KPATKA XAPAKTEPACTHKA HA ITIPOAYKTA

1. HME HA JEKAPCTBEHHMA NPOAYKT

Maxkcurpa Ya#it 25 mg TabneTkn 3a JbBUESHE
Maxigra White 25 mg chewable tablets

2. KAYECTBEH H KO/IHMECTBEH ChCTAB

Bceaka Tabnerxa 3a AnpYeHe Chabpka 25 mg cwineHadnn (sildenafil), nomyqasain ce in situ oT
35,12 mg cunnenadrn qUTpAT.

TloMOIHM BEINECTBA ¢ M3BECTHO NeficTRHE: BCAKA Tabnerka ceappkKa 2,15 mg acnapram (E 951)
# 70,46 mg nakT03a MOHOXHAPAT.

3a HAHHA CIMCHK HA TOMOIKHMTE BelleCTRAa BIOKTE Todka 6.1,

3. JIEKAPCTBEHA ®OPMA
TaGnerka 3a TLBUEHE

Bana, TpHBIWIHA, ABOHHOM3ITEKHANE, ¢ H3MBKHANO peredHO oDozHavYeHHe ,,25% OT e/[HATA CTpaHa.

4. KIHHAYHH JAHHH

4.1 TepaneBTHUHH NOKAAHHY

Maxcurpa Vaiit e nokasan 3a NpANOXeHHE MPH BL3PACTHHA MEBXKE C epeKTHIHA AHCHYHKILHA, KOATO
NPEACTABNABA HeCNOCOOHOCT 3a MOCTHTAHE WIH 38JbpXKaHe Ha epeKIUg Ha MCHHCA, AOCTATHYHA 33
380BOIMTENIEH CEKCYANICH aKT.

3a na Obae edexTHBeH Makcurpa Yaitr, € HeoOxoNMMA CEKCYATTHA CTUMY MAlHA.

4.2 JNo3upoBKA H HAYMHH HA NpHJIOKEHHE

Zozrposka

Ynompeba npu ev3pacmnu

IIpenoprunTennaTa 103a ¢ 50 mg, KOMTO ce B3eMaT OpH HyXK1a NpHOMH3MTENHO AHH Yac Ipeau
CEKCYaNHHA AKT.

Tabnerkwrre TpAOBa AA ce CAHLBYAT IIPEAY NMOTTBINAHE.

B 3aBHCHMOCT OT ehekTa H TIOHOCHMOCTTA J03aTa Moxe Aa Obae ypenudena no 100 mg win HamaneHa
10 25 mg. MakcuManHaTa npenopbsunTensa Ao3a ¢ 100 mg. MakcuManHaTa NpenopsauTeHA YecTOoTa
Ha MPHEMANE € BeIHBX AHCBHO. [IpH npHeM Ha CHICHa(HI 10 BPEME Ha XpaneHe HavajloTo Ha
nelicTsneTo Moxe Ja Gble 3a6aBeHO B CpaBHEHHE ¢ MpHeMa Ha ragHo (BXK. Touka 5.2).

Chenmansm nomynauqs




bvbpeuro e

[IpenopnxuTe 3a fO3UpaKHe, AAOCHH B ,,YioTpeda NMpH BL3PACTHH *, CA BAHIHM IPH HALHEHTH C JIEKO
1o yMepeno 650peuno yepexxnase (xpearmHHHOB KIHpPBHC = 3(0-80 ml/min).

TBif KaTO NMPH MAUMEHTH ¢ TeXKO OBOPeHO YBpekAaHe (KpeaTHHHHOB KIHPEHC <30 m)/min)
KJIHPBHCHT Ha cwiieHadwI e HamaneH, TpaOea aa ce MMa peaBu 103a OT 25 mg.

B 3aBHCHMOCT OT edeKTa M MOHOCHMOCTTA JI03aTa MOXe fa Obae yBenudeHa rnocTeneHHo no 50 mg
win no 100 mg cnopen Hyxaure.

Yeprnodpobuo 4

Toif KaTo NMpH NaLMEHTH ¢ YePROAPOOHO YBpexAaHe (Hamp. LMpo3a) wmp'bncm HA CHIJicHadI1 €
HamaJieH, TpEOBa 21a ce MMa TIpeaBH/ 1034 OT 25 mg.

B 3aBHCHMMOCT OT edyeKra ¥ IOHOCHMOCTTA A03aTa Moxe Aa bnxe ypermmiena nocrenenno jao 50 mg

i 10 100 mg cnopea Hyxaute.
[Teduampwuna nonyrayus

Cunzenagun He e 10Ka3aH NMpH Jnua nox 18-rogMinna BE3pacT.

Ynom n m ¥ Opyeu AeK HY 1 u

C H3KIIOuEHHE HA PHTOHABHP, 3a KOHTO He ce Mpernoprusa ¢AHOBpPEMeHHa ynotpeda cue cunaeHadun
(mk. ToUKa 4.4), NpH NALMEHTH, NOMyYdaBaliH caHoBpeMeRHO jicyerne ¢ CYP3 A4 urxuburopy (BX.
TouKa 4.5), TpabBa fa ce mMa npeaBHA HATANHA 7034 OT 25 mg,

IMaupeHTHTE, MPOBEXAAIM NeueHue ¢ anda-Onokepu, TpaOBa na 6BIAT CTAOMWINIHPAHH TIO
OTHOLICHKE HA TepanHATa ¢ anda-6I0kepH Mpeay 3anouBaHe Ha JEUCHHE ChC CIWIACHadI, 3a [a ce
HAMATM BE3MOMHOCTTA 38 PAa3BUTHE Ha OPTOCTaTHYHA XMIoToHHs. OcBeH ToBa, TpsOBa Jia ce oOMHCIH
3ar0YBaHe HA JICYEHHETO CBhC CHIeHahu ¢ A03a oT 25 mg (R, Touku 4.4 H 4.5).

HauuH Ha npuaoxeHne
3a mepopanHo NPUACKCHHE.

4.3 HpormBonoxazannsg

CBpBXYBCTBATEIHOCT KbM AKTHBHOTO BEIIIECTBO WIH KbM HAKOE OT MOMOUIHHTE BEIICCTBRA,
n30pocHH B TOYKa 6.1.

B CBOTBETCTBHE C HETOBHTE H3BECTHH €(heKTH BBPXY ITBTA 430TCH OKHC/IIHKTHYCH IyaHO3HH
moHodochar (cGMP) (mx. Touka 5.1) cunaenadmi € nokasan NOTCHIMPAHE HA XHNIOTEH3HBHHTC
e(eXTH Ha HHTPATHTE H CNEAOBATENHO eXHOBPEMEHHOTO MY NPHIOKEHHE C JOHOPH HA a30TCH OKHC
(XKaTO aMIWI HITPAT) WX HEHTPATH MOJ BCAKAKBA (OpMA € NPOTHBOMOKA3AHO.

Ennospemennoro npunarase Ha OJIES HuXAOUTOPH, BIITIOYMTENHO cHieHadHI, ¢ TyaHMIaT-
IMKJIA3HH CTHMYJIATOPH, KATO PHOLMIYAT, € NIPOTHBONIOKA3aHO, ThH KATO TOBA MOXE Jia MIPHYHHH
CHMITTOMATHYHE XHIIOTOHHA (BXK. TOUXa 4.5).

Cpe/icTaTa 3a JIeucHHE HA EPEKTHIHATA AHCGYHKITHA, BKIIOYRTENRHO clicHadmn, He TpaOsa na
OBAAT NPHIATaHM NPH MbXE, Ha KOHUTO He C€ NPENoPHLYBa CEKCYAIHA aKTHEHOCT (HANpHMeED nalMeHTH
¢ TEXKKH CHPACYHO-CHAOBH HapyINEHHs, KATO HecTabmwiHa CTCHOKAPAHA WIH TEKKA ChpAeTHA
HEAOCTATEYHOCT).

Cwinerad i € MPOTHROKA38H NPH TAUKMEHTH, KOUTO MMAT 3ary0a Ha 3peHHETO MPH ¢AHOTO OKO
NIOPaAM HeapTepHHTHA NpeAHa ucxeMmuuna onriaHa Hepponatia (HAHMOH), HE3ABHCHMO-IUHE-TY
eNM3001 ¢a GHIH CBBP3aHM KM He ¢ NpeaxonHa ekcriosuma Ha GJIES uHxubuTo

Be30naCHOCTTA Ha CHLICHA(H HE € MPOoYYeHA IPH CIIEAHHTE NOArPYNH Nane

ynorpe6ara My € NPOTHBONIOKA3aHA: TEXKO YEPHOAPOOHO YBpeKAAHS, XHIOTOHHARE
<90/50 mmHg), anamMiesa 3a CKOPOIMEH MHCYIT HIIH MHOKAPACH HHPAPKT K H3BRCTAIIAE



nereHepaTHBHHM 3a00NaBaHNS HAa PeTHHATA KATO retinitis pigmentosa (MAJIKa 44CT OT Te3H IAIHEHTH
MMAT NeHCTHYHH 8HOMAIHH, 3acaramy QochoanecTepasyre Ha PETHHATA).

44 CoenpaimE upeaynpexieHRd H IPeAIS3IHE MEPKH NPH ynoTpeba

INpenu aa 6s0e HasHaueHO PApPMAKONOTHYHO JICUCHHE, € HeoOXOMHMO CHEMaHe HA METMLIMHCKA
aHaMHe3a ¥ QH3HKANCH CTATYC 38 AHATHOCTHITHPAHE Ha CPEKTHWIHATA AMCPYHKIHA H OTIpE/IeNIAHe Ha
BB3MOXXHHTE NPAIHHHM.

ChpaeYHOCHIOBH PHCKOBH H

Tipenu 3anouBaHe Ha KAKBOTO H Aa € JieYCHHE 38 ePEKTIWIHA AMC)YHKLMA JiekapuTe TpabBa aa
NIPELICHAT CHPACHHO-CHAOBHA CTATYC Ha MAUMEHTHTE CH, Thif KATO CHIECTBYBA CTElEH Ha ChpACUEH
PHCK, CBBEP3aH ChC CEKCYANHATA aKTMBHOCT. CwiieHa il MMa ChAOPAINHMPABALIH CBOKCTEA, BOACIIH
J0 NIEKO H MPEeXOOHO NOHIDKEHHE Ha KPBBHOTO HanAraHe (Bx. Touka 5.1). IIpeny npeamcBaHeTo Ha
CHIACHAaWT IeKAPHTE TPAOBA BHHMATEIHO Aa NMPELCHAT JTH TEXHATE NMALMEHTH ¢ ONpeAeNeHH
CHITHTCTRANM 3a6onsBanuda 6MXA MOITIH A ce NOBIHAAT HeONArONPHATHO OT TE3H BA3OAMIATATHBHH
edexTH, 0cobeno B KOMOGHHAITHA CBC CEKCYANHA AKTHMRHOCT. [[aueHTH ¢ NOBHINGHA TYBCTBHTENIHOCT
KBLM Ba30NHIATATOPH Ca TE3H ¢ 0OCTPYKIMA HA NeBOKAMEPHHS U3XOEH TPAKT (HalIPHMEp a0pTHA
CTeHO3a, XuTiepTpothHIHa OOCTPYKTHBHA KapAHOMHOIIATHA) M TE3H ¢ PEAKHA CHHAPOM Ha
MHOXECTREHA CHCTEMHA aTpodmi, MaHudecTHpAII Ce ¢ TeKKO HapytieH aBTOROMEH KOHTPOJ Ha
KPBBHOTO HAJISTAHE,

Cunpenatdhwi nOTCHIHPa XHTIOTEH3HBHUA ¢(EeKT HA HUTpATHTE (BX. TOUKa 4.3).

Hma nocTMapkeTHHrOBY CHOOIIEHHA 33 CEPHO3HH CHPACUHO-CHAOBH HHIMACHTH, KaT0 MHOKapACH
AHQApKT, HecTaOMWIHA CTeHOKapAMA, BHE3AMHA CHPACYHA CMBPT, KAMEPHH ADHTMIH, XEMOPArHHMCH
HHCYNIT, OPEXOHO HAPYIIEHHE HQ MO3BYHOTO KPbBOOOPAIICHHE, XHIISPTOHHA H XHIIOTOHMH,
CHBIIAJAINM 110 BpeMe ¢ ynioTpedara Ha cunaenadu. [lopevero, HO He BCHYIKH, OT TE3H NALWCHTH €A
HMAJIH NPeISCTBAIE ChPACUHO-CH0BY PHCKOBH QakTOpH. IloBeueT0 HHIMACHTH, 32 KOHUTO CE
¢HOOIIaBa, ca HACTHIIIH TIO BpEME HAa HIIH CKOPO CJIC/ CEKCYaNHAa aKTMBHOCT, 2 HAKOH CA BESHHKHAIH
CKOPO CJieZ pHEeMa Ha ciieHadrn Oe3 cekcyanua aktusHocT. He € BB3MOXHO aa 6bae onpeneneHo
JAITH T€3H MHIHAECHTH Ca CBBLP3aHH NPAKO C TOPHHATE WIH ApYry HakTopH.

lpramassm

CpeacTsara 34 JIeUeHHEe Ha ePeKTHIHATA JMCPYHKIMA, BIIOYHTENHO CHIaAcHadml, TpaOBa na Obaar
H3NON3BAHA BHAMATEIHO NPH NALMEHTH C aHATOMHYHA JedOopMAalyis Ha ICHACA (KaTo aHryaanui,
kaBepHOo3Ha GuOpo3a wim Goxect Ha Peyronie) uiau npH NalMeHTH CbC CHCTOAHHA, KOHTO MOXKE A
UpEAPA3NoNaraT KhM NPHANM3EM (KATO ChPIOBHIHO-KIECThYHA aHEMHA, MY/TTHILTEH MHENIOM HIH
NIEBKEMHAHA).

Hma c06meHns 3a NpoIb/DKATEIHA ePeKUM M IPHANIMILM NPH IIPHEM HA CWIieHAHI B
IOCTMAPKETHHIOBHS NMepHOR. B cyuali Ha epeximg, X0ST0 NPOAWIKABA NOBEYE OT 4 Jaca, NAHEHTHT
Tpa6Ba He3abaBHO fa MOTHPCH MEAKLMHCKA TOMOIN. AKO MPHANH3MBT HE C¢ JieKyBa HesabaBHo, Ou
MOTJIO A3 Ce CTHTHE JI0 YBPEXK/aHe HA THKAHMTE Ha NEHNca M IOCTOSHHA 3ary0a Ha MOTEHTHOCT.

MEHHO OXEeHHUE C ®JES nuxuburopn UM neYeHUd Ha
muchyHKImMs
BesonachocTTa i epHKACHOCTTa Ha KoMOuHawmHTe Ha cwiaeHadun ¢ npyru GJES unxuburopw,
APYTH NiedeHHs Ha 6enioapobua aprepranta xunepronus (BAX), chIppxainy CHIRCHA(HI
(REVATIO), win apyru NeqeHud Ha epeKTHiIHa AucyHKiMa He ca npoyqeHn. [lopany Topa
MPHIAraseTo HA TAKWBA KOMOHHAIMH HE Ce NMPENophHYBa.

Edexrs RhPXY 3DCHHETO
HMa cIOHTAHHM CHOOLICHMN 33 CITYIAH HA 3PUTENTHA YRPSKAAHHA BHB BPB3KAa C
canpenadmr u apyru OJIES uaxuburop (BX. Touka 4.8). 3a cilyyan Ha Heapm
MCXEMHYHA ONTHYHA HEBPONATHS, PANKO CHCTOAHNE, HMA CTIOHTAHHH cHo0mIe
obcepBalOHHO NPOYIBAHE BHB BPb3Ka C MPHUSM Ha CWIeHADHT H ApYTH
todKka 4.8). Hanmenrure TpaOpa na &paaT mochbBeTBaHH, Y€ B CIY9aH Ha




3PUTEITHO YBpEXAaHe TpaOBa fa cIpaT nmpHeMa Ha CHlieHadKN ¥ He3abaBHO A4 ce KOHCYJTHPAT ¢
nekap (Bx. Touka 4.3).

OBpEME C DMTO

EQHOBPEMEHHOTO NIPHNOKEHUE HA CHIAEeHADH H PHTOHABHP He ce Npenopbuba (BK. To4uka 4.5).

OBpPeMEHHA c anda-6nokepu
IIpenoprusa ce BHUMAHHE, KOraTo CriiieHadun ce Mpuiara Ha NALHECHTH, KOHTO NpHEMAaT alija-
OsOKepH, Thil KaTO €HOBPEeMEHHOTO NPHIOKEHUE MOXE 12 AOBEAE A0 CHMITTOMATHYHE XMITOTOHHA
NPH MAIKOTO YYBCTBHTEIHH HHAMBHIM (BXK. Touka 4.5). ToBa e Hall-BepOATHO Aa CE NPOABH Mpe3
IHEPBHTE 4 "aca ciiel Mpuema Ha cwiaenagun. [laumenTure Tpadea Aa 6bAaT XeMOAHHAMIMHO
cTabWIHH 110 OTHOINEHME HA TepanuaTa ¢ anda-0JIoKepH npe/iH 3ano4YsaHe Ha JICYCHHE CBC
cuiAeHadm, 3a J]a CE HAMATH BBE3MOKHOCTTA 3a PA3BHTHE HA OPTOCTATHYHA XHIloToNua. Tpabea aa
ce HMa IPEARH]] 3aN04BaHe Ha JJeUeHHETO ChecHiieHadm ¢ iola ot 25 mg (BX. T09ka 4.2). B
NOITBJIHEHKE, ICKApUTE TpadBa fa NOCHLBETRAT MALMEHTHTE KAKBO Aa NpasaT B Cy4YaH Ha NOABA Ha
CHMIITOMH Ha OPTOCTATHMHA XHIIOTOHHS,

EdekT BEpXy KbPBEHETO

[poygBanms BHpXy YOBemxH TpoMOOLMTH NOKA3BaT, e CWIACHaApHT NOTCHIMpA in Vitro
AHTHATPETAHTHUTE CBOICTBA Ha HATPHERHA HUTponpycHy. Jluncea HH¢opMalmd 3a 6e3onacHaTa
ynorpe0a Ha camieHa(H NpH NAIMEHTH ¢ HAPYIICHHS Ha KPbBOCHCHPBAHETO WIH AKTHBRA MENTHIHA
a38a. Crenorarenso crzieHadmn Tpadsa na Ovie NpHnaral Npy TAKHBa NALMEHTH CAMO ClICN
BHHMMATE/THA OLIEHKA NOT3a-PHCK.

XKenu
Maxcurpa Yaitt He e NoKa3aH 3a ynorpeba Npy sKeHH.

floMoImHH BEiecTBA

To3u NeKapCTBeH NMPOAYKT Chabprka acnapraMm. Korato ce npremMa NepopanHo, acnapTamMeT Ce
XHAPOIH3HPA B CTOMAITHO-YPEBHAA TPAKT. EMTHH 0T OCHOBHMTE NMMPOAYKTH HA XHAPOIH3aTa €
denmnanann. Tol MOXe Na € BpeJieH 3a NALMEHTH, cTpasauH ot ¢ermkeroHypus (PKY).

To3H NekapcTBEeH MPOAYKT ChALPIKA JIAKTO3a MOHOXHAPAT. IlanueHTH ¢ peku HACNCACTBEHA
npoleMH Ha HeMOHOCHMOCT KBM TaJIAKTO34, ITHJICH JIAKTa3eH NeQHINT WIH IMOK030-TAJIAKTO3HA
mManabcopOims He Tpa0Ba Aa MpHEMAT TOBA JICKApCTBRO.

4.5 BaammopeiicTBRe ¢ ZPYra JEeKapCTBeHE NPOAYKTH H ApyrH GOopMA Ha B3aBMoaeHcTBHE
KTM Ha JIeKa, HH BBEPXY CHAACHAQWT

Hpoyweanus in vitro

MeTtaGomasMeT Ha cuneHadB no MPHELNI C¢ OCHIIECTBABA ¢ TIOMOIITA Ha M30eH3HMH 3A4
(ocHOBeH IbT) B 2C9 (BTOopocTeneneH meT) Ha muroxpoM P450 (CYP). opanu ToBa uHXHOHTOpHTE
Ha Te3W H30CHIMMH MOTaT A2 HAMAJINT, 8 HHAYKTOPHTEe MM — /3 MTOBAIIAT KIHpPBhHCA Ha CHIACHA(DHIL.

Hpoyveanus in vivo
HNonynaioRHAAT (apMAKOKHHETHYEH aHAJIH3 Ha JAHHUTE OT KIHHHYHE NPOYYIBAHMA [I0KA3BA
HAMAJIEHHE HA KIHPBHCA Ha CHIcHAIT PH €IHOBPEMEHHO TIPAIOKEHHE ¢ RKHXHOHTOPH Ha
CYP3 A4 (xaTo KeTOKOHA30J1, EPHTPOMHLIMH, LIMMeTHME). Bhnpexs ue He e Ouno Habmonasano
NOBHINABAHE HA YECTOTATA HA HEXCNAHKHTE PEaKIMH NPH Te3H NAlMEHTH, KOraTo cHiiaeHadna ce
npHiara eAHoBpeMeHHO ¢ HHXuburopu Ha CYP3 A4, Tpabea na ce HMa Npe/IBMA HATANHA JO33-6
25 mg.

EnHoBpemexHusT npueM Ha HIV-nporeassns HEXHORTOp PHTOHABHP, KOKTO € MHO,
mxubuTop Ha P450 (500 mg aeykpaTtso aHerHO), H cunaeHadpun (100 mg eAHOKK
no HapacteaHe ¢ 300% (4-kparHo) Ha Cmax HA ciieHadmn 1 ¢ 1 000% (11-kpe .‘ 1)
AUC ua cunpenadwmin. Ha 24-ug yac nna3MeHuTe HEBAa Ha CHieHadu Bee olme ca\REBROROM>



200 ng/ml B cpaBHEeHHe ¢ HMBATA OT 5 ng/ml pu cAMOCTOATENIeH MpueM Ha ciiacHadui. Tosa
CBOTBETCTBA HA M3pa3eHHTe eeKTH Ha PHTOHABHP BHPXY HIMpOK Kpsr cy6eTpamn Ha PASO.
Cunaenadun He € OKa3an BIMAHEE BBLPXY (HapMAKOKMHETHKATA HAa pHTOHaBHMp. B13 0CHOBA HA TE3H
drapMaKOKMHETHUHH Pe3yiTaTH eTHOBPEMEHHOTO MPWIOKEHHE HA CHIICHA(W K DHTOHABHD HE Ce
npenopsysa (8. To4ka 4.4) B MpyU HMKAKBH 00CTOATENICTBA MAKCHMATHATA /1032 HA CHIeHad He
TpsOBa 1a HAEXBHPIA 25 mg B paMKuTe Ha 48 4yaca.

EanospemennugT npueM Ha HIV-niporeasHus HEXHOWTOpP CAKBMHABHD, KOHTO € HHXHOHTOD Ha
CYP3A4, cnea focTirase Ha paBHOBECHM KOHLEHTpalmH (1200 mg TpH ITbTH JHEBHO) H CHUICHA(H
(100 mg emHOXpaTHA N033) € AoBen A0 HapacTBaHe ChC 140% Ha Cmax Ha cunAeHadHN M ¢ 210% Ha
AUC na cumgenatdun. CunaeHadun He e oxazan BiHsIHHE BBPXY (apMaKOKHHETHKATA HA CAKBHHABHD
(Bx. Toukxa 4.2). Ilpeanonara ce, 4e no-MoImad KAXHOMTOPH Ha CYP3 A4, Karo KeTOKOHA30]I H
HTPaKoHa30l1, OMxa HMAITH Omie MO-CHICH eeKT.

[Ipy efHOBPEMERHO NPHACKEHHE Ha CHWIZCHA)HA B eqHOKpaTHA Ao3a oT 100 mg i ymepeHHs

CYP3 A4 uaxXHOHTOP €pHTPOMHIIMH, CJIEA AOCTHTaHE HA PABHOBECHH KOMLeHTpauud (500 mg
JBYKPATHO JHEBHO 38 5 aHK) € 6110 HabrionasaHo ybenwieHue ¢ 182% Ha cHCTeMHATa €KCIIO3HIHS
(AUC) Ha cunnenadun. Ipu 3apans MExe n00poBoim He € 61 HabmomasaH edexr Ha
asurpoMuuiH (500 mg anepno 3a 3 qay) BpXY AUC, Crax, Tmax, STHMHHALHOHHATA KOHCTAHTA HIH
TIONY>KHBOTA HA CHAAEHA(IT WIH HETOBHTE OCHOBHY MeTabonuTy B uMpKynaumsaTa. [{pmernamm
(800 mg), xoifro € muroxpom P450 naxuburop 1 Hectienrdpuaen CYP3A4 unxuburop, ¢
Npear3BMKAN HAPACTRAHE ¢ 56% Ha Ia3MeHaTa KOBIEHTPAUMA Ha CHICHAQI [IPH CTHOBPEMEHHO
NpHAOAKEHHE Che cHIeHadmn (50 mg) npu 3apaBH J0OPOBONIIM.

CoksT ot rpetindpyT e cnab unxuburop na CYP3A4-mempipanma MeTaboIM3®M B UPECBHATA CTCHA H
MOXe 12 IOBEAE IO YMEPEHO HAPACTBAHE HA IUIA3MEHHTE HHBA Ha CHIACHA(GMN.

ExnoKpaTaM 203 aRTHAUH] (MarHe3HeR XHIIPOKCHA/aTyMHHMEB XHIPOKCHA) He Ca MOBAHIAIH
OnonanHunOCTTA HA CHIACHAdH.

Bhnpeku ue He ca NpoBeXIaHH CrieH(HIHE NPOyIBaHHA 3a JIEKAPCTBCHH B3AUMOACHCTBHA ¢ BCHYKH
NIeKAPCTBEHH MIPOAYKTH, HONYIALMOHHHAT (apMAaKOKHHETHUYEH aHAJIH3 HE € TIOKA3aJ ¢(PeKT BBpXY
bapMaKOKHHETHKATA Ha CWIIeHadUn NPH eJHOBPEMEHHO NPHIOIKEHHE Ha JIEKAPCTBA, NPHHAIICHKAINH
KhM rpynaTta Ha HExuGuropuTe Ha CYP2C9 (kato TonGyramun, papdapus, GSHATOHH),
HaxHOHTOpHTE HAa CYP2D6 (KaTO CelleKTHBHHTE HEXHOHTOPH HE 0OpaTHHA 38XBAT Ha CEPOTOHHHA,
TPHUMKIHIHHTE AHTHACTIPECAHTH), THA3HAMTE H CPOJHH AHYPETHUH, OPHMKOBHTE H KanHii-
CMECTABALIHTE AHYPETHLH, HHXHOHTOPHTE HA AHTHOTEHHH-KOHBEPTHPAIMS €H3HM, KANIHCBHTE
aHTATOHUCTH, GeTa-aapeHopeneNTOPHHTE AHTArOHUCTH WIH HHAYKkTOpUTe HA CYP450-MenMupanus
MeTabomuasm (xaTo padammunmH, 6apburypaTi). B npoyusane npu 3ApaBd A0OGPOBOIIM OT MBKKH
MOJI €AHOBPEMEHHOTO IIPHJIOAKEHHE HA SHIOTE/IMH-PELCIITOPSH aRTArOHHCT — GoceHTal (MHAYKTOp Ha
CYP3A4 [ymeper], CYP2C9 u Bepoatao Ha CYP2C19), B cranmoHapHo cheTogHue (125 mg npa
IThTH AHEBHO) CHC CHIACHA(DMI B CTALHMOHAPHO cheTosHME (80 mg TPH IMBTH JIHEBHO) € NOBENO A0
cHOTBETHO 62,6% M 55,4% Hamanenne Ha AUC u Cmax Ha ciaeHadun. 1o Ta3u npHuMHa
€THOBPEMEHHOTO NpHImKeHHe Ba MoIlHM CYP3 A4 HHAYKTOpH, Karo pHPAMITALHH, C¢ 09aKEa Ja
AOBENE A0 NMO-3HAYNMH HAMaJleHHsa Ha MJIa3MEHMTe KOHIICHTPAIMM Ha CHIIACHADH.

Huxopauaun e xubpua MexTy aKTHBATOD Ha KanHeBuTe kaHany i Hurpar. [lopaay HuTparHara
KOMIIOHEHTA CHIRECTBYBA BR3MOKHOCT fja AOBEAC JO CEPHOSHO B3auMoaelicTRHe ChC CHIACHadHA.

KTH Ha cuiieHadun Bb ICKAPCTBEHH
Ipoyusanua in vitro
Cunnenadun e cnaG mrxuGHTOP Ha uTOXpoM P450 msoensumn 1A2, 2C9, 2C19, 2D % AL
(IC50>150 uM). Kato ce Mma npeIpu, ie NMKOBATA MIASMEHA KOHLICHTpAIIAS ciie/) HRfeM 11 . %N
CHNACHAGH B MPeNOPEUHTENHIUTE 403 € IprEAHsHTEIHo 1 pM, He 61 Moro a2 ¢f gty ¥ \ 7 \)
cHIAeHAdI Na MOBNHSE KIMPHHCA Ha CyOCTPaTHTE Ha TE3H M3OSH3UMH. & - b 5 § }
|




JiumcBaT NAHHH 38 B3aMMOACHCTBHETO MeX Ay CHIeHadmn B HecnietdrunuTe dochoarecTepasHn
HHXHOMTOPH KATO TeOQWIHH WIH AMIHPAIAMOIL.

Ipoyveanun in vivo

B cLOTBETCTEHE C NO3HATHTE CH ACHCTBMA BLpPXY BT a30TeH okcua/ul M@ (Bxk. Todka 5.1)
CHAnEeHadHA nokasa NoTeHIHpPAHe Ha XMITOTEH3UBHUTE €)eKTH HA HUTPATHTE M CIIeAOBATEIHO
eZIHOBPEMEHHOTO MY NPIUIOXKEHHE C ZOHOPH Ha 430TeH OKCHA WIH HHTPATH NMOJ KAKBATO M J1a €
dopMa € NPOTHBOTIOKA2AHO (BXK. TOUKA 4.3).

Puommryar: HpeaxnuHy4HN NpOyYBAHHS NOKA3BAT JOMBIHATENCH eeKT Ha MOHIKABAHE HA
CHCTEMHOTO KPBBHO Hajarane, koraro ®JIES uuxuGuropu ce KOMOMHHMPAT ¢ pHOIAryaT. B KIHHHYHH
NpOy9IBaHHA € JOKA3aHG, 9¢ PHOIHIYAT NOTEHIMpa XHNoTeH3HBHUTE edexTH Ha OJES
HRXHOHTOpHTE. HAMa NaHHK 33 GnaronpuaTeH KMHWYEH edext Ha koMOHHAIMATA B NPOyYBAHATA
nonynaims. EqpospeMenHara ynotpeta na puouuryar ¢ ®/IES HHXHOHTOPH, BKIIOTHTETHO
cunaesadu, € mpoTHBOMOKA3aHa (BX. Touxa 4.3).

EHOBpEMEHHOTO NPIIOKEHHE Ha CHieHA(HN Ha NALMEHTH, KOHTO NpHeMar anda-0nokepn, Moxe
8 AOBEAE IO CHMNTOMATHYHA XHIIOTOHHS TIPH MATKOTO YyBCTBHTO/IHH HHMBHIM. ToBa ¢ HaH-
BEPOSTHO J1a Ce MPOABH Npe3 MLPBUTE 4 yaca clie mpHeMa Ha ciweHadmn (Bx. Toukn 4.2 1 4.4). B
TpH CrielGUIHM NIPOYMBAHKSA 34 JICKAPCTBEHH B3aMMOACHCTBHA anda-0loKkepsT NoKca303uH (4 mg |
8 mg) u cugenadun (25 mg, 50 mg wm 100 mg) ca OuwH MPHIOKEHH CTHOBPEMEHHO Ha NALHEHTH C
A0GPOKaYeCTBEHA XHIIepa3H Ha yipoctaTa (JIXTI), craGuimsvpadu Ha Tepanua ¢ A0KCa3osus. B
TE3H M3MHTBAHM MONYNAIMY € HaOMOAABAHO CPEeHO NOMMIHHMTEHO HAMAICHHE Ha KPBBHOTO
HAIIATAHE B JIETHANO MonoxkeHHe cxoteerHo 7/7 mmHg, 9/5 mmHg u 8/4 mmHg, u cpeato
JOITHTHHTEIHO HAMATIEHAE HA XPHBHOTO HAIATAHE B H3MPABEHO NONOXKEHHE CHOTBeTHO 6/6 mmHg,
11/4 mmHg 1 4/5 mmHg. Koraro cunaeradun u 10Kca203dH ¢a OWTH NPHIOKEHH €AHOBPEMEHHO
Npy NAUHEHTH, CTaCWIH3HPaHK HA TePANHA C JOKCA303HH, Ca NONY4YEHH PeAKH ChoOIEeHHS 34
THAMHEHTH, KOMTO ¢2 MOAYYHIR CHMITOMATHYHA OPTOCTATHYHA XHAOTOHHA. Te3H crobinenns
BKJIIOYBAT BHEHE HA CBAT M 3aMAasHOCT, HO HE H CHHKOTIL.

[pu eauoBpeMeHHOTO nMpAnarade Ha cuanenadwn (50 mg) n TonGyrammn (250 mg) unH papdhapHu
(40 mg), xouro ce merabomusupar ot CYP2C9, He ¢ 326193280 CHTHU(PHKAHTHO B3AUMOAEHCTBHE.

Cwiiesadun (50 mg) He € MoTeHLMpan ZOMMBJIHHTEIHO YAWDKABAHETO HA BPEMETO Ha KbPBEHE,
MpeaH3BHKAHO OT LCTHWICAIMIIIOBATa kucennHa (150 mg).

Cunnenadun (50 mg) He € MOTEHLMPAN AOITLTHHTETHO XHAOTCH3HBHHTE eheKTH Ha ATKOXONS TIPH
35paBH JOGPOBOIIM ChC CpeAHM MAKCHMAJIHM KOHLIEHTpallHH Ha ankoxos B kpsera 80 mg/dl.

Kato ms10 aHTMXMNEePTEH3MBHHTE JICKAPCTBA, IPHHANICKAINH KbM CISAHHTE KIACOBE: AMYPCTHIIY,
bera-6nokepn, ACE unxubHropn, aHrHoreH3¥H I1 AHTarOHHCTH, AaHTHXHMIIEPTEH3HBHM CPEACTBA
(Ba301MNATATOPM M IIEHTPANTHO AeiicTBAINK), AApSHEPrHYHY O610KePH, KAIHEBH aHTArOHUCTH H alnda-
APeHOPELICITOPHHE ONOKEPH, HE Ca 1T0Ka3any paviHieH MpoQHI Ha HEXKCIAHH JCKaPCTBEHH PeaKUyH
NPH NAIMEHTH, NOMYYaBanH cyiaenadun cupsaMo wiaueto. B cnenuduamo npoyusane 3a
NEKAPCTBEHO B3AHMOACHCTBHE, MPH KOESTO Ha XHITEPTOHHIM e G npunoxen cunenadmn (100 mg)
eIHOBPEMEHHO ¢ AMJIOIHIHH, € HACTBIWIO AOITHIHHTEHO NOHIKEHHe Ha CHCTONMHOTO KPHBHO
RAAATaHE B JerHan0 nojoxexHue ¢ 8 mmHg. CHLOTBeTHOTO JONWIHHMTEIHO MOHIDKEHHE HA
AMACTONHOTO KPHBHO HANSTAHE B JerHano nooxenne ¢ 6wio 7 mmHg. Tesu pombnHATEHN
NIOHIKEHKA Ha KPHBHOTO HAIATAHE ¢a OMIM OT CXOHA BE/THUMHA ¢ TE3H, HAO/MONaBAHH NPH 3APABH

AOOPOBOIIIH, TIOTyYaBaldH caMo cHnacHadhun (Bx. Touka 5.1).

Cunaenadpun (100 mg) se e noBMAAN GapMakOKHHETHKATA B CTALMOHAPHO CHCTOAHHE
MpOTea3sHHTEe HEXHOHTOPH CAKBHHABHD H PUTOHABRP, KOHTO ca cybcTpata Ha CYP3

IIpu 3ppasn OOPOBONIH OT MBIKKH IO CHIACHA(GH B CTALIMOHAPHO CHCTOAHHE
NHEBHO) e AoBen Ao nopHimeHue ¢ 49,8% Ha AUC Ha Hocenran H noBHIIeHHE ©
Oocenrau (125 mg ABa ETH AHEBHO).



4.6 PepruaETeT, GPEMEHHOCT H KEPMEHE
Makcurpa Yaifr He e nokaszaH 3a yrniorpeda IpH JxeHH.

He ca npopexnanu cLOTBeTHH K Ao0pe KOHTPOIHpaHHU NIPOYYBaHUA NIPH OpeMeHHH WIH KbpPMEIH
KEHH.

B penpoRyKTHBHE IPOYYBAHHA NMPH IUTEX0BE U 3adii He ca HaGMOMABAHH PEJIEBAHTHH HEXENIaHH
PeaKipaH cJIe/] IEpopaNHo MPHIoKEHHE Ha CHIICHADHIL.

Jluncea efekT BLpXY NONBHKHOCTTA WIH Mopqaonornﬂ'ra Ha CIICPMATOZ0HINTE CIEH SAHOKPATHH
nepopansH 5034 ot 100 mg cunpenadwmn mpy 3apaBH oOPOBONLH (BXK. TOUKA 5.1).

4.7 Edexr Bppxy cuocobHEocTTa 38 modupane u pabora ¢ MAIIHER
CwnsieHathsn MOXe Z1a MOBIMARA B MAJIKa CTENeH cnOocoOHOCTTa 3a IodHpaHe i paboTa ¢ MAIIMHH.

Teit KaTO B KIMHHUKH MPOYIBAHMS CBC cHIaAeHaduI ce cHoOINaBa 3a MOABA HA 3aMAlBaHE K MPOMCHH
B 3pCHHETO, NAMERTHTE TPs6BA 2 HMAT NPE/CTABA 33 PEAKLMHTE CH KBM CHIICHA(UN Npeu
modupane WiH paboTa ¢ MAINHHM.

48 HexelaHH AEKAPCTBEHH PEAKIHE

O ONMCaHKe HA H/a Ha H€30nacHOCT
[IpodureT Ha GesonacHocT Ha cunaeHadwI e Gasupan Ha 9 570 nauwenTu B 74 nROHHOCHCIIH
1a1e60-KOHTPOIMpaHK KIMHMMHH npoydusanus. Half-gecTo cho0maBsanuTe HEKENaHN PeakiMy B
KIMHHYHATE IPOYYBAHKA cpe/l NAlHEHTHTe, Ha KOMTO € Iipinarad cuigeHadn, ca S1iH riasobosnue,
sadepBABaHe, TACNICTICH, HA3aNTHA KOHTEeCTH, 3aMaiiBane, rajicHe, ropelii BLITHY, 3pHTeSIHH
HapyINEeHHA, LIHAHOTICHS M 3aMBIJIeHO 3peHHe. HexenaHH peaknuH 1o BpeMe Ha MOCTMAPKETHHIOBOTO
HaGmoaeHue ca cOHpany M NOKpUBaT NpHOIM3HTEREH NepHOA oT >10 rogunu. YectoTara Ha TE3H
HeXeJlaHH peakiiH He MOXKE Ja ce onpeeid ¢ AOCTOBEPHOCT, Thil KaTO He BCHIKH HEXCJIaHH
peakimH ca ¢cho0ImeHH 1 BKIOYEeHH B Oazara AaHHH 33 O€30NACHOCT.

TabmueH cHHCHK Ha HEKEAHMTE TEKAPCTBEHH PEaKINH
B TabaniaTa No-0iy BCHYKH KITHHHYHO BOKHH HEKEIaHH PeakiMi, KOHTO ca Habmonasany B

KITHHAYHH NPOYYBAHMSA ¢ YeCTOTa MO-roiiiMa OT ianebo, ca OMMCaHH 10 CHCTEMO-OPIaHeH Ki1ac i
gecToTa (MHEOrO yecTH (>1/10), yect (=1/100 a0 <1/10), mewectn (>1/1 000 xo <1/100), peaxu
(=1/10 000 mo <1/1 000). IIpu BeAKO rpymupate B 3aBHCUMOCT OT YECTOTATA HEXENAHUTE
JICKAPCTBEHH PEakiMH ce W30pogBaT B HH3XOAAIN peA MO OTHOIIEHHE HA TAXHATA COPHO3HOCT.

Tabauaua 1: KiaaauHo BAXEE HeKEJAHHE PeakiHn, choDIMenH ¢ 9eCcTOTA, HO-TOJAAMAa 0T
9eCTOTATA HA IL1ANe60 B KOHTPONHPARY KINEEYHE NPOYIBAHHNA, H KINHHYHO BAKHA
HeKeJAHH PeAKIHE, Cho0menn Ho BpeMe Ha DOCTMAPKETHATOBRS NEPHOA

Cacremo- Mnuoro Yeern HegecTh Peaxn R

OpraHeH KJac JeCTH (21/100 u (=1/1 000 u (=1/10 000 u <1/1 000)
(>1/10) <1/10} <1/100)

Hudexmmn u Punwr

uHdecTanHH _

Hapymenna va CBpBXYYBCTBH-

MMYHHATA TEIHOCT

CHCTEMA 3

Hapymenus Ha | naso6onme | 3amalipane CLH/HBOCT, Mozpuno-cAdy iy

HEepPBHATA XHIOECTEIN (X e X

CUCTEMA




pelMAMBHPAnIA rbpuose®,
CHHKOT

CHCTCMA H

Hapymenus Ha Pasctpotictea | Hapymenus va | HeaprepHuTHA mpeaHa
OUHTE Ha UBETHOTO CHI300TACIA- HCXeMMYHA OIITHIHA
3peHne**, HeTO**¥, nesponatis (HAHOH)*,
3PHTEHA 6onxa B oUHTE, peTHHAIIHA CHAOBA
napywerms, | gorodoGus, | oKIysms,
3AMBITICHO (oronicua, ouHa | PETHHAICH KPHBOUIIIHB,
3peHHE XHTIEpEMH, aTCPOCKACPOTHIHA
JACHIICHO PETHHOIIATAA, HAPYIICHAS
BhanpHeMane pa | B2 PETHHATA, IIaykoma,
CBETIHHATE, HapYIIeH}A Ha 3PHTEIHOTO
KOHIOHKTHBHT noJje¢, JATUIONNA, HaMaleHa
3PUTEJIEA OCTPOTA, MHONHA,
acTeRONMA, MBITIMBHHY B
CTBKJIOBHAHOTO THJIO,
HapYIIeHHs Ha HPHCA,
MHAPHA3a, BIDKAAHE Ha
OPEO’IH OKOJIO CBETTHHHHA
H3TOYHHIIN, ellcM Ha 0XOTO,
NOAYBAHE Ha OKOTO,
HapylieHHEe Ha OKOTO,
XHITEpeMHS Ha
KOHIOHKTHBATA, OTHO
Apa3zHeHe, abHOPMHH
yCeIlaHHsA B O4HTE, C/IEM
Ha Kienaya, [poMaHa Ha
IiBETa Ha CKiepara
Hapymienns Ha Bepriro, I'nyxota
YXOTO ¥ THHHTYC
nabupuaTa
Crpreunn Taxuxapans, BHesarHa ChpACYHA
HapyIIeHHAsN Tt CMBPT*, MBOXap/AEH
wHPApKT, kKaMepHa
apHTMHA¥,
NpeACHPAHO MBXACHE,
HecTAOHNIHA CTCHOKADABA
Craoru 3ageppaBane, | XHIEPTOHHA,
HapylleHHA ropel BhIHH | XHIOTOHHS
PecnMparophs, Hasansa EnrcTakcuc, Crarane B IbpJoTo,
IPBAHM H KOHTeCTHs KOHI'eCTHS Ha HA3ANeH eIeM, CYXO0Ta B
MeBaCTHHAITHH CHHYCHTE HOCA
| HApYINECHNS
Cromammno- I'anene, Tactpo- OpaiHa XHNOoECTE3HA
YpEeBHH JHCIICTNICHA Wﬂa
HapYWeHuA peduyxcua
Sonecr,
NOBPEIAHE,
Conku B ropnara
4aCT Ha KOpeMa,
CYXOTa B ycTara . S
H eHHS Ha HB MHIPOM HA Slevens-
o Oop Johnson (SIS)*,
NOAKOKHATA
THKaH
Hapymenns na Muanras, Soaka
MYCKYJIHO- B KpaliHuuyre
CKeJIeTHATA




Hapymemaa | ' - Xemarypus - o
| ovOperre B | |
NUKOYHHTE |
| Hapymienns Ha | ’ - ] - €HHJICH KPBBONIIUE,
SRIPOIIBOM” | | 'gg:amn:;ﬁu YILIDKEHA
mJIHaTaCHc'IEMa epemg i, YA
| Mropaata B i 4
O0umm S ' T'peana 6onxa, Paanpasmnﬂm
HApYIICHHA H | YMOpa, yCelllaHe .
epeKTH Ha | 33 ropelrHa
MACTOTO Ha |
k DHIOKEHAE | S T N -
Wscnempapms |~ - - VeenuueHa
- ] ' chpAedHa
YeCTOTa .

* Cmﬁmeim caMo npn nocmaplce'rm{mnm Haﬁmonenne |
** Pascrpoiicrsa Ha L{BETHOTO 3PEHHE: XIIOPOTICHS, XpOMATONCHA, HHAHONCHA, EPUTPONICHA K

KCAHTOIICHSA

*** HapymeHus Ha CHI300TACHAHETO: CYX0Ta B OYHTe, IRKPHMAIHO HAPYHICHHE H TIOBHIIEHO
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Cwﬁmananero HA nonoanpann Heme.nmm pealcmm ciie]] paspeliaBaHe 3a yoTpeGa Ha JIeKapCTBeHNY
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NOAO3MPAHA HEXKENIAHS PEAKIMA Ypes3

MaIruTHHTENHA aTeHEMs 110 JICKAPCTBATA

yiL. ,Jlaman Ipyes“ Ne §

1303 Codus

Ten.: +35 928903417

yeGcaiiT: www.bda.bg.

49 Ilpexosupane

‘B npoyuBanus BEpXy 100pOBOIIH ¢ eJHOKpaTHH N03H o 800 mg HexkenaHuTe peakiny ca Grm

nonoGHY Ha Te3n, KOHTo ce HabMioAaBaT NpH NMO-HHCKH JO3M, HO TAXHATA Y€CTOTa U TeXKeCT Cd OHmH

 mo-ronemu. Jfozu or 200 mg He ca JOBeH 10 NOBHUICHAE Ha ecbemnocrra, HO 4eCTOTara Ha
'HeXeJTAHHTE peakuuH (rmarobonue, 2auepBapane, 3aMaiBade, JHCNENCHA, HA3aTHA KOHTECTHA,

HapyIICHO 3peHHE) € HapacTBaia.

B cnytiaii Ha IIPEAO3HPAHE CTAHAAPTHHTE MEIANLMHCKK MEPKH TpAGBa Aa GpaaT chobpaseHH ¢

'KOHKPETHHTE HYXAH. XeMOAHANH3aTa He YCKOPABA KIMPHHCA Ha cuiaeHagu, Thil KaTo TOH ce
~ CBBP3BA BHB BHCOK MPOLUEHT ¢ IUTA3MEHHTE NPOTEHHH K He Ce eIMMUHHPA C YPHHATA.

5. ®APMAKOJIOTHYHH CBOHCTBA

5.1 ®apmaxopaRaMEYIEE cBOKCTBA

epelérmma auchynxma. ATC kon: G048 EO03




MexaHH3bM Ha NeHCTBHE

CwineHadun CITy>KH 34 EpOPAIHO JIeYEHHE HA epeKTIIHATA nuchyHkHa. B ecrecTBenn ycnopus,
T.€. TIPH CEKCYATHAa CTHMYNALMA, TOM BH3CTAHOBARA HAPYIIEHATA EPEKTHIHA QYHKIMA Ipe3
YBEJIHYABAHE Ha KPHBOTOKA KbM IICHHCA.

DU3HONOTMMHHAT MEXAHHZEM, OTTOBOPCH 33 EPEKIIHATA Ha NEHKCa, BXI0YBa ocBoOoKAaBaHE HA
a3oreH okcu (NO) B KaBepHOZHOTO TANIO IO BpeMe Ha cekcyaHa cruMynalms. Caen Tora NO
AKTHBHpA €H3WMA I'YaHHIAT [HKIIa3a, KOSTO BOMH 0 NOBHUIABAHC HA HHBATA HA IHMKIHICH I'YAHOZHH

monodochar (ul M®P), a ToBa BoAM A0 OTMYCKAHE HA [1aKaTa MyCKYJIATYpPa B KABEPHO3HOTO TAIIO K
IPUTOK HA KPBEB KBM HETO,

Cwinesadun e MoIneH H cenekrHBeH HHxHOHTOp Ha Nl M®-cneimduynara gocdoauecTepasa Tan 5
(®JES5) B xopnyc kaBepHO3yM, knaeto OJIES e orroBopHa 3a pasrpaxaateto Ha LT M.
Cunperadnn uMa nepadepHO MACTO Ha AelicTBHE BBPXY epekimara. CunaeHadun Hama mpsax
penakcupai epeKkT PpXy H30IHPaH YOBELIKH KOPMYC KABEPHO3YM, HO MOIHO YCHJIBA PEJIaKCHpaIIHA
eext Ha NO BupXy Tasn TokaH. TIpu axTuBHpaHe Ea MeTabonurHata Bepura NO/mI M@, kaxto crasa
NPy CeKCYAIHa CTHMYJIauus, RHxuOHpaneTo Ha OJIES ot cHzeHadmn BOAH A0 MOBHIIEHH HUBA HA
ni M® B kaBepHO3HOTO TaNO. CAEOBATENNHO, 3a A8 MOKE CHIACHA)H A& OCHINECTBH CBOMTE XKEJIaHH
GnaronpusTHd papMakonorndHy edekTH, e HeoOXo/lMMa CEKCyalHa CTHMY Ak,

DapMakoIMHAMUIHH edekTH

ITpoyuranusTa in vitro ca nokazany, uye cunaeHadmun e cenekruseH 3a OJIES, kosgro ydacTsa B
mpoueca Ha epekumda. Heropusar egekt sppxy O ES € no-MOmeEH, OTKOMIKOTO BPXY JPYTHTC
usBecTHR docdonuecrepasn. Toif ¢ 10 msTH no-cenekrupen 3a OJIES, orkonkoro 3a ®JAES, xosTo
Y49acTBa B mporeca Ha GOTOTpaHCAYKITMS B peTHHATA. B MAKCHMAITHH NPENOPHYMTETHA A03H
CENeXTHBHOCTTA MY € 80 muTH no-Bucoka 3a ®JIES, orkonkoro 3a GJIEL 1 Han 700 meTH mo- BHCOKa,
orronkoro 3a DAE 2, 3, 4, 7, 8,9, 10 u 11. [To koukperHO, crwiacHadmt ama 4 000 meTH no-ronaMa
cenextEBHOCT 3a BJIES, orkonxoro 3a OJE3 — uzodopmara Ha BAM P-cnexpdrynara

bocdonuecrepasa, yuacTsama B KOHTPONA HA ChPACYHNA KOHTPAKTHIIMTET.
KnunniHa epuKacHOCT ¥ 6e301acHOCT

JIBe KIMHWIHH MpOyYBaHHA ¢a OHIH CIICHAATHO MPOBEACHH, 33 Ja C€ OLICHH BPEMETO, KOETO €
HEOOXOOHMO, 33 A8 ¢ NOJYIH €PEKIHA B OTTOBOP Ha CEKCYAIHA CTHMY/alldsg Clie] PHEeM Ha
nexapcTBoTO. B npoyuBase ¢ H3non3pade Ha nermsmorpaia Ha nenmca (RigiScan) npn nauyeHTy,
KOHTO Ca pHe/H CHieHadHN Ha ITIAZKH0, CPeHHUAT IEpHOJ 0 HAYAI0TO Ha e)eKTa IPH Te3H OT TIX,
KOMTO ca NOTy4IHIN epekImd, XapakTepusupama ce ¢ 60% puruaHocT (A0CTAaTHIHA 38 OCHINECTBABAHE
HA NOJIOB aKT), € 6ua 25 munyTu (ot 12 no 37 MuHyTH). B Apyro npoyusane ¢ RigiScan cunaenagnn
AOpH H 4-5 uaca cliefl IpHeMa € JaBAl BE3MOXKHOCT 33 IOYyYaBaHe HAa €PEeKIHA B OTFOBOP Ha
CeKCyaiHa CTHMYIALHA.

Cuinenadun NpeAW3BHKBA NEKH H IIPEXOJHH NOHIDKCHHA Ha KPLBHOTO HANAraHe, KOHTO B
MHO3SHMHCTBOTO OT CIy4auTe MPOTHYAT 63 KIHHANYIHA CUMITTOMATHKA. CpeiHaTa CTOHHOCT Ha
MAKCHMAJIHOTO NOHIKEHHE Ha CHCTOIHOTO KPHEHO HAATAHE B JIETHANO MOJIOXKEHHE CIeN HepopaieH
npreM Ha 100 mg cunpenadui e Ouna 8,4 mmHg. CroTBeTHaTa IPOMAHA B JHACTOIHOTO KPBBHO
HAJATAHE B JIETHANO monoxeHKe e 6rna 5,5 mmHg. Teau nowrokeHHs HA KPBBHOTO HaNATaHe
CBOTBETCTBAT HA BASOAMNATATOPHHA eexT Ha cCHNACHA(]I, KOHTO BEPOATHO C¢ TL/DKH HA
NOBHUICHHETO Ha HUBaTa Ha Ul M@ B riaakaTa MyCKyJIaTypa Ha KPeBOHOCHHTE ¢haose. [IpH sapasu
J0OpOBONIH €AROKPaTHA NEPopanHa fo03a 0 100 mg cuneHadni He BOAM IO KIHHMYHO 3HAYMMH
npomenn B EKT'.

B npoy4BaHe BbpXY XeMOJHHAMHYHHTE e(eKTH Ha ¢IHOKPaTHa repopaiHa nosa or 100 mg
crnaeHadmn npu 14 naupentH ¢ Texka HBC (>70% creHo3a Ha OHEe €HA KOPOHAPHA § / PR
CpeHHTe CTOMHOCTH Ha CHCTONHOTO H JHACTOIHO HAJMITaHE B MOKOH Ca Ce MOHMNKI G )
7% 1 6% cnpsMo w3xoaHuTe. CpeIHOTO CHCTONHO OenoApObHO HANIATAHE Cce € oy
Cwinenadnn He € MPeH3BUKAN MPOMIHA B ChpieHMs JeOHT M He € HapyLInn e
CTeCHCHMTE KOPOHAPHH apTEPHH. |




B asoiirocaano, mialebo-KOHTPONMPAHO NPOYYBaHE, BKMIOUBAINO CTPEC-TECT ¢ HATOBapBaHe, €
HATIpABEHA OLeHKa Ha 144 naiMeHT™ ¢ epeKTIHA JMCHYHKIMA H XpOHHTHA CTa0WIHA CTEHOKAPIHS,
KOHTO TPHEMAT PEOBHO AHTHCTEHOKAPAHM JIEKAPCTBEHH MPOAYKTH (€ H3KIMOUEHHE Ha HHTPATH).
PesyTaTTe ¢a MOKA3aIH, Y€ HAMA KNHHHYHO 3HAYMMH PasiiMKH MEXY cunaeHadwn K ianebo e
BPEMETO A0 NOABA HA JIMMHTHPAINA CTCHOKAPAMS.

ExuH gac ciea npueM Ha 100 mg cunaeHadun npu Marbk Opofi NAIMEHTH ¢a C€ NOABIIH JICKH H
NpeXOAHH MPOMEHH B CNIOCOOHOCTTA 33 pa3iMyaBane Ha IBETOBETE (CHHBO/3ENICHO), H3CIIC/BAHA C
NOMONITA Ha TeCT4 3a pasrpaHngasaHe Ha 100 ypeToBu orrenbka Ha Famsworth-Munsell, kato 2 yaca
CHIE/l MPHEMA Ha JISKAPCTBOTO €EeKTHT € OT3BYYad HAMHIHO. BEPOATHHAT MeXaHH3BM HA TasH
NPOMAHA B IBETORATA AMCKPHMHMHALMA € CBLp3aH ¢ HHXHOupaHeTo Ha OJIE6, KOATO yUacTBa BHB
¢oTOTpaHCAYKIMOHHATA KacKaaa Ha peTHHaTa. CanpieHad1 HIMA HHKaKLB e(eKT BBpXy 3pHTEHATA
OCTPOTa WIH YCEIIAHETO 338 KOHTPAcT. B Manko mianebo-KOHTpOIHpalo HpoyYBaHe NPH NALMEHTH ¢
AOKa3aHa paHHa BE3pacToBO-00yca0BeHa ereHepaia Ha Makynata (n=9), cunaeHadpun (100 mg
eHOKpaTHA [03a) He € AOBEN A0 3HAYMMH ITPOMEHH B MPOBEACHHTE 3PHTEHH TECTOBE (3pHTC/IHA
OCTPOTA, pemieTka Ha Amsler, HBeTOBa THCKPHMHHALIHA Ha CHMYJIHPaHa IhTHA CBCTIIHHHA
cUrHanm3aim, nepuMerps Ha Humphrey u doroctpec).

He e ycraHOBEH e(eKT BHPXY NOABIIKHOCTTA HIH MOPDOJIOTHATA HA CLIEPMATOSOH/THTE CIIEA
eqHOKpaTHA nepopaiHa no3a or 100 mg cannenadwn mpH 3apaBy AoGpoBoLH (BX. TOUKa 4.6).

Honvanwumenna ungopmayus 3a KIuHUYHY NPOYHEAHUR

- B KIHHHEYHYA NpoyuBaHus cHaAeHadun e 6un mpuwioxeH npx nosede ot 8000 nanuenTH Ha BH3pacT
19-87 roauun. bunu ca npejcTaBeHr CCAHHTE IPYIH NAIMEHTH: NAHMCHTH B CTAPYECKA B3PacT
(19,9%), namenTH ¢ xunepToHus (30,9%), saxapeH maber (20,3%), ucxemusHa GomecT Ba CBpIIETO
(5,8%), xnnepmarmmaemus (19,8%), TpasmMu Ha rppOHasHEA MO3EK (0,6%), Zenpecus (5,2%),
TpaHCypeTpaiHa pesekums Ha rpoctarata (TYPIT) (3,7%), panukanHa npocratexTroMad (3,3%).
Cnexuure rpynH He ca OWIH AOCTATHYHO NPEACTABCHA HITH ca SHIH H3KMOYEHH OT KITHHHYHHTE
NMPOYYBaHHA: NAIMEHTH ¢ OTICPalyA B MAJIKHUA Ta3, MAHEHTH CJIC TLYCTEpanyd, MAlHCHTH C TEXKKO
6B0peuno Wi YepHOAPOOHO YBpeXKAaHE B NALHEHTH € HAKOM CBPACUYHO-CBAOBH NMpobmeMu (BXK.
TOUKa 4.3).

B npoyuBanusTa ¢ PMKCHpaHH 103H MPOLUEHTHT Ha NALWEHTHTE, CHOOIABAIIH, Y¢ JIEUEHHETO €
NOAOOPHIIO TAXHATA epeKims, ¢ 6mn 62% (25 mg), 74% (50 mg) n 82% (100 mg) copamo 25% npu
wianeGo. B KOHTpoMpaHy KIHHHYHH ITPOYYMBAHUA YSCTOTATA HA NMPEKHCBAHE HA JICYCHHETO CBC

- cwgerHadun e 6Ma HECKA H nNoAoOHAa Ha Ta3H pH fuiane6o.

3a BCHUKM NPOyYBaHMA MPOLECHTET HA NalHeHTUTe, ChobIIaBaIny 3a noxodpenne ¢ve cancHadgu, €
Gmia Kakro cieRa: NCHXOreHHa epeKTIHA auchyHKIA (84%), cMeceHa epeKTHIHA AMChYHKUMA
(77%), oprarH4iHa epekTIIHA JuchyHKIMA (68%), nalMeHTH B CTapyecka BE3pacT (67%), 3axapen
arabert (59%), HBC (69%), xunepronns (68%), TYPII (61%), pamuxansa npocrarekroMus (43%),
TpaBMa Ha rppOHauHES MO3EK (83%), nenpecus (75%). B arocpodns npoyusanus 6€30M1aCHOCTTa H
e(peKTHBHOCTTA Ha cHieHa(IN ca ce 3ana3miy.

IleauaTpy4Ha NONYIALINA
EBponeiickaTa areHIus mo JICKapCTBaTa OCBOOOKAABA OT 3aABDKCHHETO 3& IPEAOCTABAHE Ha

Pe3YITATHTE OT NPOYYBAHUATA CHC CHIICHA(WI BBB BCHUKH NOATPYNH HA NEAHATPHYHATA NOMy AL
33 JIeUeHHE Ha epexTHnHa quchyHKIp. Bibkre Touka 4.2 3a nHpOpMaipa 0THOCHO yroTpeba B
neHATPHATA.

5.2 ®@apMAKOKHHECTHIHH CBOHCTBA

Abcopbims e
Cuiaenadun ce abcopbupa 66p30. HabmonasaHHTe MAKCHMAIIHH IUIA3MEHH KOHIE A‘ AR 7 N
R

AOCTHTaT B pamxire Ha 30 ao 120 muayTH (cpensa crodHoct 60 MHHYTH) ciiel
rnanHo. CpeaHarta aGcomoTHA nepopanHa GHoHaAMHYHOCT € 41% (auanason 25% Vo).
nepopaneH npreM Ha cwineHadpun, AUC B Cmax HAPACTBAT MPONIOPIHOHAJIHO Ha

=

NpenopbrYaHUTe (03084 rpaHEiH (25-100 mg). e;




KoraTo cunaenadmn ce p3eMe no BpeMe Ha XpaHeHe, CKOPOCTTa Ha abcopOuma HaMa/IiBa, KaTo
cpemnoTo 3a0aBgHe HA Tmax € 60 MHHYTH, a cpeAHOTO IOHMXEeHHE HA Cnax € € 29%.

Pa3 e/ICHHE

Cpeaunst obem Ha pasnpene/icHHe B CTALHOHAPHO CheTosHKE (Vd) Ha cHnsienagun ¢ 105 1, koero
rOBOPH 3a pasnpeleiicHHe B ThkaHuTe. Cliel eAHOKpaTHa nepopaiHa fo3a or 100 mg cpennara
MaKCHMaHA Ia3MeHa KOHLEHTpauys Ha cunaeHadun e npubmmuremso 440 ng/ml (CV 40%). T
KaTo CHieHadH (M HETOBHAT OCHOBEH LIMpKyMupam N-aesmMeTHn MeTaboHT) € CBBP3aH ¢
IIa3sMeHHTE GenThil B 96%, T0Ba BOAM [0 Cpe/iHa MAKCHMAITHA KOHIIEHTpalMs Ha ceoboaHaTa opma
Ha canaeHadun B wia3Mara ot 18 ng/ml (38 nM). Cepp3BaneTO C NPOTEHHHTE € HE3ABHCHMO OT
ofIIaTa AeKAPCTBEHA KOHIICHTPALHA.

pu 3apasm no6posonuy, noxydasaip cunaeHadmun (100 mg B eqnokpatHa 1034), moa 0,0002%
(cpemno 188 ng) or mpunoxeHnara A03a € Ouna ycraHoseHa B eAKynaTa 90 MuMHYTH citell mpHeMa.

bu M

Cunaenadun ce MeTaboaM3Hpa I7IaBHO OT H30EH3HMHTE Ha uepHOApoOHHTe MEKPO30MH CYP3 A4
(ocHoBen muT) ¥ CYP2CY (sropocreneseH mer). OCHOBHHAT LHPKYIHpAI MeTabOJIHT ce rony4asa B
pesynrar HAa N-ae3sMeTwiHpaHeTo Ha cunaesadmn. Tozu MerabonuT umMa npodHn Ha
docdonmecTepasHa CeNeKTHRHOCT, TOAO0EH HA TO3H HA CHZICHadHN, H in vilro MOLHOCT CIPAMO
OES npubmmurenuo 50% oT 1431 HA H3IXOAHOTO aKTHBHO BelliecTeo. [InasMeHUTe KOHUCHTPALMM
Ha MetaGonuTa ca npubamsnrTenHo 40% oT Te3d Ha cunacHad1. N-ne3MeTiun METabOIHTET Ce
mMeTabOIH3Apa AOMBIHUTEIHO M HMa KPaeH IONYKHBOT 0K0j10 4 vaca.

EnnMunnpane
ToTanHHAT TeneceH KMpbHC Ha cuimenadmn e 41 Vh ¢ nonyxuBor B kpaiina dasa 35 qaca. Cnen

NEPOPATHO WIH BEHO3HO IPHJIOKEHHE ciuieHadH ce eKcKpeTHpa noA $opMaTa Ha MeTabOHTH
NPEAHMHO ¢ H3NpaxHeHuaTa (mpudnmspTenno §0% oT NpHiIoKeHaTa nepopanHa A03a) H B NO-MAJIKa
creneH ¢ ypunara (npuCmmurento 13% ot npwioxkeHATa NepopanHa 103a).

PapMakOKHHETHKA PH CIICHHAHY I'PYITH NAIHEHTH

Cmapuecka ev3pacm

3xpasH nOOPOBONIIH B CTAPYECKA BB3pacT (Ha 65 WM noBeYue roJMHH) Ca HMATH HAMAJICH KITHPEHC Ha
cHieHad1, KOETO € AORENO 0 IUIa3MeHH KOHIEHTpalluH Ha CHIAcHadHN U Ha akTHBHHA N-
Je3METHIIHPAH MeTaOOJIHT MO-BHCOKH ¢ okono 90% B cpaBHeHHe ¢ YCTAHOBEHHTE NPH 3APABH NO-
mMnaay gobpososi (18-45 romnnn). Illopann »B3pacTOBH pazn¥KK B CBLP3BAHETO C IVIA3MCHHATE
NPOTEMHH CHOTBETHOTO YBEJIMUESHHE Ha KOHLIEHTPALHMTE Ha cBOOOICH CHIieHaMN B TUIa3MATa €
6uno ¢ okomno 40%.

Bvbpeuna nedocmamvunocm

ITpu noGpoBommM ¢ niexo A0 ymepeno Gu0peuno yepexaane (kpeaTHHHHOB wMpsHe = 30-80 ml/min)
($hapMaKOKMHETHKATA HA CHIIIEHa(PWI € OCTaHANA HEMPOMEHEHA CJIEA MPHEM Ha eTHOKPAaTHA
nepopaHa 103a ot 50 mg. Cpenture croiinocts Ha AUC # Conx Ha N-ae3MeTHITHparHHA MeTaOO0NHT Ca
HAPACHAIM CHOTBETHO C A0 126% u 110 73% B CpaBHEHME CHC CHOTBETHH 0 BE3pAcT A0GpoBONILHE Oe3
61n0peano yepexaane. [Topaau BHCOKHTE HHAHBHIYAIHH BApHALHM, ofade, Te3H pavIHKH He ca G
CTATHCTHYECKH 3HAYHMH. [IpH n00poBOIIH ¢ TEXKKO YBpexKAaHE Ha 6n0peunarta QyHKIMA
(kpeaTHHHHOB KIHpBHC <30 ml/min) KIMPEHCHT Ha CHACHa(HI ¢ O HaMalieH, KOeTO € Iopeno 1o
cpenHo HapacTeaHe Ha AUC M Crax cbe ¢boTBeTHO 100% H 88% B cCpaBHEHHE CBC CHOTBETHH IO
BB3pacT noSpopomm Oe3 6u6peuno yepexaane. Ocsen ToBa crofinocTuTe Ha AUC ¥ Cmax Ha N-
Je3METHIMPaHHA META0OHT Ca HAPACHAIM 3HATHMO, CHOTBETHO ¢ 200% 1 79%.

Yeprioopobna nedocmamvyrocm

ITpu no6poBoONIH ¢ Jleka 10 YMEepeHa CTelieH Ha YepHoapoOHa umposa (A U B no Chilg4 usir
KIAPBHCET Ha CHZIeHadHn ¢ OHl HAMAICH, KOETO € JOBEJIO R0 HapacTpane Ha AU( (f‘ 149%)
Cmax (¢ 47%) B CpaBHEHHE CBC CHOTBETHH 110 BB3pacT JoOpoBosLM 6e3 uepHoxpod i H“
OapMaxOKHHETHKATA Ha CHIACHA(HT 1TPH NALHEHTH ¢ TEXKO HapyLICHa YCPROAPPO ? ‘.'."#

TIpOY“ieHa. 2\
W



5.3 IlpeaknraHENYHH JAHHEH 32 GezonacHoCcT

HexnunuaranTe JaHHM He NOKA3BaT 0cobeH pHCK 3a XopaTa Ha 6a3a HA KOHBEHITHOHATHHTE
papMakoSOrHYHA MpoyusaHus 3a 6e30MacHOCT, MPOYYBAHHSA 38 TOKCHYHOCT NPH MHOTOKPATHO
NPANOKEHUE, NeHOTOKCHIHOCT, KAPLMHOTeHEeH MOTEHIMAN M PENPOAYKTHBHA TOKCHYHOCT H
TOKCHYHOCT 33 pa3sBHTHETO.

6. PAPMAIIEBTHYHHA JAHHH
6.1 ChnEchbk Ha DOMOIHEHTE BEMECTBA

TTonakpwnmiH Kanui

besBoaecH KONOMACH CHIIMLMEB AHOKCH]
JlakT03a MOHOXHIPAT

INorxaon K-30

Acmapram (E 951)

Kpockapmernosa HaTpHi

MeHTOB apoMaT, ChABPAKALL MATTOACKCTPHH, MoandunHpaHo HuecTe (B 1450) 1 MeHTOBO Macio
Marnesues creapar

KasndeB xuapokcH (3a perymapaHe Ha pH) nmm
Conna kucenuHa (3a peryampane Ha pH)

6.2 HecbBMecTEMOCTE

Herrpunoxmumo

6.3 Cpok ma rogaocT

3 ropuuu

6.4 Coensajnas yCI0OBHSE HR ChXpPapeHHe

Tosn nexapcTaeH MPOAYKT HE M3MCKBA CTISHMANIHMA YCIOBHA Ha CHXpaHEHKE; fa e ChXpaHiBa B
OpPHTHHAJTHATA ONMAKOBKA, 33 [ia C€ Mpe/ifia3H OT CBETIHHA.

6.5 IanuH 32 ODAKOBKATA

[Tpospaunu Gnucrepn ot PVC/PCTEFE/anmymmmmii.

OnaxoBxu OT:

2 1 4 TabneTky 38 AHBYCHE

He BcHUKH BHAOBE ONAKOBKH MOTaT 1a ObJaT ITyCHATH HA Iasapa.

66 Chnenuanad NpeaNasil MEPKR NPHE HIXBLPASHE
HeH3non3BaHHAT JIEKAPCTBEH MPOAYKT HWIH OTTIAXLYHHTE MATCPHANH OT HEro Tpabea 1a ce #3XBBpIAT
B CHOTBETCTBHE ¢ MECTHUTE H3HCKBAHHA.

7. TIPHATEXATEJ] HA PASPENNIEHHETO 3A YIIOTPEBA
Zaklady Farmaceutyczne POLPHARMA S.A.

ul. Pelplinska 19

83-200 Starogard Gdanski
IMomma




8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

9., JIATA HA IThPBO PASPEIIABAHE/NMOJHOBABAHE HA PASPEINIEHHETO 3A
YIIOTPEBA

Hara Ha mepBO paspelnaBase:

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA




