy @JIES e no-MolneH, 0TKoIKOTO BBPXY APYTrUTe W3BeCTHH (pochomuecrepasi. ToM e 10-kparHo
no-cenekTreeH 3a OJIES, otkonmkoTo 3a OJIES, KosTo y4acTBa B MpoLieca Ha (POTOTPaHCIYKLIMA B PETHHATA,

B MakcCHMATTHH NpencpbUMTEHH 103U CEIEKTHRHOCTTA MY € 80-kparHo no-Brcoka 3a D/IES, otkonkoto 3a BHE] m
Haz 700-kpatHO no-BHcoKa, oTkomkoTo 3a OJIE2, 3, 4,7, 8,9, 10 u 11. To xoHxperHo, cinaeHadun uma 4000 meti mo-
rojsiMa cenekTBHocT 3a OJIES, otkonkoro 3a ®JIE3 — modopmata Ha LTAM®P-cnietudranara dpocommectepasa,

yYHaCTBallld B KOHTPQJIA Ha ChPACHHMA KOHTPAKTHIIHTCT.

KnmimHa eMkacHOCT H 6e30NACHOCT

JBe KIMHUMHM NPOYYBAaHKSA ca OWITH CTICLMATHO MPOBEICHH, 3a Ja C€ OLIEHW BPEMETO, KOETO € HeoOX0mMo, 3a 1a ¢
FOMTYYH EPEKiMA B OTTOBOP HA CEKCYAITHA CTHMYJIALIKA CTeA IPHEM Ha JIEKAPCTBOTO. B npoydBaHe ¢ H3MOI3BaHe Ha
rreTsMorpagua Ha neHyca (RigiScan) npy nalpeH™™, KOMTO ¢a NpYeni CUIACHA(UI HA IMANHO, CPEAHUAT NEPHOA 10

HAYarnoTo Ha epekTa NPH TE3H OT THIX, KOUTO €2 IONYyYWTH €PeKLMA, XapaKTeprsppatia ce ¢ 60% purnaHocTt
(nocraThuHa 33 OCBIIECTBABAHE HA MOMOB akT), € 61 25 MunyTH (0T 12 no 37 muryTH). B opyro npoyusaHe ¢ RigiScan

cunpaeHacun opu 1 4-5 uaca CeA MpHeMa € JABAT BE3MOXHOCT 32 TIOTYYaBaHe Ha ePEKLIMA B OTMOBOP HA CEKCYAlTHA
CTMMYTALAA,

CriacHahW1 MPEOU3BHKEA JIEKH H IPEXOIHM TTOHIDKCHHA HA KPBBHOTO HANIATaHe, KOMTO B MHOZHHCTBOTO OT CITydauTe
npoTHyar 63 KIIMHAYHA CHMITTOMAaTHKA. CpeHATA CTOHHOCT Ha MAKCHMATHOTO NOHIGKEHME HA CHCTOTHOTO KPbBHO
HA/ATAHE B JISTHATIO NOIOXKEHME ¢nell nepopaneH npuem Ha 100 mg cunaeHagun e 6mna 8,4 mmHg. CrorBeTHAaTa
MPOMSAHA B IMACTOIHOTO KPbBHO HATIATAHE B JIETHATIO nionmiceHUe € 6una 5,5 mmHg. Tesn noHrmkeHns Ha KpbBHOTO
HA/IATAHE ChOTBETCTBAT HA BA3OJWIATATUBHHA eeKT HA CUIIEHA(IL, KOHTO BEPOATHO O JR/DKH HA MOBHILICHHETO HA

HMBaTa Ha 1l M@ B rmaaxara MyCKyJIATYPa HA KPLBOHOCHHTE ChaoBe. [1pu 3apaen 1oOpoBonLH eqUHHYHA NepopaiHa
no3a go 100 mg cynaeHagpun He BOOU A0 KIHHHYHO 3HaYHMH NMpoMeHH B EKT

B npoy4eaHe BEpXy XeMOIMHAMUYHHUTE (eKT! Ha eJHOKpaTHa nepopanHa ao3a ot 100 mg cunneHadun npu 14
naimeHT! ¢ TexKa MbC (>70% cTeH03a HA IOHE ¢THA KOPOHRAPHA apTEpia), CPCOHUTE CTOMHOCTH HA CUCTOITHOTO U
JIMACTOITHO HATIATAHE B MOKOH €a ¢ MOHIKWTH CHOTBETHO ¢ 7% 1 6% cripaMo M3XOaHHUTE, CpeIHOTO CHCTOITHO
benoapoebHO HANATaHE ¢¢ € MOHKIWIO ¢ 9%.

CunneHadun He e NMPSIUIBUKAN MPOMAHA B CHPACHHMA TEOUT U He € HapyLlM/ KPEROTOKA TPE3 CTECHEHHUTE KOPOHAPHH
ApTEPHHL.

B neoiBocmno, manedo-KOHTPOIMPAHO MPOYYBAHE, BKITOMBALLD CTPEC-TECT € HATOBAPBAHE, € HAIMPABEHA OLIEHKA Ha
|44 naupeHTH © EpEeKTWIHA AMCPYHKIIMA M XPOHUYHA CTa0WTHA CTEHOKAPANS, KOMTO IPHEMaT PEIOBHO
AHTUCTCHOKAPJHH NEKAPCTBEHH MPOAYKTH (C MBKMONEHHE HA HATPaTH). Peaynrarue ca nokasany, 4e HAMA KITHHHYHO
IHAYHMMH PazTHMKN MEXTY CHaeHadmn 1 Ianeto BsB BpeEMETO JI0 NOABA Ha JIMMHTHPALLIA CTEHOKAPIHA,

Emvn 1ac cnea nprem Ha 100 mg ciwineHadun mpu MaThk Opoi NalMeHTH ca Ce NOABWIM JIEKY U NMPEXOIHM MPOMEHH B
criocoOHOCTTA 32 pa3MYABAHE HA LBETOBETE (CHHBO/3eEHO), H3C/IeIBAHA ¢ NOMOLLITA HA TECTa 34 PasrPaHHYABaHE HA
100 useroBH oTreHBKA HA Farnsworth-Munsell, kato 2 yaca cne opHeMa Ha NEKAPCTBOTO eieKTHT € OT3BYUan HAITBITHO.




BeposTHHAT MEXaHHU3EM Ha Ta3H MPOMAHA B LIBETORATA AMCKPHUMHHALWA € CBbP3aH ¢ HHXHOUpaHeTo Ha OJIED, kosTo
y4acTea BB OTOTPAHCAYKUMOHHATA KacKa/ia Ha peTrHaTa. CunaeHadun HAaMa HHKAKbB eekT BEPXY 3pHTe/HaTa
OCTPOTA WIH YCEIIAHETO 33 KOHTpAcT. B Manko mnanebo-KOHTparpao npoyyBaHe IMPH MALMEHTH € IOKA3aHa paHHA
BB3pacTOBO-00YyC0BeHA AcneHepalia Ha Makynata (n=9) cuwaeHadun (100 mg eaHOKpaTHa A03a) HE € I0BEN J10
3HAYHMM TPOMEHMN B IPOBEICHHTE 3PUTENHM TECTOBE (3PHTETHA OCTPOTA, peELLETKA Ha Amsler, IBETOBa TUCKPHMHHALIAA
Ha CHMYJTHpaHa 1T THA CBETIMHHA CHTHATM3aLA, nepuMeTpy Ha Humphrey u ¢otoctpec).

He e ycranoBeH eeKT BLpXY NOABIAHOCTTa WIH MOPJIIOTHATA Ha CIEPMATO30UIHTE Clie €AUHUYHA NIEPOPATHA 1032
ot 100 mg cunpenagui mpy 3apasu JoOpoBOILM (BK. TOUKA 4.6).

Hormatrumenna urgopmayus 3a KIHUMHY NPOYSEaHIR

B xrvHpmuHM npoyyBaHna ciiaeHadmn ¢ 6w npuioxeH rmpy noseue ot 8000 matmerT Ha Bb3pact 19-87 ronqunu. bumm
Ca NPEACTABEHH CNETHHUTE MPYITH NAIMEHTH; NAlMEHTH B CTapy4ecka Bb3pacT (19,9%), naimenTtH ¢ xunepronus (30,9%),
3axapeH auadet (20,3%), ncxemudaHa 6onect Ha cepreto (5,8%), xvmeprmmanemus (19,8%), TpamMu Ha rppOHAYHKA
Mo3BK (0,6%), nenpecus (5,2%), TpaHCypeTpaTHa pe3eKLsa Ha npoctaTaTa (TYPIT) (3,7%), panMKanHa nMpocTaTeKTOMUS
(3,3%). CnemnuTe rpyny He ca 6w AOCTATHYHO MPEACTABEHH WIH ¢a OUIMN U3KBOYEHH OT KIMHHYHUTE IPOYUBAHHA:
MaLMERTH ¢ OMePaLi B MATKHA Ta3, NALMCHTH ClieN TbYeTepartis, NALMEHTH ¢ TeXKKO OBOPEYHO WK YepHOAPOOHO
YBpeXKIAHE H NALMEHTH ¢ HAKOH CBPISHHO-CBIOBU NpobneMu (Bok. Touka 4.3).

B npoyuBaHusTa ¢ pUKCHpPAHU A03K, IPOLIEHTHT HA NALMEHTUTE, ChoOLIABAlIN, Ye IEYEHHETO € NOACOPHIO TAXHATA
epexapiA, ¢ 6un 62% (25 mg), 74% (50 mg) u 82% (100 mg) cnpamo 25% npu manedo. B kOHTpoHpaHH KITHHWMHY
APOYYBAHUA YeCTOTATa Ha NPEKBCBAHE HA JICUCHHETO Che CUNIcHad € O1na H1eka ¥ noo0dHa Ha TasH IpH Iw1aueoo.
3a BCHUKH MMPpOY4BAHKA MPOLICHTHT Ha NALMEHTHTE, CHOOLLIABALIM 33 NoaodpeHue che ciuraeHadun, € 61 kakTo crie/sa:
ICMXONeHHA €peKTWIHA AuchyHKIBA (84%0), cMeceHa epekTiUHa AUChyHKUMA (7 7%%), OpraHHIHA €peKTHITHA
muchyHkims (68%), nalpeHTH B CTapuecka Bu3pacT (67%), 3axapeH auabet (59%), HbC (69%), xsmepronns (68%),
TYPI1 (61%), pamikanna npocrarekromma (43%), TpasMa Ha rpbOHaUHMA MOIBK (83%), penpecus (75%).

B apnrocpouHi NpoyyeaHna 6e30MacHOCTTa H peKTHRHOCTTA Ha CWIAEHA(WT ¢a ce 3arasim.

5.2 PapMakOKHHETHYHH CBOHCTBA

Abcopbims

Cwinenatun ce abcopbupa Obp3o. HabmonasaHume MakCHMaTH TUIARMEHH KOHLICHTPALIMH CE JOCTUTAT B PAMKITE Ha
30 po 120 MuHyTH (cpeHa cTroiHoCT 60 MHHYTH) Criest IIEpopalieH MpHeM Ha rmamHo. CpeaHara adcomoTHA HepopanHa
onoramrHocT € 41% (muanasoH 23-63%). Cren nepopaned npuem Ha cunaeHadun, AUC 1 Cmax HapacTsat
HPONOPLIMOHATHO HA 103aTa B IPENOPBYAHUTE I030BU IpaHULH (25-100 mg).

Koraro cuiaeHathmn ce B3eMe 1o BpeMe Ha XpaHeHe, CKOpocTTa Ha abcopOims HaMarimBa, KaTo CPEeAHOTO 3abaBsHe Ha
tmax e 60 MUHYTH, a CpeAHOTO NoHKeHHe Ha Cmax € ¢ 29%.

Pasznpenenenue

CpenHust 00eM Ha paznpefeneHie B CTALIMOHAPHO creTosHMe (Vd) Ha ciunaeHagn € 105 |, koeto roeopH 3a
pasnpeaeneHue B TekaHuTe. Chnen eHHHWMHA TiepopanHa no3a o1 100 mg cpeaHara MakCHMATHA TUIA3MEHA
KOHLIEHTpaLMA Ha ciwiaeHadgwi € npubmsurenHo 440 ng/ml (CV 40%). Thit kato crwiaenadgmn (M HErOBUAT OCHOBEH
LHMPKYHpaLl] N-1e3MeTHn MeTaboIHT) € CERP3aH ¢ IazMeHHTe 6eNThIM B 96%, TOBa BOIM 10 cpeHa MAKCUMAITHA
KOHLIEHTPALIMA Ha cBoOoaHaTa (popma Ha cuyieHadwt B iasMara ot 18 ng/ml (38 nM). CebpaBaHeTo € IPOTEHHHATE €
HE3aBUCHMO OT ODLIATA NEKAPCTBEHA KOHIIEHTPaLHA.

I'Ipr 3apaBu nobporomuy, nomyyasainy ciwigeHadun (100 mg 8 enHoxpaTxa noza), noa 0,0002% (cpemno 188 ng) ot
NPWIoKEHaTa J103a € OWa YCTAHOBEHA B eAKymnaTa 90 MUHYTH clie] pHeMa.

buorparicopmanns

CunaeHadun ce MeTabOoIM3Hpa INTABHO OT M30SH3UMHTE HA YepHoapoOHuTe MuKposomMr CYP3A4 (ocHOBEH ITET) #
CYP2(C9 (BropocreneneH meT). OCHOBEMAT LIMPKYJMpalL MeTabONHT ce noiTyyasa B pe3yNrar Ha N-1e3MeTHIMpaHeTo
Ha cunaeHahut. Tosd MeTabonuT UMa npodu Ha ocoanecTepasia CeNeKTUBHOCT, [0100EH Ha TO3H Ha




cunacHadwn,  in vifro MolHOCT cripamo PJIES npubmnurermo 50% ot TasH Ha H3XOHOTO aKTUBHO BEUIECTRO.
[ Ina3zmenuTe KOHLEHTpalMK Ha MeTabonuTa ca apubmnnresHo 40% o1 Tean Ha cuiacHadun. N-Ae3MeTHn
METabMTUTET C€ METabMTI3HPa JOITHITHATETHO ¥ MIMA KPacH II0ITYKUBOT OKOJIC 4 yaca.

EnvMyHMpase

TotamHuAT TeneceH KHpBHC Ha cwiaeHadun € 4] Vh ¢ nomyaasor B kpaitHa dasa 3-5 waca. Cnep nepopanto wm
BEHO3HO NMPHIMKEHHE CWIIEHA(HN ce eKCKPETHpa Mo/ thopMaTa Ha MeTaboIMTH NPeTMMHO ¢ H3IPaXHECHUATA
(mpubmnuTenHo 80% 0T MpUnoKeHATa NEPOPATIHA A033) B B [TO-MAVIKA CTElEH ¢ ypHHATa (IIpudysHTenHo 13% or
MPIIOKEHATA NEPOPATHA 403).

D apMaKOKMHETHKA IIPH CHOSLMATHH MPYITA [ALMEHTH

Cmapuecka ev3pacm

3mpaBy JOOPOBOIILM B CTapiecKa BBL3pAcT (Ha 65 WK noBeve NoMHN) ca HMATH HaMaleH KIIMPBHC Ha CUIeHAdH,
KOETO € IOBEJIO [0 IUIa3MEHH KOHLICHTPALMH Ha CHNAeHA(WI M Ha aKTHBHHA N-A€3MEeTIWIHPAH METabIHT TI0-BHCOKH ¢
okano 9 % B cpaBHEHHE € YCTAHOBEHHUTE IMPH 3APABH NMo-Miaam 100posomM (18-45 roqunu). [opaawn sb3pacToBH
PAWIMKH B CELP3BAHETO C IVTA3MEHHTE MPOTEMHHN ChOTBETHOTO YBEIIMYEHHE HA KOHLICHTPAIMUTE HA CRODONEH
criaeHathun B rotasMara e 6o ¢ oxono 40 %.

bvbpeuna nedocmameurocm

[Tpy nobpoBomm ¢ sieko 10 yMepeHo Ob6pesHo yepexxaane (kpeatnHHHOB KApBHC = 30-80 ml/min)
(hapMaKkOKMHETHKATa Ha CWIIeHa(Hn € OcTaHAIa HeNPOMEHEHA Ciel IIPHEM HA eJMHAYHA NepopaliHa ao3a ot 50 mg.
Cpennure croiiHocy Ha AUC 1 Cmax na N-pesMerwiipaHua MeTaboJIMT ¢a HapaCHAIM ChOTBETHO ¢ 40 126% u 1o

73% B CpaBHEHME CHC CHOTBETHHU 10 Bb3pacT A00poBony 0e3 ObOpEUHO YRpEXIAHE.
[lopamy BUCOKITE HHAMBHAYATHH BapHAIMK, obaue, Te3H pa3iMKK He ca OWTH CTATHCTHUYECKH 3HaYHMH. [1py

noOpOBONTIH C TEKKO YBpEXIaHe Ha OpOpeyHaTa GpyHKIHA (KpEeaTHHHHOB KTHPBHC <30 ml/min) KMTMpBHCHT Ha
cuaeHadun ¢ 611 HAMANeH, KOETO € J0BeN0 A0 cpeano Hapacrsane Ha AUC H Cmax cuc cboreeTHO 100% 1 88% B

CPABHEHHE CBC CHOTBETHH N0 BR3pacT nobpopomm 63 6uBpeuHo yepexaaHe. OcBeH ToBa, crofHocTuTe Ha AUC 1
Cmax Ha N-nesMeTWIMpaHua MeTaboMMT ca HapacHAH 3HAWMO, CHOTBETHO ¢ 200 % 1 79 %

Yeprodpobra nedocmammutocm

[Tpu noOGpoBOMIM ¢ Nieka ZI0 yMepeHa cTeneH Ha uepHoapoOHa 1ipo3a (A u B no Child-Pugh) xmipbHCET Ha
cungeHadun e 61 HamaneH, koeto e poeeno ao HapacTeake Ha AUC (¢ 84%) n Ha Cmax (¢ 47%) B cpaBHEHHE Che
CBLOTBETHHM [10 BE3pACT J0OPOBOIIM O€3 4epHOAPOOHO YBpEKIAHE.

dapMaKOKMHETHKATA HA CIWIACHAGWT IIPH NMALMEHTH C TEXKKO HApyLLeHa YepHoapoOHAa (PyHKLIMA He € IPOYyYeHa.

5.3 IIpeI<IHHHYHH JaHHH 33 6€30MACHOCT

HexkTUHIMHHUTE JaHHH HE NOKA3BaT ocobeH pHCK 3a Xopara Ha 6a3a Ha KOHBEHLIMOHATHUTE (hapMaKONOrHYHH
M3MATBAHHUA 32 6e30MaCHOCT, TOKCHYHOCT NMPH MHOTOKPATHO MPHNICKEHHE, NeHOTOKCHYHOCT, KAPLIMHOTEHEH MOTEHIHAT
M PeNpOIYKTVBHA TOKCHYHOCT M TOKCHYHOCT 34 Pa3sBHTHETO.

6. PAPMALLEBTHUYHH JAHHH
6.1 CnHcbK HA NOMOIIHHMTE BEHIECTBA

HAnpo Ha Tabierkara

GBe3BoaeH kaniHes Xxuaporex pocoar
Muxpokpucraisa uenynosa PH 102

KpockapmMenoza HaTpuil

Konouaen oezpoaeH cunruneB auokcun (Aeposun 200)
Marue3ues c¢reapar

POUIMOBO MOKPHUTHE
[Tonwn (BHHWUNOR aTTKOXO0!T)




Makporo
Turanos anokcng (E171)

Tank ( E 553b)

HMHauro kapMuH amymusdes nak (E132)
Xt xenesed okcua (E172)

6.2 HecnBMecTHMOCTH

Henpunoxumo.

6.3 CpoK Ha roaHocrt

4 roauHH

6.4 CnexRajJHA YCIOBHYE HA ChXpPAHEHHE
Jla ce cbXpaHaBa Ha MACTO, HEAOCTBITHO 32 AELa.
Hla ce cBXpaHABa B OPUTHHATIHATA OTIAKOBKA.
Ha ce cpxpanaBra noa 25 °C,

6.5 BaaHchIbLpXaHHAE HA OHAKOBKAT3

Curerpa 50 mg ¢punmupanu TabneTky ca onakosaHu B 6nuctepH ot npo3pavydo PVC/PE/PVDC -
ATYMHHMERO (PONTHO, ChABPXKALM | WK 4 TabNeTKH, NOCTABEHM B XAaPTOHEHM KYTHH.

6.6 CrnenHajJHH nIpeanNa3HH MePKH OPH H3XBLPJIAHE

Hama cnetHanHi H3IUCKBABHA.

7. T[IPATEXATEJI HA PAZPELLLEHHUETO 3A YIIOTPEBA

HOBEJ ®APMA EOO]
yn.OxonoBpbreTeH mbT No3b
1415 Codus, brnrapus

Ten.: +359 2 962 62 80

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

8. HOMEP HA PAZPELIEHHETO 3A YIIOTPEBA

Per. Ne 20170161

9. JATA HA ITBPBO PAZPELIABAHE/TIOJHOBABAHE HA PAZPELLIEHHUETO 3A
YIIOTPEBA

Jlata Ha mepBRo paspewapane: 11.035.2017
JlaTa Ha nocneaHo noaHoeasaHe: 14.06.2022

10. JATA HA AKTYAJ/IMIUPAHE HA TEKCTA

12.2023 r.




