KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HME HA JIEKAPCTBEHHUA ITPOAYKT

Cunerpa 100 mg ¢puamMupanu TadiieTku
Sinegra 100 mg film-coated tablets 0(0 / ;—O/[‘?Z

68753 S 10 -04- 2025

2. KAYECTBEH 1 KOJIMHECTBEH CbCTAB

Besika Tabnetka cpabpxka 140,48 mg cunpenadwn untpar (sildenafil citrate), exsusanented Ha 100 mg
cunneHapun (sildenafil).

3a ITBJIHKA CITUCHK HA TTOMOIIIHATE BEIIECTBA BHXKTE TOYKA 6. 1.
3. JIEKAPCTBEHA ®OPMA
®unmupana tadlieTka.
CHUHM OBOWHO M3MbKHAIN KBaJpaTHU TabJIETKHN CbC 3a00s1eHH pBOOBE U [1B€ KPBCTOCAHU M0/1 MPaB bIbJl
JEJINTEJTHU YepPTH OT eJHaTa CTpaHa.
TabnerkaTta moxe J1a Objie pa3/ielieHa Ha YeTHPU PaBHH JI03H.
4. KJIHHHUYHHU JAHHH
4.1 TepaneBTHYHH NMOKA3AHHA
CuHerpa e rokasaHa 3a NpHuIoKeHHe TPH Bb3PacTHU MbXKe C ePeKTHIIHA JUC(YHKIIUA, KOSTO
[peJICTaBlIsABa HECTIOCOOHOCT 3a MOCTUIaHe WM 3aJbp KaHe Ha epeKLus Ha MeHKuca, A0CTaTbh4Ha 3a
3aJI0BOJIUTEJIEH CEKCYAJIEH aKT.
3a na 6bae edexTuBHa CuHerpa, € HeoOXoAMMa ceKcyaliHa CTUMYJIaLus.

4.2 Jlo3upoBKa H HAYHH HA NMPHJIOKEHHUE

Lo3upoBka

Vnompeba npu év3pacmnu
[TpenopbunTenHaTa go3a ¢ 50 mg, KOUTO ce B3eMaT MpU HyXk/1a MPHOIU3NTETHO €/IMH Yac nmpean

cekcyanHus akT. B 3aBHcHUMOCT OT edekTa M MOHOCHMOCTTA Jl03aTa MOKe Jia ObJle yBeIm4eHa 10
100 mg uau HamaneHa 1o 25 mg. MakcuMmanHara npenopbunTessa jo3a € 100 mg. MakcumanHnara

MpernopbYMTETHA YECTOTa HAa TPHEMaHe € BeJHbxX AHeBHO. [Ipn npuem Ha CuHerpa no BpeMe Ha
XpaHeHe HA4YaJIoTO Ha JeicTBHEeTO MoXe Jia Ob/le 3a0aBeHO B CpaBHEHHE C MPUeMa Ha IJ1aiHO (BX.
TO4YKa 5.2).

CrnienmajiHu nonyJialuuu

Cmapuecka 8v3pacm
Kopekuuu Ha j103aTa He ca He0OXOAMMM TNPH MALUEHTH B CTapyecka Bb3pacT (= 65roanHH).

bvopeuno yepescoane
[TpenopbkuTe 3a A03UpaHe, JaZeHH B “YoTpeda rnpu Bb3pacTHH , Ca BAJIMIHU MPH NAMEHTH C JIEKO

710 yMepeHo 0B0peuHo yBpexaaHe (kpeaTHHUHOB KnpbHCE = 30-80 ml/min).

Toii KaTo NpPH NALMEHTH C TEKKO ObOpeuHo yBpexkaaHe (KpeaTHHMHOB KJIMpbHC <30 ml/min) KIMPBHCHT HA
cunjeHadwn e HamalneH, TpsAOBa Ja ce ma npeaBul 103a oT 25 mg. B 3aBUCUMOCT OT egkgxm_::‘
[TOHOCHMOCTTA JI03aTa MoXe J1a Objie yBemueHa noctenenHo 1o 50 mg nm 1o 100 arg cropemy

YeprodpobHo yepescoane
Tbit kaTO NMpU NaLMEHTH ¢ YepHOAPOOHO yBpexAaHe (Hamp. IHpo3a) KJIMPbHCH




HamalleH, TpA6Ba 1a ce MMa npeasn ao3a ot 25 mg. B 3aBUCHMOCT OT €pexTa ¥ TIOHOCHMOCTTA [103aTa
MOke Ia ObJe yBenHnueHa nocteneHHo Ao 50 mg wnn go 100 mg cnopen Hy XAUTE.

HHeduampuuna nonyrayus
CuHerpa He e NoKa3aHa npu Jinua noa 18-roaminHa Bb3pacT.

Ynompeba npu nayuenmu, npueMawy Opy2u 1eKapcmeeny nPooyKmu

C u3K0ueHNe Ha PUTOHABHD, 3a KOKTO He ce MmpenopbiBa eAHOBpeMEHHa ynoTpeda ¢he CHicHadHrT

(BX. To4Ka 4.4), IPH NaLWeHTH, NOJTy49aBaiu exHoBpeMeHHo JedeHue ¢ CYP3A4 nuxubnutopu (BX.TO9Ka
4.5), TpaOBa ga ce Ma NpeJBHI HaYamHa qo3a oT 25 mg.

TTauneHTHTE, IPOBEXAALIN NeueHHe ¢ anda-Onokepy, TpsadBa 1a ObAAT CTAOMITU3MPAHH MO OTHOLUIEHHE Ha
TepamuaTa ¢ anda-0okepy Mpeayn 3amoYBaHe HA NTevYeHNe ChC CHIIIEHAMHIT, 32 1a Ce HaMaJlH Bb3MOXKHOCTTa
33 pa3BUTHE Ha OPTOCTATHYHA XWNOTOHMA. OCBEH TOBa TpAOBA Ja ce 0OMHCITH 3aMoUBaHe HA JICYCHHETO CBC
canaenadun ¢ 1o03a ot 25 mg (XK. TOUkH 4.4).

HaguH Ha NpUNokKeHUe
3a nepopanHa ynotpeda.

4.3 IIpoTHBONMOKA3AHAR

CBpBEXYYBCTBHTENTHOCT KbM aKTHBHOTO BEIIECTBO HJIH KBM HAKOE OT NOMOIIHHTE BELIECTBA, H30pOeHH B
Touka 6.1.

B CLOTBETCTBHE C HEMOBHTE W3BECTHH e)eKTH BbPXY ITBTA a30T€H OKHC/IIHKJIMYEH r'YaHO3HH MOHOGOCaT
(cGMP) (Bx. Touka 5.1) cunaeHadHn € Nokasan NOTEHIHMPAHE HA XUITOTEH3HBHUTE e(eKTH Ha HUTPATHTE
cNneoBaTelHO, €QHOBPEMEHHOTO MY NMPUIIQKEHHUE C JOHOPH Ha a30TeH OKHC (KaTo aMHJT HHTPaT) UITH
HUTPATH Noj BCAKaKBa (popMa e MNpoTHBOIOKA3aHo.

EnHoBpeMmeHnHOTO npunarade Ha OJIES HHXUOUTOPH, BIUTIOUHTENTHO CUAEHA W, ¢ TYaHHIAT-LHKNAa3HA
CTHMYJNATOPH, KaTO PHOLIHTYAT, € NMPOTHROIIOKA3aHO ThI KATO TOBA MOXKE J1a MPHYHHH CHMIITOMAaTH4YHA

XMIIOTOHMSA (BXK. TOMKa 4.5).

CpeacTBara 3a iUeHHE Ha epeKTUITHATA TUCGYHKLNA, BKIIOYMTEIHO CHieHadun, He TpsabBa aa 6baat
NpHIaraHy NPA MbXe, HA KOUTO He Ce NPEnopbyBa CEKCYaTHa aKTHBHOCT (HANIPUMEP, NALHEHTH ¢ TEXKKH
CHPACYHO-CBAOBH HapYUICHNA KaTo HecTabuITHA CTEHOXApAMS WIH TEXKKA ChPACYHA HEOCTATBUHOCT).

CHHerpa e NpOTHBOKA3aHa NIpH MALMEHTH, KOUTO HMAaT 3aryba Ha 3peHHETO NPH €JHOTO OKO MOpajax
HeapTepHUTHA NpeaHa HcXxeMuyHa onThuyHa HeBponaTtus (HAWOH), He3aBuCHMO nasiy Te3d en|304u ca
6WIIH CBBP3aHN UK He ¢ TIpeaxoaHa excnozuima Ha ®JIES naxubutop (Bx.Touka 4.4).

BesonacHocTTa Ha cunaeHadun He € NpoydYeHa MpH CNeAHUTE NMOATPYTNH NaUHEHTH H CIIEAOBATENIHO
ynotpebara My € MPOTHBOMOKA3aHa: TEXKO YepHOAPOOHO YBpeKAaHe, XMIIOTOHKSA (KPBBHO Hanarane <90/50
mmHg), aHaMHe3a 3a CKOpOLIEH HHCYNT WIX MHOKapJeH MH(PAPKT U M3BECTHH HacNeACTBEHH
HereHepaTvBHy 3a60MaBaHHS Ha PETHHATA KaTo refinitis pigmentosa (MalKa JacT OT T€34 NALMEHTH UMaT
reHEeTHYHH aHOMANIUH, 3acaramy pocoauecTepauTe Ha peTHHATA).

4.4 CrenuaJHy NpeaynpekIeHAs H NpeAna3HH MEPKR NpH ynoTpeda

[Tpenw 1a 6bae Ha3HA4YEHO $AapMaKOJIOTHYHO JIEYEHHE € HEOOXOAHMO CHEMaHe Ha MEAULIMHCKA aHAMHe3a H
dH3NKANEH CTATYC 33 ANArHOCTHLMPAHE Ha €peKTHIIHATA ANCYHKUMSA ¥ olipeJleiiHe Ha Bb3MOXHHTE
NPHYHHH.

ChpleyHOCHAO0BH PUCKOBY JaKTOPH
IIpenn 3anouBake Ha KaKBOTO U /12 € Jle4eHHe 3a EpEKTHUITHA AXCOYHKLMSA TeKkapruTe TpsAOBa A TR
CbPIEUYHO-ChAOBHSA CTATYC Ha MALHEHTHTE CH, Thil KaTo CBIIECTBYBA CTEMEH Ha ChbPACUCH/ PR :
ceKcyanHata akTHBHOCT. CunaeHadua HMa CbA0Opa3LIMPpABALIN CBOHCTBA, BOACLLH JO JIg)




TNIOHMXKEHHE Ha KPHBHOTO HansraHe (BX. Touka 5.1). [Ipeau npegnuceaneto Ha cunaeHadun nexapure
TpsOBa BHAMATE/IHO [a MPELEHAT AU TeXHHTe NALMEHTH C Oonpele/eH: ChMbTCTBallN 3abonaBanus Onxa
MOTJIH A3 CE TIOBITUAAT HeOIaroNpHATHO OT TE3W Ba3OAHNATaTHBHE ediekTH, 0co0eHO B KOMOHHALINA CBC
ceKcyanHa akTHBHOCT, [TanMeHTH ¢ MOBMIIEHa Ty BCTBATENHOCT KbM Ba30JHNIATATOPY Ca Te3H ¢ 00CTpyKIus
Ha JIEBOKAMEPHHA M3XOJCH TPAKT (HAlpUMEp aopTHa CTEHO3a, XHIepTpodHUHa 00CTPYKTHBHA
KapAHOMHOTIATHs) ¥ T€3H C PeJKUs CHHIPOM Ha MHOXKECTBEHA CUCTEMHA aTpodus, MaHHpecTHpaL ce C
TEKO HapyllleH aBTOHOMEH KOHTPOJI Ha KPBBHOTO HAATAHE.

CHHerpa NoTeHLIHpa XHITOTEH3UBHHUA epekT Ha HUTpaTHTE (BX.ToWKa 4.3).

MiMa nocTMapKeTHHIoBH CHOOLLIEHHUS 32 CEPHO3HU CHPACYHO-CHA0BH HHLIMIEHTH, KATO MHOKapA€eH

nHpapKT, HecTabHITHA CTEHOKAPANA, BHE3allHa ChpAEYHA CMBPT, KAMEPHH APUTMHH, XeMOparnyeH

MHCYJIT, PEXOAHO HapylIeHHe Ha MO3BUHOTO KphBooOpallleHne, XHIIEPTOHHA ¥ XHNIOTOHKA, ChBNAJAIIH MO
speMe ¢ ynotpebara Ha CuHerpa. IToBeueTo, HO He BCHUYKH, OT T€3H MAIMEHTH €A MMANH NpeLIeCTBALN
ChPAEYHO-CHIOBH PHCKOBH GiakTopH. [ToBedeTo HHUMIEHTH, 32 KOHTO ¢e CHOOIaBa, ca HACTHITUITH M0 BpEMe
Ha WM CKOPO CJiefl CEKCYallHa aKTHBHOCT, a HAKOHU ca Bh3HUKHAIM CKopo ciel npuema Ha CuHerpa Ges
ceKcyanHa akTHBHOCT. He e Bp3MOkHO Ja O0Bbae onpeaeneHo Jani Te3d HHUHAEHTH Ca CBbp3aHu MPAKOo C
FOPHHUTE MM APYTH (GakTOpH.

[Ipuanuibm

CpencTsara 3a JledeHHe Ha epeKTuiIHaTa JUcGyHKINS, BRIIOYUTENHO CHleHadun, Tpabsa na obaat
H3NOJI3BaHN BHHMATEJTHO TIPH IMalHeHTH ¢ aHATOMU4YHA AedopMaLIvA Ha TIEHHCA (KaTo aHry/1auu,
KaBepHO3Ha pubpo3a win DoslecT Ha Peyronie) UM NpH NALMEHTH CbC CBCTOAHHA, KOUTO MOXKE Aa
npeApasnoNaraT KbM MPHAITH3EBM (KaTO CHPIIOBHIHO-KIIETHYHA AHEMHA, MYJITHTUIEH MHEIIOM HITH JIEBKEMMS).

HUma crobluenuns 3a NPOALIDKHTEHA epeKilis U IPUANN3bM NpH PHEM Ha CHILIeHadgu B
NOCTMAPKETHHIOBHSA Mepno. B ciryuait Ha epekius, KosTo IPOIB/DKABA MoBeYe OT 4 4aca, MalHEeHTHT
TpsOBa He3abaBHO [a MOTHPCH MEIULMHCKA MOMOLL,. AKO ApHANMU3IMbT He ce JIeKyBa He3abaBHo, 6u Moriio Aa
ce CTHTHE JI0 YBpeXAaHe Ha ThbKAHWTE Ha MEHUCa M [TOCTOAHHA 3aryba Ha MOTEHTHOCT.

EanospeMeHHO npuioxenue ¢ Apyru OJIES HHXHOUTODY HIH APYTH NEYEHUS HA ePEKTUIHA JUCOYHKIIMS

BezonacHocTTa W epHKacHOCTTa Ha KoMOuHALMHTE Ha cungeHadun ¢ apyru ©JIES uuxubuTopH, Apyru
neyeHus Ha OenoapobHa aprepnanta xunepronus (BAX), ceabpxainu cunaeHapun (REVATIO), unu
IpYrH NeueHns Ha epeKTWIHAa IMCPYHKLUHMS He ca npoyueHH. [lopanan ToBa npunaraHeTo Ha TAKMBa
KOMOHHALMH HE CE NMPETNOophYBA.

EdexkTn BbpXY 3PEHHETO

MMa crioHTaHHU chOOUIEHHS 3a CITyYaH Ha 3pHTEJTHH YBpPEXIaHHA BB BPb3Ka C MPHEM Ha CUiIeHadun U
apyr OJIES naxuburopu (BXK. To4ka 4.8). 3a ciyyan Ha HeapTepHHTHA NPEAHA HCXEMUUYHA ONITHYHA
HEBPONATHSA, PAAKO ChCTOSHIE, HMa CITOHTaHHY cbobIIeHHs ¥ chobIleHHS B 00CEPBALIMOHHO MPOYYBAHE BHB
BpB3Ka ¢ pueM Ha cungesadut u gpyra GJES unxuburopu (Bxk.Touka 4.8). [Tauuentute Tpadsa aa 6paar
NOCHLBETBAaHH, Y€ B CTydail Ha KAKBOTO W Jia € BHE3aMHO 3pUTENTHO YBpEeXkAaHe, TpAOBa Ja cripaT npHeMa Ha
CuHerpa ¥ He3a0aBHO J]a ce KOHCYJITHPAT ¢ Jiekap (BX. Todka 4.3).

EanHospeMeHHa ynoTpeba ¢ puTOHaBHD

EaHoBpeMEHHOTO MPUNICKEHHE HA CHITIeHa(HI ¥ PHTOHABHP HE €€ TIPETIOPLYBA (BXK. TOUKa 4.5).

EanoepeMenHa ynotpeba ¢ angda-bnokepn

[MpenopnuBa ce BHUMaHHE, KOTATO CHIIeHad I ce TIpUiara Ha MalnenTH, KOMTO NpHeMaT andga-bokepy,
Thil KATO €JHOBPEMEHHOTO NPUNOKEHNE MOXKE Aa JOREIE 10 CUMIITOMATHYHA XUITOTOHHSLBE -ﬂ; oay
4YyBCTBHUTETHH HHIMBHIM (BXK. TOUKa 4.5). ToBa e Hal-BEpOATHO Ja Ce€ NpOoABH MTPE3 Ik :“-./ ‘.’éﬁ‘ N4l 4/0ner “*-.x
npuema Ha cunaeHadun. IMauuenTrte TpadBa Aa 6bAAT XeMOAHHAMUYHO CTAOHIHU I Qg Ha' ’fi, \




TepanuaTa ¢ anda-onokepu npejn 3an04YBaHe Ha JICYEHHE CbC CHNIEHA(dHI, 3a Ja C€ HaMallH Bb3MOKHOCTTA
3a pa3BHTHE Ha OPTOCTaTHM4Ha XUNOTOHHUA. TpaOBa na ce nMa npeaBH] 3aI0YBAHE HA IEYERHETO CBC
cuaeHadun ¢ 1o3a ot 25 mg (BX. Touka 4.2). B nonmenHeHHe, nexapuTte TpsAOBA 1a TOCHBETRAT NMAIHEHTHTE
KaKBO Ja NpaBAT B ciyqall Ha MOABa Ha CHMITTOMH Ha OPTOCTaTHYHA XMITOTOHHA.

EQeKT BEpXY KbPBEHETO

[MpoyuyBaHusd BbpXY HOBELIKH TPOMOOLIMTH NOKA3BAT, Ye CUNAeHadUN IOTEHLMPA in Vilro aHTHArperanTHHTE
CBOWCTBA HA HATPHEBHA HUTpOTIpycHA. JIuncea nHdopMauns 3a fezonacHara yrorpe6a Ha CHIAEHA(HUT NPH
MaUEHTH ¢ HApYLIEHNA Ha KPbBOChCHPBAHETO MIIM aKTHBHA NMeNTH4HA A3Ba. CneloBaTeNIHO, CHIICHAHI
TpaOBa qa Obie Npunaral Npy TakMBa NaldeHTH Camo ClIel BHHMATEJIHA OLICHKa NOoJ3a-pUCK.

KeHu

CwWHerpa He € TIOKa3aHa 3a yrnotpeda npu sxeHu.

4.5 BiauMoaeiicTBHE ¢ APYIH JEeKAPCTBEHH NPOAYKTH H ApYru (OPMH Ha B3aHMO/ieHiCTBHE

EdexTH Ha IpyIrH TeKapcTBEHH NPOAYKTH BEPXY CHIIEHADHIT

IHIpoyweanus in vitro

MeTaboam3MBT Ha cuacHad I Mo IPHHIINT Ce OCBIIECTBABA C TOMOLITA HA H30€H3MMH 3A4 (OCHOBEH ITHT)
H 2C9 (BTopocTeneHeH mbT) Ha uuroxpoM P450 (CYP). ITopaan ToBa HHXNOWTOPHUTE Ha TE3H H3OECH3UMH
MoraT ia HaManaT, a HHAYKTOPUTE UM — J1a NTOBULLAT KIHPBHCA Ha cCUNZeHau.

IIpoyusanusn in vivo

[TonynauMOHHUAT apMakOKMHETUUEH aHANK3 HA JAHHHTE OT KIMHHYHHA NPOoy4BaHHNA NOKa3Ba HAMAIICHHE
Ha KNHPBHCA Ha cHIeHa(n MpH e THOBpEMEHHO NPHITOXKEHUE ¢ HHXUOHTOpH Ha CYP3A4 (karo
KETOKOHA30J1, EPUTPOMHLINH, IHMETHIINH). BhIipeky de He e 610 HabIo[aBaHO MOBHIIABAHE HA HECTOTATA
Ha HEXEeNaHWTEe peakLiUy NPH Te3H MalMeHTH, KOraTo CHnaeHadu ce npunara eJHOBPEMEHHO C HHXHOHTOPH
Ha CYP3A4, Tpabsa 1a ce vMa NMpeABHI HavaliHa 103a oT 25 mg,

EnnoBpemennusaT npuem Ha HIV-npoteazHus nHxuGurop puTOHaBHp, KOHTO € MHOTO MOILEH HHXHOHTOD Ha
P450 (500 mg nBykpaTHO AHEeBHO), H cunaeHadun (100 mg eqHOKpaTHa A03a) € AOBEN JO HapacTBaHE C
300% (4-xpaTtro) Ha Cmax Ha cuiaaeHadun u ¢ 1 000% (11-kpaTHo) Ha mnazmenara AUC Ha cunaeHagun.
Ha 24-us yac nna3sMeHuTe HUBa Ha cHizeHagun Bee oule ca 6unn okono 200 ng/ml B cpaBHeHHe ¢ HUBATA OT
5 ng/ml npu camocToATeNeH NpueM Ha cunaeHadwn. ToBa CHOTBETCTBA Ha M3paseHHTe eexTH Ha

PHTOHABHP BHPXY IHPOK KpBr cybcTpatn Ha P450. CunneHapun He € moka3an BIHAHHE BbPXY
¢apMakoKMHeTHKaTa Ha pUTOHABUP. B13 0CHOBaA Ha Te3M (apMaKOKMHETHYHH PE3yNTATH €AHOBPEMEHHOTO

[MpUIOKEHNE Ha CHITIEHA(UT U PUTOHABUP He CE NpenopbyBa (BX. Touka 4.4) ¥ IpY HHKAKBH
06cToATENCTBA MAKCHMATTHATA 033 Ha cruimeHadnn He TpabBa aa Haaxsbpis 25 mg B pamkuTe Ha 48 gaca.

EnnospeMennuaT npueM Ha HIV-npoTeaznusa waxubntop cakBHHaBHP, KoiTo € HHXxHOUTOp Ha CYP3A4,
cliefl IOCTHTaHe Ha paBHOBECHM KoHIeHTpauyH (1200 mg Tpu mbTH gHeBHO) M crnaeHadun (100 mg
eJHOKpAaTHa J103a) ¢ NoBen no Hapacrtsase ¢ 140 % Ha Cmax Ha cunaeHadnn u ¢ 210 % Ha AUC na
cunneHadun. Cunnenadmn He € 0Ka3an BIIMAHHE BbpXY GapMaKkOXMHETHKATA HA CAKBHHABHP (BXK. TOYKa
4.2). ITpeanosnara ce, 4e no-MowHH HEXHOUTOpH Ha CYP3 A4, karo KETOKOHA30M M HTPaKoHa30J1, Ouxa
UMAJTH Ollle No-CUNeH edexT.

[Tpn eqHOBpEMEHHO MTPWIOKEHHE HA CUNTAeHadHT B eIHOKpaTHa Ao3a ot 100 mg n yMepenus CYP3A4
WHXHOHTOP ePHTPOMHLIHH, Ce] JOCTUTaHe Ha paBHOBECHH koHLeHTpauuy (500 mg IByKpaTHO THEBHO 34 5
IHH) e 6110 HabnogasaHo yeenudeHue ¢ 182 % Ha cuctemHaTta ekcno3uuus (AUC) Ha cunaeHadun. [pn
3ApaBH MbXe Aobposonuk He e 611 HabmoaaBaH edekT Ha asuTpoMHUIKMH (500 mg AHEBHO 32 3 AHN) BHPXY
AUC, Cmax, tmax, emTMMHHALMOHHATA KOHCTAHTA WIH NMOJYKHBOTa Ha CHIAeHaQWI WY HePOBHTE OCHOBHH
MeTaboauTH B uupkynauusta. LluMerunux (800 mg), kokto e unToxpom P450 un /:»
CYP3A4 vuxuburop, e npean3BHKANT HapacTBaHe ¢ 56% Ha niazMeHara KoH1iIe f{‘ld\ it

eTHOBpEMEHHO NpHNoXkeHHe cbe cHiigeHadnn (50 mg) npyu 3apasy JoOPOBOIIIH




CoxkbT oT rpefindpyT e cnab uuxuburop Ha CYP3A4-meaunpanysd MeTabOIH3EM B UPEBHATA CTEHA H
MO3Ke Z1a AOBEE J0 YMEPEHO HapacTBaHe HA MUIA3MEHHUTE HURA HA CHIAEHaGuIL.

EnHokpaTHH 4034 aHTHauy (MarHe3neB XHAPOKCHA/aTyMUHHEB XHAPOKCH/) He ca NOBIHAIH
OMOHATHYHOCTTA Ha CHIAEHAa(pHN.

Brnpeku ye He ca NpoBeXKAaHU CieHPHYHN NPOYUBaHHA 32 IEKapCTBECHU B3aMMOJIEHCTBHA C BCHYKH
NEKapCTBEHH NMPOAYKTH, TIOMYNALHOHHHAT (paApMAKOKMHETHUCH aHAJIK3 HE € MoKasan epekT BbpXy
dapMakoKHHeTHKATa Ha CHIAEHA(HI IpH eAHOBPEMEHHO NPWIOXKEHUE HA JIEKapcTBa, MPHHaAIEKaLIY KbM
rpynata Ha uHxubnropute Ha CYP2C9 (karo Tonbytamu], BapdapuH, GeHHTONH), HHXHOHMTOPHTE Ha
CYP2D6 (xato cenekTMRHUTE HHXUOHTOPH Ha oOpaTHHA 3aXBaT HA CEPOTOHWHA, TPHLIMKITHUHHTE
AHTHZENPECAHTH), THA3HIIMTE H CPOJHH IHYPETHUH, OpUMKOBHTE H KATHH-CIIECTARANIATE JUY DETHIIH,
HHXHOUTOPHTE Ha aHCMOTEH3MH-KOHBEPTUPALLIMSA €H3UM, KaJILUEBAUTE AHTArOHHCTH, OeTa-
apeHOPELIETITOPHUTE AHTATOHHCTH UK MHAyKTOpHTe HA CYP450- Meaunpanus MetabonuseM (kato
pudamrmiMH, 6apoutypaTt). B npoyuysane npu 3apasH JOOPOBONIIM OT MEXKH NIOJ1 €AHOBPEMEHHOTO
NPUIOKEHHE HA EHAOTENHH-PeLETTOPEH aHTaroH|eT — 6ocentan (MHaykTop HAa CYP3A4 [ymepeHn],
CYP2C9 u sepoartHo Ha CYP2C19), B ctaunoHapHo csctosane (125 mg 1pa MbTH IHEBHO) ChC CHIACHAadM
B CTAIlHOHAPHO CheToAHME (80 mg TpH MBTH AHERHO) € NOBENO 10 CHOTBETHO 62,6% n 55,4% HaManeHue Ha
AUC n Cmax na cunaeHadun. [To Tasu npuuvHa e THOBPEMEHHOTO npriloxkeHHe Ha MOIHK CYP3A4
WHAYKTOPH, KaTo puaMIIHLIMH, CE 09aKBa J1a TOBEE 10 No-3HAYHMH HAMAJICHHS Ha NITa3MEHNUTE
KOHIEHTpaLY Ha cuyigeHadun.

Hukopanann e xubpna MeXxay aKkTUBATOp HAa KajlHEBUTe KaHAIM M HUTpaT. [lopaan HUTpaTHATa KOMIIOHEHTA
CHINECTBYBA BB3IMOXKHOCT J1a IOBEAE AC CEPHO3HO B3aMMOJICHCTRUE CEC CHIIAEHA(U.

EQEKTH Ha CHJEEH&QHH BbDXY ADYT'H JCKADCTEBCHH NPDOAYKTH

IIpoyysanua in vitro

CunaeHadun e cnabd nuxuburop Ha uutoxpom P450 uzoensumu 1A2, 2C9, 2C19, 2D6, 2E1 n 3A4

(IC50 > 150 uM). Kato ce uMa npeABHJ, M€ NHKOBATA M1a3MeHa KOHLEHTpaLUUs clel MpUeM Ha CHIAeHa(un
B IIPENIOPBLYHTENHHTE J03M € npubnnsuremno 1 uM, He 6u Morno na ce oyakpa CHHerpa JOa NOBIHAE
INIMPBHCA Ha cyGCTpaTHTe Ha Te3d H3oeH3MMH. JIMIICBaT JaHHH 3a B3aWMOJEHCTBHETO MEXAY CAAeHapnI H
Hecneupduanure docdoanectepazHn HHXHOMTOPH KaTo TECOGUIHH WITH JHTHPHAAMO.

Ipoyvesanua in vivo

B chOTBETCTBHE ¢ NMO3HATHTE CH JAeHCTBUS BEPXY BT a30TeH okcua/ul M® (Bx. Touka 5.1) cunaeHadpun
N0Ka3a MOTEHIHpaHe Ha XMTTOTEeH3IUBHIUTE €PEKTH HA HUTPATHUTE H CIIEJOBATENHO, € THOBPEMEHHOTO MY
MPHIIOKEHHE C JOHOPH Ha a30TEH OKCHJ WM HITPATH NOJ KaKBaTO H J1a € (popMa € NPOTHBOIMOKA3aHO (BX.

Touka 4.3).

Puouuryar: INpeIKIHHHYHKA TPOYYBAHUA MTOKA3BAT ROMBIHUTENCH €(PEKT HA MTOHNKABAHE HA CUCTEMHOTO
KpPBBHO Hanarake, korato OJIES uuxubutopn ce koMOUHMPAT ¢ pHonHryar. B KITMHHYHH MMPOYYBAHHUS €
I0Ka3aHo, He PHOLIHTYAT MOTEHIMPa XHNOTeH3UBHUTE edekT Ha DJIES wHxubHuTopute. HaMa naHHH 32
OnaromnpuaTed KIHHHYEH edekT Ha KoMOMHalHATa B IpOy4YBaHaTa nonynauus. EnHoBpeMeHHaTa ynorpeoda
Ha pronpryat ¢ ®JIES nHXuOUTOPH, BKITIOYNTENHO CHIIEHA( NI, € IPOTUBOTIOKA3ana (BX. Touka 4.3).

ExHoBpeMeHHOTO MPUNOKEHHE Ha CHAeHa(hUT Ha NALMEHTH, KOUTO Npuemar anda-onokepu, Moxe na
NOBeZIe 10 CHMITTOMATHYHA XHUIMOTOHMS [IPH MAKOTO YyBCTBUTE/IHM HHAUBHAN, ToBa € Ha-BepoATHO Ja ce
[MPOSBH TIpe3 MLPBUTE 4 yaca cliel MmpHeMa Ha cuwiaeHadun (Bxk. ToukH 4.2 u 4.4). B Tpn crielilupHIHA
MpOYyYBaHWs 3a JIEKapCTBEHH B3auMoaeHcTBIA anda-0mokepsT Joxca3osnd (4 mg u 8 mg) v cunaeHapun (25
mg, 50 mg unu 100 mg) ca GUIN NpURGHKEHH €IHOBPEMEHHO Ha NALMEHTH ¢ 100poKayecTBEHa XHIIepNa3us
Ha npocTata (JIXI1), ctabunusnpaHy Ha Tepanus ¢ JOKCa303HH. B TE3W HINHTBAHH MOy IALIUA €
HaOMIogaBaHO CpeIHO JOMBbIHHTETHO HAMaJICHHE Ha KpBBHOTO HAlAraHe B JIEFHANO NOJIoXKeHHE CbOTBETHO
7/7 mmHg, 9/5 mmHg u 8/4 mmHg, u CpeHO AOIMBIHUTENHO HAMANIEHHE HA KPbBHOTQ.HE

M3MIPABEHO MONOXEHHE ChOTBETHO 6/6 mmHg,11/4 mmHg u 4/5 mmHg, Koraro 3KCA303HUH
ca OWJTH MPHIOXKEHH e JHOBPEMEHHO IIPH NMalHeHTH, CTaOHIH3HPaHH Ha Tepan QITYYEHH
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pelKH chOOLIEHN 3a NAaLMEeHTH, KOUTO Ca NONYYHJIM CHMITOMATHYHA OPTOCTATHYHA XHIIOTOHMSA. Te3n
cboO1LeHHs BKIIOYBAT BUEHE Ha CBAT ¥ 3aMasgHOCT, HO HE ¥ CHHKON.

[Tpn eaHoBpeMeHHOTO npwiarake Ha cuuaeHadun (50 mg) w rondbyramua (250 mg) win Bapdpapuu
(40 mg), xouTo ce metabonusupar ot CYP2C9, e e 3abenszaHo CHIHU(PHKAHTHO B3aHMOIECHCTBHE.

Cunpenadun (50 mg) He € MoTeHUMPpaAN OOITEIHATENHO YABIKABAHETO HA BpEMETO Ha KbpPBEHE,
npeanu3BHKAHO OT alleTHIcATHLMIOBaTa Kucennna (150 mg).

Cunpenadun (50 mg) He e NOTEHUHpaJ JOITBIHATEITHO XMITOTEH3IHBHUTE e(eKTH Ha aJikOXoJa NpH 3IpaBH
NoGPOBONLK ¢BC CPEAHN MaKCUMANTHH KOHLIEHTPALIMH Ha ankoxon B KpbBTa 80 mg/dl.

KaTo /10 anTHXHTIEpTe H3UBHHTE IEKAPCTBA, TTPHHAIEKAIIN KbM CNIeIHHUTE KJTAacOBe: IHUYPETHIIM,
GeTa-0nokepu, ACE nHxuGHTOpH, aHrnoTeH3nH I aHTaroHMCTH, aHTHXUNEPTEH3INBHU CPEACTBA
(Ba30QUNATATOPH M LIEHTPAIHO AcHCTBRAINN), aApeHeprauHUd 610KepH, KaJIlIMEBH aHTArOHUCTH M alpa-
aJlpeHOPELICIITOPHN BNoKepH, HE Ca ITOKAa3aIN pa3nvueH MpogHI Ha HeXKeNJaHH JICKapCTBEHH pEaKHHH NpH
NalHEHTH, MONy4YaBally cunaeHagmI cnpaMo nnauebo. B cneuuduHHo npoyuBaHe 3a 1€KapCTBEHO
B3anMoieiCTBHE, MPH KOETO Ha XMNEPTOHHIH € Own npunoxeH cungeHapun (100 mg) eqHOBpeEMEHHO ¢
AMJTIOTHUITHH, € HACTHITWIO AOTBIHUTEIHO TIOHHXEHHE HA CUCTOJIHOTO KPBRHO HANTATAHE B JIETHAIO
nonoxeHue ¢ 8 mmHg. CLoTBETHOTO AOITBIHUTENHO TOHMKEHHE Ha JHACTOMTHOTO KPbBHO Ha/ITaHe B
nerHano nojuoxeHde e 6uno 7 mmHg. Te3n gOMBIHNTETHN TOHMKEHNA HA KPBBHOTO Halsirale ca OHaH oT
CXOJHA BETMUYWHA C T€3H, HaOMogagaHu MpH 3gpaBy JoOPOBOIILM, MOTYHABAILK CaMO CHILIeHadH (BX.
Touka 5.1).

Cungenadun (100 mg) He e noBmHAn PpapMakKOKMHETHKATA B CTALIHOHAPHO ChCTOAHHE Ha HIV-npoTeasHuTe
MHXHOMTOPH CaKBHHABUP W PHTOHAaBHUP, KOUTO ca cybcTpatn Ha CYP3A4.

I1pu 3apaBn Do6poBONUM OT MBKKH NOJ CUIICHa(UN B CTAUHOHAPHO CBCTOAHHKE (80 mg TPH THTH AHEBHO)
e aoBen Ao nosuireHue ¢ 49,8 % va AUC nHa 6ocenTan n nosHiueHue ¢ 42 % na Cmax Ha bocenTaH (125 mg
AIBa ITbTH JHEBHO).

JlobaBsiHeTO Ha eAMHHYHA 1033 CHIIeHa( T KbM caKyOHTpHII/BaICapTaH B CTALMOHAPHO CHCTOSHHE
NpH NAUWEHTH C XHUTIEPTOHMA Cce CBBP3BA CbC 3HAYUTENHO MO-TOJAMO TTOHMKaBaHE HA KPbBHOTO
HandraHe B CpaBHEHHME C MPUIIOXKEHHETO Ha caKyOuTpui/Bancaptad camocrogrenHo. [Topagu rosa
TpsibBa fa ce 0Opbila ocobeHO BHIMAHWE, KOTATO CHIAeHadHUI ce 3ar0uBa [IPH MallHEeHTH, JIEKYBaHU
ChC CakyOHUTpHU//BaNicapTaH.

4.6 depTuanTer, GpeMeHHOCT H KbpMeHE
CuHerpa He e Noka3aH 3a ynorpe0da npyv XeHH.
He ca npoBexxJaHu CHOTBETHHU H A00pe KOHTPOJIHPAHH TIPOYUBAHHWSA NTPH OpEMEHHM MM KbpMELH

KCHH.

B perpoayKTHBHH NpOYYBaHus [IpH ILTHXOBE M 3alil{¥ He ca HaONIOdaBRaHH pelIeBAHTHH HEXETaHH
peakiHy clel NMepopaHO NPHIIOKEHUE Ha CHAeHadI.

Jiurncea edexT BpXY NMOABHXKHOCTTA HITH MOP(GONIOrHATA Ha CMEPMATO30HUINTE CJIe]l €MHOKpAaTHH
nepopaiHu Ao3u oT 100 mg cunaeHadgun npu 3apaBu 300poBONLUM (BX. TOYKA 5.1).

4.7 EdexTn BLpXY cnnocoOHOCTTA 33 wiogHpaHe H paboTa ¢ MalIHHA

CuHerpa Moske J1a ITOBJTHSIBa B MAIKa CTeNeH crocoOHOCTTa 3a WogHpaHe u paboTa ¢ MallMHM.

Twit xaTo B KIMHHYHK NPOYYBaHUA CBC cUNJeHadun ce ¢Lob1ana 3a NosiBa Ha 3aMalBaHe H IPOMEHH B
3peHHETO, MAlHEHTHTE TPAOBA Aa MMAT IIpe/IcTaBa 3a peakuMuTe ¢ kbM CHHerpa npeau modrpaHe HiH

paboTta ¢ MalUHHH.

4.8 Hexenann JekapcTBEeHH PeaKIHH




KpaTko onucaHre Ha nipodnna Ha 6e30nacHoCT

[MpodmrsT Ha 6esonacHoct Ha CuHerpa e 6azupan Ha 9570 nauueHTH B 74 gROAHOCHENH matebo-
KOHTPONHPaHH KIHHHYHM npoy4BaHus. Hakli-uecto crobiaBannte HeXXeTaHH PeaklHH B KITHHUYHUTE
NpoyYBaHHs cpell NAlMEHTUTE, HA KOMWTO € npunaraH cungerHadnn, ca ounn rinapobonne, 3aucpespaHe,
IUCITENICHA, Ha3aTHA KOHTeCTHs, 3aMaliBaHe, rajieHe, ropeliy BbJIHH, 3pUTETHH HapyUIeHHS, LIHAHONCHS H
3aMBIJIEHO 3pEHHE.,

Hesxenanu peakuyu no BpeMe Ha HOCTMAPKETHHIOBOTO HabmoJenHe ca CbOMpany H TOKPHBAT
npubmaznTenex nepuod o1 >10 roguHK. Hectorara Ha Te3H HEXKETAHN peakiMH He MOXKe J1a CE€ OTIPEIETIH C
ROCTOBEPHOCT, Thil KATO HEe BCHUKH HEXENAHH peakliMit ca ChOOLLUECHN HA NMPUTEXKATENA Ha Pa3pEeLICHHETO 33
yroTpeta u RkmoueHH B 6a3aTa JaHHH 3a H€30MacHOCT.

TabnanyeH cOHCHK HA HEXENAHKTE JIEKAPCTBEHH peakUUH

B Tabnunara no-qony BCHYKH KIMHWYHO BaXKHH HEXXKeNIaHH peakiMH, KOWTO ca HaOoJaBaHH B KITHHHYHH
NpOy4BaHHA C YECTOTA NMO-rojiaMa oT nnauebo, ca ONMUCaHH M0 CHCTEMO-OPraHeH K1ac H YeCToTa (MHOIO
yecty (>1/10), wectn (>1/100 mo <1/10), newectu (>1/1000 go <1/100), peaxn (>1/10 000 ao <1/1000). Ipu
BCAKO IPYNHPAHE B 3aBUCHMOCT OT YeCTOTATa HeXeNTaHWTe JIEKapCTBEHH peakLMH e H30POABAT B HH3XOAAL]
pEl 10 OTHOILIEHHE HA TAXHATA CEPHO3HOCT.

Tab6auna 1: KITHHHYHO BAXHH HeXKEJAHH PeakiHH, CbOOIEeHH ¢ YeCTOTa, M0-T0/INMA 0T YeCTOTaTa Ha
miane6o B KOHTPOJIHPAHH KJIHHHYHH NPOYYBAHHSA, H KIHHNYHO BAXKHHA HeXe/TaHH peaKuHH,
chO0IIenn 10 BpeMe HA NMOCTMAPKETHHIOBHA NMePHO/

CncremMo- Mmuoro yectn | Yectn (=1/100, HeuecTt Peaxn
OpraHHn (=1/10) <1/10) =1/1000 u (=1/10 000 u
KJAaCHPHKALHA <1/100) | <1/1000)
Nudgexnyuy n PuHuT
nH¢pecTaUHH
HapyllleHHA Ha CBpBXYYBCTBUTE-
HMYHHATA HOCT
CHCTEMA _
Hapymenus na | ['naBobonne JamalipaHe CBHINBOCT, Mo03Bb4YHO-CBEA0B
HEepPBHATA XUIoecTe3us WHLHUICHT,
CHCTEMA TPaH3UTOPHA
HCXCMHUYHA aTaka,
rBpY,
*peuuanBHpalIy
. rbpYOBE, * CHHKOI
HapyiieHus Ha PascTtpoficTea Ha | HapyiueHus Ha HeapTepHuTHa
OYHTE LBETHOTO CBA300TIACAHETO*** | npeana
IpeHHE* *, , 0onka B oyHTe, HCXeMUYHa ONTHYHA
3PUTEITHH poTodobus, HEBpONaTHA
HapylleHHA, ¢goTOnCHUA, OUHA (HANOH)*,
3aMbITICHO XUIepeMus, peTHHAJIHA ChAOBA
3PEHUE 3aCHJIEHO OKITy3us™*,
Bb3NpHEMaHe Ha peTHHANCH
CBETIINHATA, KpPbBOU3JIUB,
KOHIOHKTHBUT apTepUOCKIE-
POTHYHA
peTHHOIATHUSA,
HapylUIeHHs Ha
peTHHAaTa, IT1ayKoMa,




3IPUTEJIHA OCTPOTA,
MHOTIMA, aCTEHOMHUA,
MBTJISBUHH B
CTHKJIOBHAHOTO
TAJIO, HAPYLUEHHA Ha
Hpuca, MUIpHa3a,
BHXJAHE HA OPEOJIH
OKOJIO CBETJIMHHU
M3TOYHHIH, €AEM Ha
OKOTO, TOAYBaHE Ha
OKOTO, HapyLUEHHE
Ha OKOTO,
XUNEPEMHUA Ha
KOHIOHKTUBATA, OYHO
Apa3HeHe, abHOpMHK
yCEIlaHusA B OUHTE,
eJleM Ha KJienaua,
NpoMAHA HA LIBETA HA

cKiepara
HapymieHus Ha BepTuro, THHUTYC ['nyxorta
YXOTO H
nabupunTa
Cnpaeunn TaxukapowH, BrezarnHa cspaevHa
HAPYLICHHS NaJTUTaLUH cMBPTY, MHOKApAEH
HH}apKT, KaMepHa
apHTMHA*,
NpeiChPAHO
MbXKJICHE,
HecTaDHITHA
CTEHOKapIHA
CbaoBH 3ayeppsiBaHe, XUNepPTOHUA,
HapYIIeHHS ropeLH BBIHA XHITQTOHMS
PecnupaTopHH, Hazanua Enucrakcuc, CrsiraHe B I'pplioTo,
rpLAHH H KOHIeCTHS KOHIECTHA Ha Ha3allEH €eM,
MeHACTHHAJIHA CHHYCUTE CyX0Ta B HOCA
HapyImeHns
Cromammno- I"'ageue, ["acTpo- Opanna
YpeBHH OUCTICTICHSA esoareanHa XHIIOECTEHANA
HAPYLIEHHRA pednykcHa Bonecrt,
NoBpblIaHe,
OOJNKH B rOpHaTa
4acT Ha KopeMa,
CYX0Ta B ycTara
Hapymenus Ha Ob6pns Cunapom Ha
KOXKATA H Stevens-
NOJAKO0XKHATA Johnson (5JS)*,
ThKAaH TOKCHU4YHA
enuaepmaliHa
Hekposinsa (TEN)*
Hapynmienus Ha Mmuanrus, Oonku B
MYCKYJIHO- KpaitHHLUTE
CKeJETHATA
cHCTEMA H
ChEeANHHTEJIHAT
a
TbKAH
HapymeHus Ha XeMarypus




6L6peruTe 1
NHKOYHATE
ObLTHIA

Hapymenus Ha
BB3NPOHIBOAH-
TeJIHATA
CHCTeMA H
rLpaaTa

[Iennnen
KPBBOH3INHB,
npUanu3bm*,
XeMaToCnepMus,
yAbDKEHA €PEKIIHA

O6mn
HapyluleHus
H ¢pEeKTH HA

['pvana Oonka,
yMopa, ycelaHe 3a
ropeluHa

Paszapa3HuTEIHOCT

MACTOTO HA
| NpAJIOKeHHE

HiciaeaBanng YBenudeHa
ChbpAeUHa YeCTOTa

*Cpo0Oweny caMo NpH MOCTMapPKETHHIOBOTO HabmoaeHne

**PascTpoiicTBa Ha LIBETHOTO 3PEHHE: XJIOPOIICHA, XPOMATONCHSA, LIHAHOIICHS, EPHTPOINCHA H KCAHTOIICHA
***HapymeHHsA Ha ChI30OTACNAHETO: CYX0Ta B O9HTE, TAKPHMAJTHO HApYLICHHWE H TIOBHILICHO
CBI30OTACNAHE

Crobiasade Ha MOJOIUPAHN HEXKENAHN PeakiUy

CroliapaneTo Ha NOJO3UPaHH HeXENaH! peakLMM CNeA pa3peliaBaHe 3a ynotpebda Ha ieKapCTBEHNS
MNpoAYKT € BakHo. ToBa M03BOJIABA 12 NPOALIKY HaOMOAEHHETO Ha CbOTHOIWIECHHETO NOJ138/PHCK 3
eKapCTREHHMA NMPOAYKT. OT MEOWLMHCKHTE CTIICIIAATNCTH C€ M3UCKRA Aa CHOOMABaT BCAKA MOJ03HpaHa
HexxenaHa peaklusa. Hexenanure peakinu Moxe aa 0baT ¢eobeHd AUpekTHO Ha M3mbaHHTETHA areHIus
no nexkapcreata (MAJI):

yn. amss ['pyes 8

Codwus 1303

Ten. +359 2 8903417

en. noma: bda@bda.bg

yeGcaliT: www.bda.bg

4.9 IlIpeao3upane

B npoyuraHug BLPXY J0OpOBONLUHM ¢ eJHOKpAaTHH A03H Ao 800 mg HexenannTe peakLnu ca OMIH nogobHu
Ha Te3H, KOUTO ce Habmo1aBaT py MO-HUCKH 03M, HO TAXHATA YE€CTOTa ¥ TEXECT ca OUnu no-ronemy. Jlo3n
oT 200 mg He ca AOBENH A0 NOBUIIECHHE Ha ¢(PEKTHBHOCTTA, HO YECTOTATA HA HEXKCITAHWTE PeaKLMy
(rnaBoboniHe, 3auepBABaHe, 3aMaliBane, TUCTIENCHA, Ha3allHa KOHIECTHA, HapyLIeHO 3peHHe) € HapacTaana.
B caygaii Ha peno3upane CTaHIapTHUTE MEIWUILWHCKA MEpPKHU TpAOBa a 6b1aT chobpaseHy ¢ KOHKPETHHTE

HYX M. XeMoananusaTa He YCKOpSABa KIMpBHCA Ha cuiaeHadun, Thi KaTo To# ce CBbP3Ba BbB BHCOK
MPOLEHT C I1a3MEHNUTE [IPOTCHHH H HE CE €IMMHHHUPA C YpHHATa.

5. ®OAPMAKOJOI'HYHH CBOMCTBA

5.1 dapmakoauHaMHUYHH CBOACTRA

(bapMakoTEpanesTYHA Ipyna; YpoJIOTHIHH cpeicTBa. JlekapcTea, KOUTO C¢ H3NION3BAT NPH €PEKTHITHA AUCHYHKLIH.
ATC xom: GO4BEQ3.

MexaH3sM Ha JefiCTBHE




DIBUONOMMHMAT MEXAHNIBbM, OTTOBOPEH 32 EPEKIIMATA Ha [IEHKCa, BKITIOYBA 0cBoOOK/IaBaHe Ha a30TeH okeu (NO) B
KABEPHO3HOTO TWIO 110 BpeME Ha cekcyaHa crumynaima. Crien roea NO akTvBHpa €H3MMA NyaHIaT [HKUiasa, KOeTo
BOOM OO TIOBHIIIABAHE HA HMBATA Ha UMKITHYEH ryaHo3uH MoHodocdaT (1l M), a ToBa BoaH JO OTITYCKAHE HA INaaKara
MYCKY/IaTypa B KABEPHO3HOTO TWIO ¥ MPHTOK Ha KPbB KEM HETO.

CwizieHadmn € MOIIeH ¥ celleKTHReH uHxuouTop Ha Wl Md-cnietmdpranara gocdomectepasa THI 5 (PUES) B koprryc
xaBepHO3yM, KhieTo OJIES e otropopHa 3a pasrpaxaaHeTo Ha uf M®. CrngeHadnn HMa nepHpepHo MACTO Ha
NelicTBHe BPXY epexipsTa. CungeHadnn HAMA NpsK pesnakcHpalll ¢peKT BbPXY W30/IMpaH YOBELIKH KOPITYC
KABEPHOIYM, HO MOIIHO YCUNTBA penakcupaimys edekt Ha NO BbpXy TasH TbkaH. [Ipu akTvBHpaHe Ha MeTabOMHTHATA
seprra NO/II M®, KakTo CTaBa ITPH CeKCyalHa CTAMY.TalA, mHxuOnpadeTo Ha OJIES ot cuaenadwn Boam 10
NMoBHILEHH HUBA Ha LI M@ B kasepHo3HOTO TS0, (Cre0BaTeITHO, 33 12 MOXE CHIACHA(MN 1A OCBLLECTBH CBOHTE
JKeITaHK ONaronpHATHH (PapMakoNOrMIHH edekTH, € HeoOXOIMMa CEKCYaTHA CTHMYTALHS,

dapMakoHHaAMHYHH edeKTH
[TpoyusaHmsTa ir Vilro ca 1NOKa3any, 9¢ CHiIcHa(un € cenekTHBeEH 3a DJIES, KosATo yuacTRa B NMpoLieca Ha epeKLkA.
HeropusT edext Bupxy GJIES e no-MOIleH, OTKONKOTO BEPXY ApyTHTE H3BeCTHH (ocdomuectepasy. Toi e 10- kparHo

no-cenexmeeH 3a OJIES, otkonkoro 3a GJIEG, koATO yyacTsa B mpolieca Ha (POTOTpaHCAyKLMA B pETHHATA.
B MakcHMATHH MPenopbIUTENTHH J03M celleKTHBHOCTTa MY € 80- kpaTHO no-Bucoka 3a MJIES, otkonkoro 3a GLE] u

Hax 700-kpaTHOo no-BHCoKa, oTkokoTo 3a (PJIE2, 3, 4,7, 8,9, 101 11. Ilo xoHkpeTHO, cnnneHagmn uma 4000 e 110-
rosiva centexTuBHocT 3a DJIES, otkamkoto 3a DJIE3 —modopmara Ha UAMOD-cneimdnyrara dochoamectepasa,

YUACTBALUA B KOHTPOJIA HA ChPACYHUA KOHTPAKTHINTET.
KITHHUYHA eUKACHOCT Y OE30MACHOCT

Jipe KMMHHYHM MPOYUBaHHA ¢a OWIH CTIELMAITHO MPOBEIEHH, 3a JIa CE OLICHH BPEMETO, KOETO € HeOOXOIMMO, 33 J1a Ce
TIOJTYYH €PEKI|A B OTTOBOP HA CEKCYATTHA CTUMYJTALIMA ClIE] MPHEM Ha JIEKapCTBOTO. B poyyBaKe ¢ U3NO3BaHE Ha
nneTuaMorpadms Ha nenrca (RigiScan) npy naiMeHTH, KOHTO ca MPHETH CHIEHA(DHIT Ha IMIAIHO, CPEAHHMAT MEPHOZ 10
HAYATOTO Ha edheKTa [P Te3H OT TAX, KOUTO Ca MOy epeKiiti, Xapakrepusupalia ce ¢ 60% puriaHocT
(HOCTATHUHA 32 OCHLIECTRABAHE HA [107I0B aKT), € 61T 25 MuHyTH (0T 12 1o 37 MuHyTH). B apyTo nmpoyusane ¢ RigiScan
cuaeHadun opn # 4-5 qaca cnell pHeMA € JABAMT Bh3MOZKHOCT 32 NOJTydaBaHe Ha epeKIMA B OTTOBOP Ha CEKCYyaTHa

CTHMY AL,

CwnpeHadwn npeapusBHKBa JIEKHA U ITPEXOJHH NMOHIDKEHHS HA KPLBHOTO HAIATAHE, KOMTO B MHO3HHCTBOTO OT CITyYanTe
NpOTHYAT 0e3 KNMMHWYHA CHMITTOMaTHKA. CpeiHaTa CTORHOCT Ha MAKCHMATHOTO MOHIDKEHHE Ha CHCTOITHOTO KPBBHO
HAIATAHE B JIEMHANO NOMIMKEHHKE ¢llie] nepopaneH mpueM Ha 100 mg cunneHadun ¢ 611a 8,4 mmHg, CroTeeTHaTa
IPOMSAHA B JIMACTOTHOTO KPhBHO HATATAHE B JIETHANO NMookeHKe e 6va 5,5 mmHg, Tesn moHmwkeHUA Ha KPBBHOTO
HA/IMraHe CLOTBETCTBAT Ha Ba30WIATATHBHHMSA edekT Ha ciunaeHadun, KOATO BEPOATHO CE AWDKH Ha MOBHLIEHHETO Ha
HuBaTta Ha 1l M@ B rianxarta MyCKYNIarypa Ha KpbBOHOCHHTE ChoBe. [ IpH 3npasu JoOpOBOMIH €HHHTIHA NIEPOPaTHA
no3a 1o 100 mg craeHahUN He BOMM J0 KITHHHYMHO 3HaYMMH MpoMeHH B EKT .

B npoydBane BEPXY XeMOMHAMMYHHTE e()eKTH Ha eQHOKpaTHA iepopaiia Jo3a oT 100 mg cunaeHadhwwt mpu 14
naipenT ¢ Texkka IBC (>70 % creHo3a Ha MoHe ¢fHa KOPOHAPHA apTeprst), CpeIHHUTE CTONHOCTH HA CHCTOJIHOTO H
MACTOMHO HAJISATAHEe B NOKOH ca ce NOHYKHITH ChOTBETHO € 7 % 1 6 %6 cripsamo u3xoaHuTe. CpeaHoTo CHCTONHO
GenoapobHO HANATAHE ce e TTOHWKWIo ¢ 9 %.

CunneHain He € NpeaU3BHKAT ITPOMSIHA B ChPACYHHA KeOUT 1 He € HAPYTIIHII KPHBOTOKA MTPE3 CTECHEHHTE KOPOHAPHH
apTEPUM.

B asoitHoCATI0, TUTALIE00-KOHTPONMMPAHO MMPOYYBaHe, BKITIOYBALID CTPEC-TECT C HATOBAPBAHE, € HAMPaBeHa OLIEHKA Ha
144 naupeHTH ¢ EPEKTIITHA AMCHYHKLMA H XPOHHYHA CTaDUTHA CTEHOKAPM, KOHTO MPHEMAT PEIOBHO
AHTUCTEHOKAPAHH JIEKapCTBEHH MPOAYKTH (€ H3K/MOUYEHHE Ha HUTpaTH). Pe3yraTire ca moka3ay, 4e HAMAa KITMHHYHO
3HAYHMMH Pa3MKH MeXIy CWIeHadw 1 Iumalebo BBB BpeMeTo /10 MosABa Ha TMMMTHPAIlIA CTCHOKAP VAL

EmmH yac cien npueM Ha 100 mg crnnenadgiin npy MATBEK Opoit NALMEHTH ¢a C& NOABKIM JIEKH M [IPEXOIHH IMPOMEHM B
CITOCOOHOCTTA 33 payTHUARAHE HA LIBETOBETe (CHHBO/3€JICHO), M3CEIBAHA C TIOMOIIITA Ha TECTA 34 pasrpe JHE HA

100 upetorwm orTerrbKa HA Famsworth-Munsell, kaTo 2 gaca crien nmpHeMa Ha IEKApCTBOTO eq;em'r e P GyUalle
BepoATHHAT MEXAHW3BM HA Ta3H ﬂpOMﬂHaBImETDEHTadeEpHMHHmLHHECBBPSHHCPﬂ{KHﬁHpaH D 1E B
y9acTBa BbB QOTOTPAHCAYKIMOHHATA kackana Ha petvHara. CruieHadHn HiMa HHKAKHB etbelcr g s
OCTPOTa WIH YCELIAHETO 32 KOHTpacT. B Manko 1urauebo-KoHTpOIMpaHo MPOoy4BaHe NPH nau;ue

[
Yig =



BB3PACcTORO-00YCIIOBEHA AereHepalys Ha Makynara (n=9) cunjeHadun (100 mg emHokparHa [03a) He € A0BeN 10
3HAYMMH TIPOMEHH B [TPOBEASHHTE 3PUTENTHI TECTOBE (3PHTENIHA OCTPOTA, pellieTka Ha Amsler, L{BETOBA IMCKPAMIHALIHA
Ha CHMYJIHPaHa IThTHA CBETITHHHA CHTHATI3ALMs, nepuMeTpy Ha Humphrey 1 dotocTpec).

He e ycranoBeH ehekT BEpXy NOBIDKHOCTTA HIH MOPGIOIIOTHATa HA CNIEPMATO30MIMTE CIIE, CIMHIHA [CPOPA/THA 1033
ot 100 mg crnenadmn NMpH 3apaBH JOOPOROIILM {BK. TOUKA 4.6).

Loruemumerna uropmaua 3a KTUHWHU RPOYHSAHURA

B KIMHWHH TPOYUBAHHA cHAeHAW € Gr iipriokeH npw rosede oT 8000 nawpenTy Ha Bs3pact 19-87 ropuxu. brumm
ca MpeICTABEHH CIe/JHHTE IPYIH TALMEHTH: NAIWEHTH B CTapdecka BE3pacT (19,9%), naipeHTd ¢ xumepTonis (30,9%),
saxapes mmabeT (20,3%), ucxemuuRa fonect Ha cupreto (5,8%), xumepmamanemus (19,8%), tpasmu Ha FPEOHA'HHA
Mo3k (0,6%), Aenipechs (5,2%), TpaHCypeTpaTHA peackums Ha mpoctarara (TYPII) (3,7%), pamvkania mpoCTaTeKToMHS
(3,3%). CrieHHTE IPyTIH He ca GIH JOCTAaTHYHO MPEACTABSHH HITH €A OWTH H3KIFOUSHH OT KIIMHWIHUTE POy JBAHKS:
NALMEHTH ¢ OTIEpaLis B MATKHA Tas, NAUMEHTH CliE]] JTbHeTepanis, NAUHeHTH C TekKo (bOpeuHo Wik 4epPHOIPOOHO

YBPEKIAHE H MALMEHTH ¢ HIKON CHPETHO-CHI0BH Mpobnemy (Bk. T09Ka 4.3).

B npoy4BaHNATa C pUKCHPAHM JO3H, TPOLEHTET Ha NALMEHTHTE, ChOOLIABAIIM, Yie IEYCHHETO € N0J00PHII0 TAXHATA
epekums, e 6um 62 % (25 mg), 74 % (50 mg) u 82 % (100 mg) cripamo 25 % npu mauebo. B koHTpOAMpany KTHHHTHH
IPOYBAHMA YeCTOTATA Ha TIPEKECBAHE HA JIEYSHUETO ChC CHIIeHaH e GHla HHCKa 1 oZ00Ha Ha TasH [TPH TUTaredo.
3a BCHYKH NPOYUBAHHS MPOLIEHTHT HA MALMEHTHTE, CHOOILIABALITN 33 NON00PeHHe Che CHIIEHadHT, € MM KakKTo Ciie/Ba:
[ICHXOTeHHA epekTHNHA JuchyHKLms (84 %), cmeceHa epeKTHIHA IMChyHKLMA (77 %), OpraHHiHa EpEeKTHITHA
muchyHKImA (68 Vo), TALMEHTH B CTapUecka Br3pact (67 %), 3axapen auabert (59%), BC (69 %), xameptonms (68 %),
TVYPII (61 %), pamkanHa npoctatexromust (43 %), TpaBMa Ha rpuOHauHIA MO3EK (83 %), aerpecus (75 %),

B ZBIrocpoqHM NMpOy4BAHMA GE30MACHOCTTA H epEeKTMBHOCTTA HA CHIACHA(MI ca ce 3anasuiy.

5.2 (dDapmaxoxHeTUYHH CBOACTBA
ABcopbima

CunaeHadun ce abcopGupa O6p30. Habmonasaxue MakCHMATHH N1A3MEHHM KOHLIEHTpAIWH Ce JOCTHTaT B pPAMKHTE Ha
30 no 120 MuHYTH (cpeaHa cToMHOCT 60 MiHyTH) Clej] epoparnieH IpHeM Ha IiagHo. CpejiHaTa abCOIOTHA NepopaTHa
GronamaHocT € 41 % (amanasod 25-63 %). Cnen nepopareH npueM Ha cwiicHadiwl, AUC n Cmax HapacTsar
MPONIOPLIMOHATIHO HA JIO3ATA B NPENIOPBYAHNTE J030BH rpaHuLy (25-100 mg).

Koraro cuneHahHT ce BeMe [0 BpeMe Ha XpaHeHe, CKOpOCTTa Ha abcopOims HaMandea, Kato CpeHOTO 3a0aBsHe Ha
tmax e 60 MMHYTH, a cpeJHOTO NoHkeHHe Ha Cmax e ¢ 29 %.

Pas elleHHe

CpeHusT 06eM Ha pasTipe/ielieHe B cTalmoHapHo cherostme (Vd) Ha cungenadmn e 105 1, koeto rosoph 3a
pasrpeiesicHre B ThkaHuTe. Cliel] IHMHIHA TepopanHa K03a 0T 100 mg cpeAHara MAKCHMAMHA TIa3MEHa
KOHLIEHTpaLlMA Ha crnaeHadun e npubamsurento 440 ng/ml (CV 40%). Twit kato cuiaeHagiT (M HETOBHAT OCHOBEH
pupky mpai N-nesMeTH MeTaboITiT) e CBbp3aH ¢ ITa3MeHKTe OGenThLk B 96 %, TOBA BOJH IO Cpe/THa MAKCHMAITHA
KOHILICHTpals Ha cpobo HaTa dopma Ha cHraeHabun B rotamara ot 18 ng/ml (38 nM). Cebp3paneTo ¢ MpOTEHHHTE &
HE3aBUCHMO OT 00L1aTa IeKapcTBEHA KOHLICHTpALIHA.

[1pu 3npasy noGposomp, moyuasan ciienadmn (100 mg B eqHokparHa 103a), iox 0,0002 % (cpexro 188 ng) ot
MPUIOXKEHATA 03a € OUIa yCTaHOBEHA B eAKy/aTa H) MMHYTH clie/l TpHEMA.

BrotpanchopManvs

Cunaenadir ce MeTabONM3HPA ITIABHO OT M30SH3UMHTE Ha YepHoapobHuTe MuKpo3omy CYP3A4 (ocHOBEH ITET) K
CYP2C9 (ropocTteneneH ITsT). OCHORHHMAT LIMPKYJIAPALL, META00HT Ce TIOMyHdaBa B pe3yJTrar Ha N-Je3sMETHIHPaHETO

Ha cuinenadt. Tosu MeTabormT uMa npodin Ha docdoarecTepasHa CENICKTUBHOCT, NOJ00EH Ha /-;, 7
cwieHadurn, ¥ in vitro MoiHocT cipamo DIES npubmsurenso 50 % oT Ta3n Ha H3XOIHOTO & ;,r BT LG ,A
[ InazMeHHTE KOHLIEHTPALWH Ha MeTabosvTa ca pnomsuTenHo 40 % oT Te3u Ha CUNIEHAIIT /KA IMC Tyl 3

META0OMHTET c& MeTafONI3UpA JOITKTHUTETHO M MMA KpaeH MOy KHBOT OKOJIO 4 4aca.,




EnmmvmHupane

ToraHMAT TeNeceH KMpbHC Ha ciwieHadwwi e 41 Vh ¢ monyxmBor B kpaiiHa gasa 3—5 qaca. Criell iepopaiHo Wi
BEHO3HO MPUIMKEHKE CHIAeHahiN ce excKpeTHpa noz dopMara Ha METADOHTH MPETMMHO C M3NPOKHEHNATA
(mprOmBETenHo 80 % OT MpHIoKEHATA TIEPOPATHA I03a) U B NTO-MAITKA CTEMEH ¢ YpHHaTa (mprommsuresHo 13 % ot
IPUIOKEHATA MIEPOPATHA X034).

DapMaKOKMHETHKA TPH CTIELMATTHH T'DYTIH NAIHEHTH

Cmapuecka ev3pacm

31pary 1oOpOBOMM B cTapuecka Bh3PACT (Ha 65 WM nosete ToIMHH) €a MMATTH HAMATICH KIMPEHC Ha CUILIeHAdWT,
KOSTO € JI0BENIO IO TUTA3MEHH KOHLEHTPALMH HA CHIINEHA(DIIT M Ha aKTHBHHA N-Ie3METHHPAH MET200/THT TI0-BHCOKH €
okos10 90% B cpaBHEHHE C YCTAHOBEHHTE ITpH 3ApaBH no-Miamy Ao0posom (18-45 rominu). [lopany Bb3pacToBH
PAVIHKH B CBBP3BAHETO € TNAMEHHTE NPOTEMHH CHOTBETHOTO YBETHUEHHE Ha KOHLIEHTPALMHMTE Ha CBoDO/CH
curenadmn B razmara e Omio ¢ okono 40 %.

Bvbpeuna nedocmamvunocm

Tph 206POBONLK € NEKO 0 YMEpeHo OBOpedHO yBpekaaHe (KpeaTHHHHOB KIMpEHC = 30-80 mi/min)
(hapMaKOKMHETVKATA Ha CHIIeHA(WT € OCTaHAIA HETIPOMEHEHA ClieT TIPHEM Ha eIHHHMHA NepopaTHa Ao3a ot 50 mg,
Cpemmre croitocTy Ha AUC 1 Cmax Ha N-e3MeTiHpaHis MeTabosTUT ¢a HApaCHAH ChOTBETHO ¢ 710 126 % 1 1o
73 % B CpPaBHECHHE CEC CHOTRETHH TI0 BB3pAcT Jodpopomm 6e3 Oubpeuro yspexxaane. [Topamy BucokuTe
MHIMBHAIYAlHH Bapualimy, obaye, Te3N paziivKH He ca OWTH CTaTHCTHIeCKH 3HAYMMH. TTpr 1oOpOBNITLM € TEXKO
yEpex/IaHe Ha Gb6peunaTa (yHKLws (KpeaTHHHHOB KITMPBHC <30 ml/min) KIMpHLHCHT Ha CuiieHadwn € 01 HamarieH,
KOETO € NopeJio /10 cpeHo HapacTeane Ha AUC n Cmax csc cpoteTHO 100% 1 88% B CpaBHEHHE Che CHOTBETHH 10

BB3pacT Aobposomm Gez GuOpeuro yspexxaane. Ocber ToBa cToifHocTHTe Ha AUC 1 Cmax Ha N-Zie3sMeTHITHpaHHA
MeTabOoJIHT ¢a HAPACHANH 3Ha4YMMO, cboTBeTHO € 200 % 1 79 %.

HepHoOpobHAa HedOCAamMbYHoCm

[Tpr J0GpOBOIILK C Jieka 0 YMEPEHA CTeneH Ha uepHoapobHa umposa (A 1 B no Child-Pugh) kmHpbHCBT Ha
cunzeHadit e GHIT HaMareH, KoeTo € oBeno Jo HapactsaHe Ha AUC (c 84 %) n Ha Cmax (c 47 %) B cCpaBHEHME CEC
CHOTBETHH 110 Eb3pacT A00poBoM 6¢3 gepHOIpOOHO YBpeXKIaHe.

MDapMakOKHHETHKATA HA CHIIEHA(IT IPH NMAUMEHTH C TeXKKO HapyllieHa YepHOIpoOHa QyHKLWA He € MpoyyeHa.

5.3 IpemcTHARYMEH J2HHNA 33 6e30MACHOCT

HexmmrHUTE JAHHH He FIOKA3BaT ocoBeH PHCK 3a Xopara Ha 6aza Ha KOHBEHLIMOHAITHHTE (pJapMAKONIOTMIHH
MRITHTBAHMSA 33 6e30NacHOCT, TOKCHYHOCT IMPHA MHOTOKPATHO MPHWIMKEHNE, TeHOTOKCHIHOCT, KAPLIMHONCHEH TTOTEHIHA
U peNpOAYKTHBHA TOKCHYHOCT H TOKCHYHOCT 32 pa3sBUTHETO.

6. @®APMALEBTHUYHY JIAHHH

6.1 ChnHchK HA NOMOIMHUTE BellleCTRA

Jlopo Ha TabaeTkaTa
Be3BoeH KanuueB XuaporeH gocdar

MukpokpucrtanHa uenynoza PH 102

Kpockapmenosa Hatpu#

Konouaen 6e3soaeH cuinunes JuokcH (Aeposun 200)
MaruHe3ues cTeapat

DUIMOBQ TIQKPUTHE
[Tonu (BUHUIOB anKOXOM)
Makporon

TwranoB quokcua (E171)
Tank ( E553b)




HMuanro kapMunr arymMruHHueR nak (E132)
Kbat xeneszen okcua (E172)

6.2 HecnhBMecTHMOCTH

Henpunoxumo.

6.3 Cpox Ha rogHoct

4 rogUHN

6.4 CrneunnalHH yCJIOBHA HA ChXpaHeHHE

Ha ce chXpaHsBa Ha MACTO, HEAOCTBITHO 3a A€IIa.
Ha c¢ ¢CbXpaHiaBa B OpUTHHANIHATA OMAKOBKA.

Ha ce cpxpanssa noja 25 °C.

6.5 BraaH chIBpAAHHE HA ONIAKOBKATA

Cunerpa 100 mg ¢punmupanu TabieTkn ca onakopalH B Onuctepr ot npospauro PVC/PE/PVDC -
AnyMuHuero Gonno, cbabpxkaum 1 unu 4 TabneTky, noctaBeHn B KAPTOHEHH KYTHH.

6.6 Crneunaanu npeanasHH MEPKH NpPH HIXBLPJAAHE

Hsama cnieraHg H3IUCKBAHHKA.

7. IIPATEXATEJ HA PAZPEINIEHHUETO 3A YIIOTPEBA
HOBEJI PAPMA EOO/

Oyn. ,,bearapua” Nel(9

Codusa 1404, brnrapus

8. HOMEP HA PA3ZPEINIEHHETO 3A YIIOTPEBA

Per. Ne 20170162

9. JATA HA ITBPBO PAIPEINIABAHE/TIOJHOBABAHE HA PAJPEILIEHUETO 3A
YIIOTPEBA

Harta Ha mepBo paspemapane: 11.05.2017
IlaTa Ha mocineqHo mogHoBsBaHe: 14.06.2022

10. JATA HA AKTYAJINIHPAHE HA TEKCTA

01.2025 .




