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vTom IEKAPCTBEH TIPOAYKT MOAMNECKH HA JOTIBIHUTEIHO HaOmoAeHHe. Toga liie no3Bou
OBP30TO YCTAHOBABAHE HA HOBA MHQOPMALINA OTHOCHO O€30MacHOCTTa. OT MEAMLIMHCKHTE
CMEeLHATHCTH ¢e W3HCKBA J1a ChoOLABAT BCAKA NOAO3MPAHA HEXKENaHa peaklidd. 3a HaYMHa
Ha ¢hOOIABAHE HA HEXEJIaHH peaKLUH BIKTE ToYka 4.8.

1. HUME HA JIEKAPCTBEHMA IIPOAYKT

Cenexcon 100 mg TabneTku ,;;ZJ /72 / < Jf
Selexol 100 mg tablets 3 903) ~ 91 05 W

2. KAYECTBEH A KOJIMYECTBEH ChCTAB

Beska Tabnetka cpabpika 100 mg yunocrtason (cilostazol).
3a MbIHHA CMHCBK HA MOMOIIHHATE BEUIECTBA BHKTE TOUYKA 6.1,

3. JEKAPCTBEHA ®OPMA
Tabnertka.

Benu, no noutu 6emM KPbIVIK, TUNIOCKH TableTkH, ¢ AMaMeTsp 8§ mm M ¢ BAIEOHATO
penedro odoznauenue ,,100” ot ennara cTpaHa.

4, KJIMHWYHH JIAHHH

4.1 TepaneBTHYHH HOKAIAHHA

CeAekeon € NoKa3aH 3a nofodpapate Ha MakcuManHoTo ¥ 6eabone3neHo pa3cTosHKME TIPH
X0JIEHE TIPH NALMEHTH ¢ HHTEPMHTEHTHO KJlayHKaldo, KouTo ca 6e3 6oska B MOKOH v 0¢3
IOKA3aTENCTBA 3a HeKpo3a Ha nepudepurTe ThKaHK (1 craanii nepudepHa aprepuania
oonect o DoHTEH).

Cenekcon € nmpeHasHaveH 2a yrnoTpeda Kato CpeACcTBO 3a JICHCHHE OT BTOPA JIMHHA Ha
[ANMEHTH, TPU KOUTO NMPOMCHUTE B HAUHHA HA JKUABOT ( BKIIOUMTEIHO CTIpane na
TIOTIOHOMYIIEHETO H KOHTPOJIMPAHH MPOTPaMH 3a (U3HHUECKU YNPaKHEHHS) ¥ APYTH
MOIXOALM HHTEPBEHIMH HE Ca IOBEIH A0 AOCTATHUHO MO00pABAHE HA CHMIITOMUTE HA
HHTEPMHTEHTHO KllayAHKaIlHO.

4.2 H0o3MpOBKA H HAYNH HA NPHAGKEHUE

Ho3HnpoBRka

[IpenopbunTenHara ao3a ounocrason € 100 mg xea neTi AHeBHO. Cenekcon TpsadBa na ce
npuema 30 MUHYTH NpeAH 3aKycka H Bedepd. JloKasaHo €, ue MpHeMaHETO Ha LIKN0CTa30/ ¢
XpPaHa YBENUHABA MAKCUMANHUTE MAA3MEHH KOHUEHTpaumu (Cmax) Ha LUi0CTa3ol, KOeTo
MOKE /12 CC CRBPIKE ¢ YBEIMYAaBaHE Ha YCCTOTATa Ha HEKEMAHUTE PEaKLHHU. P
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MHTEPMUTEHTHO KiayaHKALMO (BX. ChILO ToYka 4.4). R
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HauyuH Ha OpUIoXKEeHHE

Jlexapar TpadBa na NpeoucHH ChCTOAHKETO Ha NMaUMCHTa Cel 3 Mecelia JIeHeHHe ¢ Ornel
npekparsBaHe MPHIOKEHHETO Ha IHIOCTA30J1, KOraTo ¢€ HablloaaBa HEJOCTAThYEH eekT
MM JIMTICA Ha NMTOAOOPEHHUE MO OTHOLIEHHE HA CHMIITOMHUTE.

[TauyienTHTe, MONYYaBALIH LIKJIOCTA30, TPAOBA A2 MPOARIDKAT ¢ IPOMEHHTE B HAYHHA CH
Ha KUBOT (CIMpane Ha T TIOHOMYIEHETO ¥ PHBHUSCKH YNIPazKHEeHNA) U
(hapMaKOMOrHuHHUTE HHTEPREHUMH (JlIeueHHE 3a MOHWXKABAHE HA JIUTIH/IHTE H
aHTHTPOMOOTHYHA Tepanus ) ¢ [leJ HAaMallABaHe Ha ChbpACYHO-CBAOBH CHOMTHS.
[lunoctazon He 3amecTBa edeKTa OT TE3U MEPKH.

HamangsaHe Ha mozata Ha 50 mg ABa 'bTH KHEBHO Ce MPENOPLYBaA IPU NALKMEHTHTE,
npueMallid JICKapCTBa, KOMTO ca CHIIHH HHXHOUTOpU Ha CYP3 A4, HanpuMep HAKOH
MAKpOIHAH, a30/IHH NPOTHBOTBOWYHH CPEACTRA, NPOTCA3HU UHXHOWTOPH HITH AEKapCTBeHH
MPOAYKTH, KOUTO ca cliHH uHxuOHuTopr Ha CYP2C19, HanpuMep oMenpasos (Bx. TOUKH
4.4 u 4.5).

Crienpanyy nonynanvin
Cmapuecka év3pacm
Hsama cneuManHy U3NCKBAHHUA 3a JO3UPOBKATA IIPH MALHEHTH B CTapucCKa Bb3pacT.

[Tayuenmu ¢ 6vOpeyno yapecoane

He e HeoOXx0auMO KOpUIHpaHe Ha JO34Ta TPH TIAIMEHTH C KPEaTUHHHOB KIWPBHC > 25
ml/min. {unocTasoin ¢ MpOTHBOMOKA3aH MPHU NAlMEHTH C KPEATHHHHOB KIHPBHC OT < 25
ml/min.

Yepuoopobdro yapecoane

He e HeoGx0MMO KOpHIHpaHe Ha 103aTa [PH MALMEHTH ¢ JIEKO YepHOAPOOHO yBpexaaHe.
Hsma naHHM IpH NALASHTH ¢ YMEPEHO WIH TE&XKO YepHOApoOHO yRpeXaaHe, TbH kaTo
IMIOCTA30)1 & MeTabOMN3UPa €KCTEHIUBHO YPe3 YepHOAPOOHU €H3HMH, TOH €
MPOTHBONOKA3AH NIPH NALHEHTH C YMEPESHO WK TEXKKO YE€PHOAPOOHO YBPEXKAaHe.

[Ieduampuuna nonyiayus
BezomnacHocTTa M ¢(pMKACHOCTTA NPH AELiA HE ca YCTaHOBEHHU,

4.3 [HpotuBonokazanus
o CBPBXYYBCTBUTEAHOCT KBM AKTHBHOTO BEIICCTBO HITH KBM HAKOC OT  MOMOIIHHUTE

BEI[SCTBA, H30POEHH B TouKa 6. 1

Texkko OL6peuHo YBpEXKAaHe: KPEATHHHHOB KIHPBHE oT < 25 ml/min

VMEPEHO HAH TEKKO YEPHOAPOOHO YBPEKAAHE

3acTOiHA ChpAcuHa HEAOCTATBYHOCT

Bpemennoct

[TaumeHTH ¢ U3BECTHA MTPEAPAINONIOKEHOCT KbM KbpPBEHE (HaIpHMEp aKTHBHA

MenTHYHA A3Ba, CKOPOLLEH (B pAMKHUTE Ha LIECT MECEL@a) XeMOParH4eH HHCYIIT,

NposiH(epaTHBHa AMabeTHa peTHHONATHA, HEAOCTATHYHO 00PE KOHTPOIHpaHa

XUNECPTOHHA) e

e [lamMeHTH ¢ aHaMHE3a 3a KAMEPHA TAXHKAP/IUA, KAMEPHO MBKACHE WIH 7 L,f P
MYATUGOKAIHA KAMEPHA €KTOMUA, HE3ABUCHMO JTANTH € aIeKBATHO TpeTHpaHa i-mu ------- :«*-\

He, KaKTO W Np naiueHTH ¢ yapbkaeane Ha (YTc untepsana e



e [lanmeHTH ¢ aHaMHE3a 3a TeKKa TaxXuapuTMus

o [TanueHTH, MpUEMALIM CHLIBTCTRALLO IEHCHHE C ABE WIH [MOBEYE NOIIBAHUTCIHU
AHTHTPOMOOTHYHH CPEACTRA MAH AHTHKOAryMaHTH (HAIIP. aleTHACATHLHIOBA
KMCENTUHA, KIONUI0rpen, Xenapus, sapdaput, aueHokyMapon, aaduraTpa,
pHBapokcafaH WKW artMkcadaH)

¢ [lamueHTH ¢ HecTabUIHA CTEHOKAPAHSA, HH(PAPKT HA MHOKAapaa B pAMKHTE Ha
MOC/NEAHHUTE 6 Mecella HIIM KOPOHAPHA HHTEPBEHUMA Npe3 MocneAHNTE 6 Mecena.

4.4 CoenHalng NpeqynpexacHus H UpeANaZHA MePKH NpH ynorpeda

Tpabea BHUMATEMHO 12 C€ NPELIEHA JOKOJIKO € YMCCTHO JICHCHHETO ¢ LIUNOCTA30M, KAKTO U
1a Ce B3eMaT NpeABU/l IPYTH TepareBTHYHH BE3MOXXHOCTH, HAMPHMEp peBacKy/lapH3alHA.

B13 OCHOBA HA MeXaHH3Ma CH Ha JCHCTRHE, LIMIOCTA301 MOXE 1a HHAYLIMPA TaXHKapaHd,
NAJIHTALHS, TAXHAaPHTMHA H/HIH XHIOTOHUA. [loBHIIaBaHETO HA ChpASUHATA YECTOTA,
ACOLMHPAHO C LIWIOCTA30, € OKOJIO 5 Ao 7 yaapa/MHUHYTA, KaTO pH PUCKOBH MNaLMCHTH
TOBA MOXKE Ja JOBeAE JI0 CTEHOKAapAHAL.

[TalieHTHTe, KOMTO MOXKE [1a ¢4 ¢ MOBUIUEH PHUCK OT Bb3HUKBaHE HAa CEPHO3HHU CHLPACYHH
HeXkKeMaHH CHOUTUA B Pe3yNTaT Ha MOBHILIEHATA ChpAEYHA YECTOTA, HANPHMEDP NalHEeHTU
¢hC cTaOMIIHO KOpoHApHO 3a00saBaHe, TPAOBA /1a ce NpoC/IeAdBAT BHUMATCIHO MO BPEME Ha
NEUEHUETO ¢ LUWIOCTA30M, 4 NMPUIOKEHHETO Ha LMNOCTa30 MpH MalUMeHTH ¢ HecTaOHITHa
CTEHOKApAHA MM MHPapKT HAa MUOKapLa/KOpPOHApHA HHTEPBSHLHA Mpe3 MOCACAHUTE 6
MeceLla, WM aHAMHE3A 3a TEKKHE TAXMAPHTMHH € [MPOTHBOMOKa3aHa { BUKTE TO4YKa 4.3).

HeobxoauMo € MoBHIIEHO BHHMAHHE MMPH MPCANUCBAHE HA IMJIOCTA30/d NMPH NAHEHTH ¢
NpeACHPIAHA HITH KAMEPHA €KTOMUS U MaLUEHTH ¢ NPEAChPAHO MBKIACHE HIH TPEITEHE.

[TaiimenTuTte TpaOBa Ja ObAAT NpeaynpeAeHH 1a choO1IABAT 34 BCHUKH €MH30H Ha
KbPBEHE WIH JiecHO 00pasyBaHe Ha KpbBOHACAAaHHsA MO BpeME Ha jieueHHeTo. B ciryyal Ha
KBPBEHE B PETHHATA, ICUSHHETO ¢ LunocTason Tpabsa ga 6bae cnpado. Bukre ToukH 4.3 1
4.5 3a noNbJAHHTETHA HHPOPMALHA OTHOCHO PUCKOBETE OT KBPREHE.,

[Topaau uuxubupanma edexT Ha NOCTA301 BbPXY TPOMOOLIMTHATA arperaus ¢
BBL3MOKHO HAGIFOaBate Ha MOBHIIEH PHUCK OT KbpPBEHE B KOMOHHALMA C XHPYPIrHYHH
omepalrM (BKHOYUTETHO fleKM HHBA3WBHH HHTEPBEHLIMM, KATO eKCTPaKIKA Ha 350). AKO Ha
natHeHTa TpAGBA Ja C€ N3BBPUIM IUIAHOBA OflePalMa U aHTUTPOMOOTHUYHHAT €EKT He €
HeOOXOAUM, MPHIIOKEHHETO Ha [TANOCTA30N TPAOBA J1a ce Cpe 5 AHH NMpeay onepaluaTa.

Crofinaea ce 3a peJik UIN MHOCO PEAKA CyYanl Ha XEMATONOTUYHU HApYLISHHA,
BKJTIOUHTENTHO TPOMOOLIUTONEHH, JICBKOMEHHA, arpaHy/IoldTO3a, NAHLHUTONCHHA U
anfractuyHa aHeMmus (Bx. Touka 4.8). [loBeveTo nauueHTH ¢€ BL3CTAHORABAT MPH CITHpaHE
[IPHEMA HA LWI0CTa30. B HAKOM ¢c/Tyyan Ha NAHLWTOINCHHA H aniacTHuHa aHeMHA obave ce

HabatoaaBa datanes U3xXoA.

B 0MbAHEHME KBM CHOOIABAHETO RAa SNM30AH HA KbPBEHE B JIECHO 00pa3syBaHe Ha

KpbBOHACAAAHMA, NaLUECHTMTE TpAOBa 1a 6baaT npeaynpeieHH Aa ceo0laBar

CBOEBPEMEHHO 3a BCHYKH APYTH [IPHU3HALIM, KOUTO CBIIC MOXKE [1a NOKa3BaT paHHO BY
Ha KPBbBHA JIHCKPA3HsA, KATO NUPEKCHS U BE3NAJICHHE Ha I'bpnoTo. [ipu no,uospe,}me 3a
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HH(EeKUHa WK APYrH KTMHYMUHYM A0KA3aTeNcTBa 3a KPLBHA AHCKpasud, TpAOBa 1a ce
HAMPABH [THTHA KPBBHA KapTHHA. [IpHIoKeHHETO Ha LIMI0CTA30/ Tpa0Ba Aa ce cnpe
CBOEBpPEMEHHO, aKO HMa KJTHHUYHU WX 1a00paTOpHH JOKA3aTeICTBa 34 XeMAaTO/IOT HYHH
HapyUICHHUA.

JToKkazaHo €, e KOraTo NaLUeHTHTe MPUEeMAT CHIHH HHXUOUTOPH Ha CYP3 A4 unu
CYP2C19, n1a3sMeHHTe HUBA HA LIUJIOCTA30II Ce NOBHLUABAT. B Te3H cilydad ce npenopbusa
103a Ha uunoctazon ot 5S¢ mg nsa MbTH AHEBHO (BHXKTE TOYKA 4.5 34 AOITBJIHUTEIHA
vuHpOpMAaLHs).

[Ipy egHOBPEMEHHO TIPHAOKEHHE Ha LMAMAOCTa30A1 € [APYro CpPeACTBO, MPUTEHKABALLO
MOTEHLIMAN A NOHWKABA KPBBHOTO HaNATaHe, ¢ HEoOX0AHMO MOBHIIEHO BHHMaHHE Opalu

Bb3MOKHOCT OT BB3HUKBAHE Ha aJMTHBEH XMIOTEH3IUBEH €DEKT ¢ peduiekCHa TaxUKapIus.
Buxte ¢bio Touka 4.8.

Heo6x0auMo € MOBHIIIEHO BHUMAaHHE NIPH €THOBPEMEHHOTO MPHITOXKEHHE HA LIMJIOCTA30J1 ©
IPYIH CPeJCTBa, HHXUOUpainu TpoMOoIMTHATA arperauus. Buxre Touka 4.3 u 4.5.

4.5 BzaumoaeiicTBue ¢ APYTH JEKAPCTBEHH MPOAYKTH H APYrd GopMH Ha
B3aHMOAEHCTBHE

HMuxnbutopu Ha TpoMOOLIMTHATA arperauus
Iumocrazon e uHXUOUTOp Ha dochoaunecrepasa I (PDE III) ¢ antuTpoMOoTHYHA

aKTHBHOCT. B KMUHHYHO NMpOYyYBaHE [IPU 3APABH YHACTHUIM LMNIOCTA301, TIpHIaraH B 1032
oT 150 mg ABa ETH AHEBHO B NPOABILBKEHHE HA MET JHH, HE BOAX KO YAbKaBaHE Ha
BPEMETO Ha KbPBEHE.

Aueruncanmumnosa kuceadHa (ACK)

KparkotpaitHoto (< 4 nuu) enHoepeMeHHo npunoxkenne Ha ACK ¢ yunocrason npeanonara
noBHinaBaHe ot 23-25% Ha nHxuGUpaHeTo Ha uHaynHpaHata ot AJID ex vivo
TPoMBOLIMTHA arperaiys B CpaBHEHHE ChC CaMOCTOATENHOTO Npunoxenue Ha ACK.

He ce HaOat0MaBaT SBHHA TCHASCHIIMA KbM [0-ro/IIMa 4eCTOTa Ha BE3HHKBAHE HA
XEMOPAruuHH HEKETAHW PeaKMH PY NALMEHTH, MpHeMallH ytocTaszon u ACK, B
CpaBHEHHE ¢ MALHEHTHTE, NpHeMarili niauebo v exsusaneHTHH a03H ot ACK.

Kiomyaorpen M ApyrH aHTUTpoMGOTHYHY CPENCTRA

EQHOBPEMEHHOTO TIPUAOKEHWE HA [HAOCTA30M U KIOMUAOTPEI HE OKa3Ba BiMAHUE BLPRY
6pos Ha TpomOouuTuTe, npoTpoMOHHOBOTO Bpeme (PT) mnu akTHUBMpaHOTO MapLUANHO
TpoMBonnactuHoso Bpeme (aPTT). BcHukM 3/paBH y4acTHMLM B MpOYYBAaHETO c¢a ¢
VIB/DKEHO BPEME HA KbpPBEHE MpH TIPHEM CaMO Ha KIONHIOrpeNl, a €IHOBPEMEHHOTO
MPHAOKEHHE C LHNOCTA30)l HE OKA3BAa 3HAYHM AOMBJIHHTENCH €(PEKT BBPXY BPEeMETO Ha
kepeeHe, [Ipenopwuea ce oco0eHo BHMMAHHE [PH €IHOBPEMEHHOTO NPHIOKEHHE HA
LHUMAOCTA301 C JIEKApCTBO, KOeTo MHXuOHMpa TpoMmOouutHara arperauusa. Tpsbpa na ce
OOMHUCHH MEPHOJUYHOTO MOHHTOPHPAHE HA BPEMETO HA KBPBCHE, JIeueHHeTO ¢ LM10CTa30xNn
€ MPOTUBOIOKA3aHO TIPH MAIMEHTH, KOHTO MONy4YaBaT [JBE HIM MOBEYE AOMBJIHHTEIHH
AHTUTPOMOOTHYHH CPEACTBA/aHTHKOATYIAaHTH (BIKTE TOuKa 4.3). o
B npoyusaneto CASTLE ce HabmojaBa no-BHCOKA YECTOTa HA KbpPBEHE npH ;-;;J’
e[HOBpeMeHHaTa ynoTpeba Ha konuaorpen, ACK u unnoctason. . S




[TepopanHH aHTHKOArYIAHTU KATO BApdapHH

B KIHMHHYHO NpOYUBAaHE ¢ €IHOKpPATHA 4032 He ce HabmoJapa HHxHOUpaHe Ha mMeTabonu3Ma
Ha BapdapuH win ehekT Bbpxy koaryrauuonHute napametpu (PT, aPTT, Bpeme Ha
KbpBeHe). HezaBUCcUMO OT TORA e NPENopbUBa 0COOCHO BHAMAHHE MPH MalMEHTH,
[10Iy4YABAlH{ LIWIOCTA30 U AHTHKOArYTAlIHOHHO CPEACTBO, a ChILO Taka € HeoOXOAHMO
4eCTO MOHHTOPHPAHE 32 HAMaNABaHE HAa BEPOATHOCTTa OT KbpBeHE. JIeueHHeTo C
LMIOCTA30J1 € MPOTUBOMNOKA3aHO MPH MALUEHTH, KOUTO MOAYYaBaT ABE WK MOBEYE
AOMBJHKMTENHH aHTUTPOMOOTHYHHI CPEACTBA /aAHTUKOAryJIaHTH (BHOKTE TOYKA 4.3 ).

Huxuburopu Ha uuToxpom P450 (CYP) enzuma

[Tunocraszon ce Merabonmusupa ekcreH3uBHO 0T CYP eH3umMH, no-koHkpeTHO 0T CYP3A4 1
CYP2C19 u B no-manka crenen or CYP1A2. Jdexuapo MeTaboMUTBT, HUATO aKTHBHOCT € 4-
7 TBTH MO-BUCOKA OT AKTHBHOCTTA HA LIMJIOCTA30)T NPH HHXUOHpaHe Ha TpOMOOLIMTHATA
arperauus, H3rnexkaa ce oodpasyra ocHoeHO upes CYP3 A4, 4' -TpaHC-XHAPOKCH
METa0ONHTLT, C AKTHBHOCT €HA TeTa OT Ta3U HA [HIIOCTA30N, H3rnexaa ce ofpasysa
riapho upes CYP2C19. CnenoparenHo, JekapcTsara, kouro HHxuOupar CYP3 A4
(HanpuMmep HAKOH MAKpOJIHMAH, a301HHU NPOTHBOIEOMYHU CPEACTBA, MPOTCA3HU
uaxubuTopu) und CYP2C19 (kato snHxuOHTOpH Ha npoToHHATa nomna (PPI), ysenuuapat
ob6rara (papMakONMOrMUHa AKTHBHOCT H MOXKE 712 MPHTEKABAT MOTCHHMAS 3a YCHIIBaHE Ha
HeXenaHuTe peakuuu Ha Hunocrason. [lopaau ToBa npu MalHEHTHTE ¢ €AHOBPEMEHEH
npueM Ha cuau uaxuoutropu Ha CYP3A4 win CYP2C19 npenopbuMTennara A03a € 50 mg
JiBa I'bTH JHEBHO (B3X. Touka 4.2).

[TpunokeHHETO HA LIMIIOCTA30J1 ¢ epHTPOMHULIHH (MHxuOuTop Ha CYP3A4) Boau 1o
ysenruasane Ha AUC Ha umMnocrason ¢sc 72%, npuapyskeHo ot 6% yeenuuenune Ha AUC
Ha pexuapo MetaGonuta u 119% ysennucHue Ha AUC Ha 4' -TpaHC-XMAPOKCH METabOJIHTA.
B3 ocHoBa Ha AUC, ofiiata ¢papMakonoriiHa akTHBHOCT Ha LIMJIOCTA30] C€ YBEIIHYABA ¢
34% nipu eJHOBPEMEHHO TIpHEMaHe ¢ epHTpoMHUMH. Ha 6a3aTa Ha Te3M AaHHM,
MpenopbYUMTEIHATA A03a Ha LHJtocTason € 50 mg nea nbTH ZHECBHO NMPH HATWYHE HA
SPHTPOMHULIMH M MOAOOHH cpeficTBa (HAIIPUMED KIAPHTPOMHLIHH).

EAHOBpEMEHHOTO TIpHAOKeHHe Ha KeToKoHazon (uuxubutop Ha CYP3A4) n unnocrason
poaM 10 117% yeenuueHue Ha AUC Ha L{nnocTas3on, NpHApYkeHo oT 15% HaMaleHHe Ha
AUC na nexuapo merabonura u §7% ysennuenue Ha AUC Ha 4' -TpaHC-XHAPOKCH
meTabonuTta. Ha 6a3ata Ha AUC, obuiarta dapMakolorHyHa akTHBHOCT Ha LIAJIOCTA301 C€
yBeJIH4aBa ¢ 35% IpH e JHOBPEMEHHO MPUIIOIKEHHE ¢ KETOKOHA301. Bb3 0cHOBA Ha Te3H
JAHHH, MPEMOPLUNTENHATA 1032 Ha UUTOCTazon € 50 mg ABa [TbTH AHEBHO NpH HANUYHE Ha
KETOKOHA30JI H NOJAOOHH cpecTBa (HAPUMEDP UTPAKOHA30I).

[TpunokeHUETO HA LMIIOCTA301 AHEBHO ¢ AuaTHAazeM (cnab unxuburop na CYP3A4) ponu
no yeenuuasade Ha AUC Ha numoctason ¢ 44%, npuapyxeHo ot 4% ysenuueHHe Ha AUC
Ha aexuapo Metabonura 4 43% yeennderne Ha AUC Ha 4' -TpaHc-XHAPOKCH METa0o/IMTa.
Ha Gasata na AUC, o61ara ¢hapMaKoNOrHuHa akTHBHOCT Ha [HIOCTA30J1 C¢ YBEIWYaBa C
19% npH e1HOBpEMEHHO NPWIOKEHUE C AH/ITHAa3eM. B3 OCHOBa HA TE3H RaHHH, HE €
HGOﬁKOﬂHMO KDpHFHpﬁHG Ha O034T4a.

[MpunoskenueTo Ha exHuYHA 1032 o1 100 mg unnocrason ¢ 240 ml cok o1 rpenm]}py:r £
uaxuourop Ha CYP3A4 B uepBaTa) HE OKa3Ba 3HAYMM SPEKT BHPXY cbapmaxor&ﬂﬂemwa'ﬁﬁ rr. \
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Ha LHJIOCTa30/1. BB3 OCHOBA HA Te3H JaHHH, HE € HeoOX0IHMO Kopﬂmpaﬂe Haf HOB&T;IW H%’:
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Kuau4HO 3HaYHM €(eKT Ha LIMI0CTAa30J1 BB3MOXKEH MPH MO-TOJIEMH KOJIHYECTBA COK OT
rpeindpyT.

[punoxeHHeTo Ha LKI0CcTa3oN ¢ oMenpason (muxuburop Ha CYP2C19) ysenuuasa AUC
Ha LIAIOCTA300 ¢ 22%, npuapyxeHo oT 68% yeeanuenne va AUC Ha aexuapo MeTabonnTa
1 Hamasenue ot 36% na AUC Ha 4' -TpaHc-xuapokcH Metabonuta. Ha 6azara na AUC,
obwara papMaKkoIoriyHa aKTHBHOCT e YRenuuasa ¢ 47% rpH eHOBPEMEHHO MPHIOKCHHE
¢ oMenpaszon. Bu3 ocHOBA Ha Te3H JaHHH, [PENIOPHYHTEIHATA J03a Ha LMaocTa3on € X0 mg
JBa [THTH JAHEBHO MPU HAMHYME HA OMETIPa3o.

CybcTpar Ha uuToxpoM P450 enzuma

HokazaHo, 4e uunoctazon yeenuuasa AUC Ha noactaTHH (UyBCTBHTENEH CYOCTpar 3a
CYP3A4) u Herosarta Geta xuapoxcu kucenuna ¢se 70%. Heobxoaumo € ocobero
BHHMAHHE NP €JHOBPEMEHHO NPHIOKEHHE HA LMMOCTAa30N Che cyOcTpatu Ha CYP3A4 ¢
TeceH TEPANEBTHYEH HHACKC (HampuMep Uu3anpua, Xano@gaHTPHH, THMO3H, MPOH3BOAHH
Ha MopaBoTo porue). [Ipenoprupa c€ 0COOEHO BHUMAHUE [IPH €/IHOBPEMEHHOTO
NPHIIOKEHHE CbC CTATHHU, MeTabonuzupadu upes CYP3 A4, HanmpuMep CHMBACTaTHH,
aTOPBACTATHH W JIOBACTATHH.

UHaykTopy Ha nuroxpom P450 ensuma

E¢extit Ha uaaykropute Ha CYP3A4 u CYP2C19 (kato kapbamasenuH, GpeHUTOMH,
pa(QaMITHIHH H KbAT KAHTapHOH) BBPXY PapMaKOKHHETHKATA Ha LMJI0CTA30)1 HE € OLICHEH.
TeopeTHHHO, aHTHTPOMOOTHUHHAT eekT MOxe Oble NPOMEHEH U TOH TpAOBa BHUMATETHO
14 Ce MpocneasBa NpH €IHOBPEMEHHOTC NPHAOKEHUE Ha LKJIOCTA30/1 ¢ HHAYKTOPH HA
CYP3A4 u CYP2CI9.

[Tpy KI¥HHYHA NPOYUBAHUA TIOTIOHONYIIEHeTO (KoeTo HHAYLHpa CYP1A2) namandgea
MIA3MEHHTE KOHUEHTPALHH Ha munoctason ¢ 18%.

Jpyru moTeHIHAAHH B3aUMOIEACTBUA

HeobxoauMo € MOBUINEHO BHUMaHHe MPH €JHOBPEMEHHO NMPHITOKEHHE Ha LHI0CTAa301 €
APYry CPeACTBA, KOWTO MMAT MIOTEHLKAN Aa NMOMIDKaBaT KPpBHOTO HansraHe, nopaax
BBE3MOXKHOCTTA OT Bb3HUKBAHE HA AJIMTHBEH XMITOTEH3UBEH €(EKT C pe(hIeKTOpHA

TaXHKapaHi.

4.6 DepTHIHTET, (pEeMEHHOCT H KbpMeEHE

bpeMeHROCT

HsaMa A0cTaThuHO AaHHH OTHOCHO ynoTpebarta Ha Cenekcon NpH OpeMeHHU JKEeHH.
ITpoyupaHHATa [IPH JKUBOTHM IIOKA3BAT PeNPOAYKTHBHA TOKCHYHOCT (BXK. TOYKa 5.3).
[loTeHUMaNHHAT pUCK NpH XopaTa He e u3BecTeH. Cenekcon He TpabBa Aa ce npunara 1o
BpeMe Ha OpeMeHHOCT {Bxk. Touka 4.3).

KbpMeHe

B npoyu4BaHuA NPH KHBOTHH Ce chOOIIaBa 3a ekckpelusd Ha Cenekcon B kbpmata. He €
M3BECTHO HAIH LITOCTA30I1 Ce eKCKPeTHpa B KhpMata npu xopa. Ilopaan noTeHuHaIHATE
BpeaHH e(PEeKTH BBPXY HOBOPOAEHOTO ACTE, KbPMEHO OT JIEKyBaHa MaHKa, anHO}KeHHeTo
Ha CeNnekcoll HE ¢e NPENOPLYBA B NEPHOJA HA KbPMEHE. R

DepTHanTeT SN e TN

[{unoctaszon o6paTiMo Hapyimaea (PEPTHIHTETA IIPH JKEHCKH MHILKH, HO: He H npvr IIP}’T i3 ‘\
KUBOTMHCKH BHAOBE (BXK. Touka 5.3). KnMHHYHATA 3HAUUMOCT € Heﬂ?,BecTHa. BT T



4.7 EdexTu Bupxy cnocobHocTTa 32 ModgHpane u padoTa ¢ MAMWHH

Cenekcon Mox3e 1a NpeAH3BUKA 3aMasHOCT W NALMEHTHTE TpAdBa na OwvAaT npeaynpeaeHH
Aa oOpblIAT BHUMaHUE, TIpean Ja wodupaT Wi paboTAT ¢ MALLIMHH.

4.8 Hexenanu JjekapcTBeHH peakmuH

Haii-uecto croblapaHuTe HEXKENMAHH JICKAPCTBEHH peakiiii TPy KIMHHYHH [IPOYYBaHKA ca
rinasodonue (> 30%), aHapus U aGHOPMHU H3npakHeHKMA (py > 15% 3a BCdka ot
peakupute). Teau peakuHd 0OHKHOBEHO Ca JIEKH 10 YMEPEHH U NMOHAKOra ¢e odJ/ieKuaBar
Ype3 HAMa/lABaHE Ha A03ara.

HexxenaHute nekapcTBEHH peaki, chboOlIEeHH NPH KJIHHHYHHM [pOy4YBaHHA H B IMepHOAa
cllen nyckaHe Ha NPOAYKTA HA nasapa , ¢a BKJIIOUCHH B TabiMnaTa no-goiy.

YecToTHUTE CHOTBETCTBAT HA:
Muoro uectn ( = 1/10)

Yectn (= 1/100 no <1/10)
Heuectu ( = 1/1 000 o <1/100)
Penaxu (= 1/10 000 no <1/1 000)

Muoro peaxu (<1/10 000); ¢ HeusBecTHa YecToTa (OT HANWYHUTE JAHHH HE MOXE Aa Obae
HarnpaBeHa OLeHKa),

YecToTaTa Ha peaxiluTe, HabmogaBaHH Npe3 MepHoda Clie]l MycKaHe Ha TIpOJXyKTa Ha
nasapa, €€ CUHTAT 34 HEW3BECTHH (OT HANTMYHHUTE JaHHH HE Mo)Ke Aa Ob/le HampapBeHa

OLICHKA).

Hapywenus na xpvema u | Uectu Exxumosa
Aumgbnama cucmema Hetectu AHEeMUS
Penxu Y AbIKEHO BpEME Ha KBPBEHE,
TpOMOOLIMTEMHS
C HensBecTHA [lpenpaznonoKeHOCT KbM
4yeCToTa KbpBEHE, TPOMOOHHTOIIEHHH,
rpaHyRAOLUTONECHHUA,

arpaHynouuTo3a, JICBKONCHHA,
MAaHOUTOIMCHWA, allJTaCTHYHAa

aHeMus
Hapywenus na umynnama Heuectu AJnepruyHa peakius
CUCTEMA
Hapywenun na memaborusma | HecTH Orok (nepudepeH, Ha JTHLETO),
U XPAHEHEMO AHOPEKCHSA

HevecTH

XunepriaxkeMus, 3axapeH quadeT
IHcuxuunu RApYueHa HeuecTH TpeBO)}(HOCT bl Pa el 3 ;ﬁ
Hapywienun na nepsnama MHoOro 4ecTu S % RN
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cucmema

YecTH

3aMasgHOCT

HeuecTH

be3scpHAEe, HeoOHYalHH CHEHHILA

C HeM3BEeCTHA

Ilapesa, xMnooecTe3ud

4ecToTa
Hapywenua na ouume C HeH3BecTHa | KOHIOHKTHBUT
4eCTOTA
Hapywenwi na yxomo u C HeusBecTHA TraUTYC
aabupuxma 4eCcTOTa
Copoevru HapyueHus Yectu [Tannurawusa, TaxuKapau,
CTEHOKapAHA,
APUTMHSA, KaMCPHH
eKCTPAcHCTONH
HeuecTH HudapkT Ha MHOKap/a,
[PEACHPAHO
MBIACHE, 3aCTOHHA CHPASHHA
HEIOCTATHYHOCT, HaJIKaMepHa
TaxHKap/us.
KaMepHA TAXHKAPAUS, CHHKON
Cvao8u napyueHus HeuectTH KpbBOU3UR B OUMTE,

EMUCTAKCHC, CTOMALIHO-YPEBEH
KPbBOM3JIHB, HEAOKATH3HPaH
KPBBOM3JIHB, OPTOCTATHYHA
XMITOTOHHA

C HeM3BeCcTHA

['opeluy BBIHH, XHIIEPTOHUA,

4ecToTa XHIMOTOHHA,
MO3BYEH KPBROH3UB,
OenoapobeH
KPbBOU3JIUB, MYCKYJIEH
KPBbBOM3JIHB,
KPBBOHR/IMB B AUXATEIIHUTE
NBTHILA,
MNOAKOXKEH KPBBOH3IIHB
Pecnupamopnu, 2pvonu u Yectu PunuUT, papUHruT
MeQUACHITUHATHU HAPYULeHUA HeuecTH JIucnHen, MHeBMOHHA, KAILUTHLA
C HenspeCTHa HuTepcTHinaHa MTHEBMOHHSA
YeCTOTA

CmomMaueno-4ypesnu

MHuoro uecTH

Huapusa, HeoOH4alHH

HApYUIeHUs! M3NPAKHEHUS
YectH
I'aneHe W NOBpBLIAHE, JUCIICIICHS,
dnarynenums, 60jika B KOpema
| ~& '{;3"& -
Heuectu TCacTpuT e \\
Xenamoburuaprnu napywenus | HedecTu Xenarur, Hapzmeﬂa \i a
R



4epHOAPOOHA (YHKLHS, HKTEp

Hapywenun na xoocama u Hectu O6puB, cepbex

ROOKOJNCHAMQ MBKAH Heuectn Ex3eMa, u3pHBaHE HA KOXKATA,
CHHApOM Ha CTHRBHC-[KOHCBHH,
TOKCHYHA eMHACPMAanHa
HEKPONW3a, YpTRKapus

Hapywenus na Heuectu Muanrus
MYCKYARO-CKERCMHAMA
CUCTREMA U CHEQURUMEHAINA

MBKAH
Hapyuwenua na dvopeyume u Penaxu bsOpeuHa HeJOCTATBEUYHOCT,
RUKOMHUME NbINUWYA O6B0peYHO YBpEXKIAHE
HeuectH XeMaTypHs, MOJaKHY P
Obwgu napyutenus u egrexmu Yectu Bonka B repba, acteHus
Ha MACMOmMO Ha npuiodicenue | HeuecTH CTyZenu TpBIKH, OTIAaAHATOCT
C HeM3BecTHA [Tupekcus, Honxa
YJeCToTa
Hzcneosanun C HeusBecTHa ITorMIIEHK HYBA HA MHKOYHA
4ecTOTa KHCe/IMHA, MOBUIIEHH HHBA Ha

YPEA B KPBBTA, IMTOBUIIICHH HHUBA
Ha KpCaTUHHWH B KPBBTA

HabnronaBa ce MOBHILABAHE Ha YECTOTATA HA MAIMHTAIHUTE H NIEPUPEPHHAT OTOK TIPH
KOMOWHHpAHE HA LIMIOCTA30]1 ¢ APYTH BA3OAMIATATOPH, KOHTO MPEU3BHKBAT pediekcHa
TaXMKAPAMA, HAIP. TUXUAPONTUPHIMHOBH OIOKEpH Ha KAILIHEBYS KaHA.

EaudcTReHaTa HeXKellaHa JIeKapcTREHA peakLiMs, BOACIIA 10 MPeKpaTABaHEe HA JICUCHHUETO
nipH 3% OT MALMEHTHTE, JEKYBAHH C LHIIOCTA30i1, € rasodonie. /JIpyrure 4ecTH pHiuHA
3a MpeKpaTABaHe Ha JIEUSHUETO BKIOUBAT NAANUMTaUUA M AHapud (M aAsete mpH 1,1%).

Lsnocrazon caMm no cede cd MoXke Aa YBeIHUM puUcka OT KbpBeHe M TO3H PHCK MOXKE 12

OBbAe MOBULUEH OT €JHOBPEMEHHOTO TTPUAMKEHHE ¢ IPYTH CPEJICTBA ¢ TaAKbB IIOTEHLHAL.
PHCKET OT BLTPEOYHO KbPBEHE MOXKE /1A € TIO-BHUCOK IMPH MalMeHTH ¢ AHaber.

[pu natmenTty najx 70-roauiirHa Bp3pacT ce HabmMoaapa NOBHIIABAHE HA YSCTOTATA Ha
AHapud H HaJINUHTAUHH.

Crof1naraHe Ha 0JJO3UPAHU HEXENaHH PEAKIIMH
Cro6maBaHeTo Ha MOJO3HPAHH HEXeNaHU peakUHHU cllefl paspelaBaHe 3a ynoTpeba Ha
NeKApPCTBEHHMS TIPOAYKT € BaxkHO. ToBa MO3BONABA 14 NPOMABIUKH HAOMIOJEHHETO Ha

CHOTHOILUIEHHETO [10/13a/PUCK 32 IeKapcTBEHUS NPOAYKT. OT MEJUIHHCKHTE CHIELIMATUCTH CE

M3UCKBA a ChoOUIABAT BCAKA MOA03MpaHa HEXKeNTaHa peaKUMs Ypes:

WsnbnHMTennaTa areHuus no nexapersara, yn. . Jdamsan I'pyes" Ne 8, 1303 Codnus, ren.:
+35928903417, yebcaiit: www.bda.bg Y
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4.9 Ilpeno3upane

HudopManuaTa OTHOCHO OCTPO Mpefo3upane NpH Xopa ¢ orpanndueHa. Moxe a c¢ ouaKpa Npu3HauTe u
CHMMTOMUTE Ad ¢4 TEXKKO MIaBoOoNINe, AHapus, TAXHKApAUA U BEPOATHO CbpASHHH apUTMHUH.

[MauuenTnTe TpAGBA Aa ce HABMIOAABAT H Aa C€ NpHUjara noAakpxalo neveHue. CtoMaxsT Tpadsa 1a ce
H3TPA3HU upe3 NPeAU3BUKBAHE HA MOBPBINAHE WIH CTOMALIEH JIABAXK, aKO € HE0OXOAHMO.

3. OAPMAKOJOTHYHU CBOHCTBA

5.1 <®apMaKkoAHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: AHTUTPOMOOTHYHH CpecTBa, HHXHOUTOPH Ha arperanusara
TpoMmboLuTHTE, ¢ U3KMoHeHne Ha Xenapud. ATC kon: BOTAC23.

MexaHHu?bM HaA OEHCTBHE

JTaHHHTE, NONYYEHH OT JieBeT INalebo-KOHTPOAHPpaHU NpoyyBaHua (Tpu kouto | 634 nanueHTy ca
MPHEMATH LAIOCTA30), NOKA3BaT, Ye IUI0CTa301 NoAo6papa Bb3MOKHOCTTA 32 QPUIHYECKH YIIPaXKHEHH]
CIIOPE] OLIEHEHUTE IPOMEHH B AGCOMIOTHOTO KNayAukanHoHHO pascTodHue (AKP unH MakcimManHo
pa3CcTOsAHHE NpU XoaeHe) U [TbpBoHaYaIHOTO Knayaukanionno pasctoanue ([IKP unun pascrosHue Ha
x07ieHe Oe3 6oNKa) IpH TeCTBAHE HA [IbTeKa 3a 6arane. Cnes 24-ceamuyHo neueHue ¢ uuaocrason 100 mg
JBa IbTH JAHEBHO YBEIMYEeHHeTO Ha cpesiHoTo AKP Bapupa ot 60,4 no 129,1 metpa, nokaro
yBennyennero Ha cpesHoto [TKP e mexay 47,3 n 93,6 meTpa.

MeTta-aHanu3eT, Oa3UpaH Ha KOPUIMPAHHTE CPEAHH PA3JIHKH B ACBCTTE IPOYYBaHHS, I0COYBA, 'eE €
HaJMLUe 3HauYuMo abcotfoTHO 0010 nogobpenne 0T 42 m HA MAKCHMAJTHOTO Pa3CTOAHUE NPU XOAEHE
(AKP) B cpaBHeHHe ¢ H3XOAHHTE CTOMHOCTH 3a muiocrazon 100 mg 1Ba mbTH AHEBHO CIPAMO
noflobpeHueTo, HabnoAaBaHo NpH ianebo, ToBa CHOTBETCTBA HA OTHOCHTENHO roaodpense ot 100%
cipaMo nnanebo, Tosu edexT U3rIeKa Mo-HUCHK NpH AHA0eTHIIH, B CPABHEHHE ¢ HE NHAOETHLIH.

dapMakoHHAMHYHYU e(eKTH

Mpoy4YRaHHATA MPH KUBOTHH NMOKA3BAT, 4€ LMIOCTA301 HMa Ba3oAMNaTHpaLM ePEKTH U TOBA € J0KA3aHO
B MaJIK{ IIPOYUYBAHKA IIPH XOPa, B KOUTO MOTOKBT Ha KPBB B 00JACTTA HA INie3eHa € H3MepeH Ypes
nneTusMorpadus ¢ wimeprare Ha Hanparadero. Liunocrason ¢pino Taka nHxHOUpa nposudepaluiTa Ha
PRAAKHTE MYCKYJIHHE KIETKH NPH NBXOBE ¥ YOBSUIKUTE TIaJiK¥ MYCKYJIHH KNETKM ih Vifro, a OCBEH TOBA
MHXHOApa peakl¥aATa Ha ocBob00KAaBaHe Ha TPOMOOLUTH OT NOMYHEHH OT TPOMOOLHTH PAaCcTeXCH
daxtop 1 TpomMOomTHHS (paxTop 4 (PF 4) npy 4oBeIIKH TPOMOOUHTH.

KanHuuHa epukacHOCT M 6€30MaCHOCT

[TpoydBaHHATA NPH XOPA U KUBOTHH (in vivo ¥ €x Vivo) noKassar, 4e HUN0CTa30 PEAU3BUKBA 0OPATHMO
HHXHOUpaHe Ha TPOMOOLMTHATA arperauus. HHXHOMpaHeTo e ePUKaCHO Cpelily MHOXKECTBO arperaHT
(BKITIOUHTENHO XEMOJMHAMHUYEH CTPEC, apaxuAOHOBA KUCENHHA, konared, Al i aipeHalnHH ), Karo Ipu
Xopa HHXHOUpaHeTo Tpae A0 12 yaca U Npu NpeKpaTaBaHE Ha IIPHIOKEHHETO HA THUITOCTA30L: al’p&T&mlﬂTa

ce Bb3CTAaHOBABA 710 48-96 uaca 0e3 Hab/toaBaHE HA PHKOLICTHA XHIIeparperaums. E(pex'rme Bbpxy  “
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LMPKYTHPALLIMTE TINa3MEHY JUIHIN CA POYYeHH NMpU NarHeHTH, NpHeMaily wiunocrason. Cnen 12
CeIMHIM, Bh3 OCHOBA Ha CpaBHenue ¢ naunedo, uunoctazon s ao3a 100 mg nsa OTbTH AHEBHO BOAU AO
HamaneHue Ha tpurnuuepsaurte or 0,33 mmol/L (15%) u yBemmuenue va HDL xonecteposna ot 0,10
mmol/1 (10%).

[poBeAeHO € paHIOMH3HPAHO, ABOHHO-CIIANO, NNaLebo-KOHTpoNHpaHo NpoyyuBaHe BhB (a3za IV 3a
OLIEHKA HA ABITOCPO4HUTE €QEKTH Ha LHI0CTa301 ¢ POKYC BbPXy CMBPTHOCTTA H Ge3onacHocTra, Obuio
1 439 naumeHTy ¢ HHTEPMUTEHTHO KIayAHKaluo W 0€3 chbpleyHa HEAOCTATbYHOCT ¢a JIEKYBAHH ¢
LUIOCTA30/ WK 71auebo 3a eprHoa A0 TPH roAMHR. (1o OTHOLIEHHE Ha CMBPTHOCTTA, HabN0AaBaHATA HA
36-us Mecell, 4eCTOoTa Ha ABNEHHUETO, OllcHeHa 1o MeToaa Ha Kannan-Maitep, npH npHeMaHe Ha
U3MHATBAHOTO NEKAPCTBO ChC CPEAHA NPOIBKHTETHOCT HA MPHEM HA H3TTUTBAHOTO J1IEKapcTBO OT 18
Mecena € 5,6% (95% JIU ot 2,8 no 8,4%) 3a nunocrason u 6,8% (95% U or 1,9 o 11,5%) 3a miauebo.
[TpoABHKHATENHOTO ACUEHHE C WAOCTA30 He MOPaXAa NPHTCCHEHNA OTHOCHO HE30NacHOCTTA.

5.2 DapMakoOKHHETHUYHH CBONCTBA

Abcopouusa
Cael MHOPOKpAaTeH MpHeM Ha uunocTason 100 mg aBa mbTH AHEBHO GPH MAMHEHTH ¢ NEPUMEPHO CHAOBO
3a00JABaHe, paBHOBECCHO CHCTOAHHUE CE MMOCTHTA B PAMKHTE Ha 4 IHH.

Paznpenenenune

[{unocTazon € 95-98% cebp3ad ¢ NPOTEHHH, IaBHO ¢ anGyMuH. Jlexunpo MeTaboNUuThT U 4'-TpaHC-
XUAPOKCH META0ONUTHT ca ChoTBETHO 97,4% 1 66% CBbp3aHH ¢ MPOTEHHH.

buotpascdopmaniis
Hama gokasatenctea, ue uuAoCTazon HHAYLHpa HEPHOAPOOHHUTE MUKPO3OMAnHH €H3HMH.

EnuMuHHUpane

[IpuBUAHUAT €TMMHHAUMOHEH MOAYKHBOT Ha nunocrazon ¢ 10,5 yaca. OCHOBHHUTE MeTaboMUTH ca ABA:
AEXUAPO-LUHIOCTA3ON H 4'-TPAHC-XUIPOKCH LUIOCTA30/1, KATO M ABATA €A CBC CXOACH NPUBUHACH
IONYKUBOT. Jexnapo-merabonuTsT € 4-7 II'bTH 110-aKTHBEH TPOMGOLIMTEH aHTHANPEraHT B CPaBHEHHE €
H3XOJIHOTO BELIECTBO, 4 4'-TPaHC-XHAPOKCH MeTabOHTET € ¢ €AHa NeTa OT Ta3H AKTUBHOCT. [LnasMenuTe
KOHIeHTpaluu (cropen usMepenoto upes AUC) Ha pexu/ipo- H 4 -TpaHC ~XHIPOKCH META0OMUTHTE €A ~
41% u ~12% ot KOHLEHTPALHHUTE Ha LUJIOCTA3OL.

[lunocrason ce €NUMUHMpA MNpefUMHO Upes MeTadoJM3BM H MOoC/eRBalla €KCKpeuHd Ha YPHHATa.
OCHOBHHTE M30€H3HMH, YUACTBAIlH B MeTabonu3Ma, ca utoxpom P-450 CYP cremen - CYP2CI19, a B
oule nto-Manka crened - CYPLAZ,

OCHOBHUAT ITBT HA eJIMMHHHpaHE € upe3 ypuHara (74%), KaTo OCTaHanara 4acT ¢€ CKCKPETHPA Ipe3
nanpaxneHuata. C ypHHATE He ¢e EKCKPETUPa H3MEPHMO KOTH4ECTBO HenpoMeHeH Llnnoctazon, a mo-
Manko oT 2% OT J03aTa ce eKCKpeTHpa Mo popmara Ha MetaGonuTa nexuapo-linnocrason, Okono 30%
OT M103aT4a C€ eKCKpeTHpa upe3 ypHHaTa noj gopMata Ha 4'-TpaHc-xuapokcu metabonura, OcraHanara
4acT ceé CKCKPETHPA KaTo MeTaSOIMTH, KATO HHKOMH OT TAX HE HaaBHIasa 5% oT 00LI0TO €KCKPETHPAHO
KOJM4YECTBO.

NuueHOCT/He MUHSHHOCT
ITpu HUIOCTA30T H HEFOBUTE OCHOBHY LMPKYJHPALLH META0OIMTH €€ YBEIHMUABA NO-MAJIKO OT
MPONOPUMOHAIHOTO MPH yBEIHUaBaLid ce 103u. Hesasucumo ot roBa, AUC 3a 1HnoCTa30) H HELOBHTE

ol
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MeTabOONMUTH ce yBeNuYaBra MPHOIH3UTENHO NMPONOPLHOHAIHO HA 03aTa. L SRy
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Bpn3ka(u) hapmakokntervka-bapmakoaMHAMHKS

(dapMakOKHHETHKATA Ha LIUAOCTA30] H HETOBIATE METADONUTE HE Ce MOBNUABA 3HAYHMO OT Bb3pacTTa UTH
MoJjia NpH 3ApaBH YYACTHHLH Ha BB3pacT Mexay 50-80 roauHu.

[Ipu y4acTHHLH ¢ Texkko OB6pevHo yBpexkaaHe cBoGOAHATA PpaKLHs Ha IMNOCTA30] € ¢ 27% No-BUCOKa
1 kakTo Cmax, Taka 1 AUC ca ¢cpoTBeTHO ¢ 29% H 39% mo-HHCKHM, OTKOJIKOTO NMpH NHUA ¢ HOpManHa
onOpeuna ¢pyukuus. Cmax u AUC Ha nexunpo metabonura ca cboTBeTHO € 41% 1 47% no-HUCKU NMpH
YYACTHHIIU C TeXKO OBOPEUHO YBpeKIaHe B CpaBHEHHE ¢ YHACTHUIM ¢ HOpMaiHa O0b0peuHa QyHKUMS.
Cmax u AUC nHa 4'-TpaHc-xuapoxcu gunoctazon ca ¢ 173% u 209% no-BHCOKH IIPH YYACTHHLH € TEKKO
OBOpevuHo yBpexaaHe. JlekapcTBOTO He TpADBA 1 ce IMpHaara inpH NayHeHTH ¢ KpEaTHHUHOB KIIHPBHC <
25 mli/min (Bx. Touka 4.3).

Hama fanHu npy DanvieHTH ¢ YMEPEHO A0 TEXKO YSPHOAPOOHO YBpPeXKAaHe, U Thil KaTO HHIOCTA3001 ce
MeTa0OTH3Hpa EKCTEH3UBHO OT YEPHOAPOOHH €H3HMH, JIEKapCTBOTO He TpAOBa fa ce npunara npH TaKkHBa
NauueHTH (BXK. Touka 4.3).

53 Ilpegkinnunyanan AaHHY 32 fe30macnocT

[{410CTA300 M HAKOIKO OT HEroBUTE MeTa0OUTH ca HHXHOHUTOPU Ha docdoauecrepasa I, kouto
NOTHUCKAT Aerpallaunara Ha LHKIunaHaa AM®, koeto Boan A0 yBeniHuaBaHe Ha LAM® B pa3HYHH
TBKAHH, BK/IIOUHTENTHO TPOMOOIHTHTE ¥ KPbBOHOCHHTE ChA0BE. KakTo ¥ MpH ApyTrH NOTOKUTEAHH
HHOTPOITHU H BA30AW/1aTaTOPHH CPEACTBA, LMIIOCTA30A NPEAM3BUKBA ChbPASYHOCHA0BH JIC3UK NIPH Ky4eTa.
TakuBa ne3un ve ce HabMwIaBaT IIpH MITbXOBE HITH MaltMyHH M CE CHHTAT 3a clieHpHYHH 33 BU/A.
Hzcneapanusita Ha QTc npy kydeTa ¥ MaliMyHHN He TOKa3Ba YAB/KaBaHE ciie] NMpuilaraie Ha LUMa0CTason
UK HEMOBUTE METADOMUTH.

[TpoyuBaHHATA 32 MYTAreHHOCT ¢a OTPHLUATENHU 1TPH DaKTepHalH| reHHH MyTaldH, pernapanis Ha
6akrepuanta JJTHK, kneTbuHy renn MyTauuy npy 6o3aiiHHIH H in vivo XpOMO30MHH adepauHH B
KOCTHUA MO3BK NPH MUIIKH.

Mpu in vitro TECTOBE ¢ KIIETKH OT AHYHHK Ha KHTAHCKH XaMCTep UMIIOCTa30M IpoAyMpa ¢nabo, HO
THAYMMO MOBHILABAHE HA YECTOTATA HA XpOMO3oMHHTE abepaunn. He ce HabnionaBat HeoOuHaiHN
HEOMMACTHYHH H3XOAM MPU ABYTOMIIHH MPOYUBaHHs 38 KAHUEPOTEHHOCTTA MIPH MIHXOBE C NEPOPAIHH (C
xpaHaTa) f103u 10 500 mg/kg qHeBHO, KakTO U ApW MULIKK ¢ Jo3H Ao 1000 mg/kg nueBHoO.

[Tpu ITBXOBE, MOIYYaBaiy ICKAPCTBEHUA NPOAYKT IO BpeMe Ha 6peMEHHOCT, TEMIOTO Ha (deTyca e
Hamaneno. OcBeH ToBa ce HaOM/AaBa yBeJIHYaBaHE HA (DETYCHTE C BBHILHHN, BUCLIEPATTHH H CKCICTHH
aHOMAJIMM TIPH BUCOKM HHBA Ha Aoaute. [1pH no-HHUCKM HIBA Ha Ao3uTe ce Hadmoasa 3abardne Ha
ocudukaiusiTa. EkcnosvnudaTa B KbCHUTE ¢TamH HA OPEMEHHOCTTa BOAM 10 YBEIHYABAHE HA YECTOTaTa Ha
MBPTBOPOJEHHTE U MO-HUCKO TErIO HA MOTOMCTBOTO. ITpu 3alinu ce HabMonaBa yBeNMieHa YeCToTa Ha
3abaBaHe HA OCH(PHUKALIUATA HA CTEPHYMA.,

[[1n0cTa30n UHXHOMPA CH3PABAHETO HA OOLMTHTE MPH MULIKH i1 Vitro H NPHYHHABA 00PaTHMO
HapylIeHHe Ha PEPTHAHTETA [IPH JKeHCKITE MUIIKU. He e nabnionasan edext BupXy QpepTHAHTETA IPH
[LTEXOBE HNHM HEYOBEKkONMoA00HH MpUMAaTH. 3HAUCHHUETO 3a X0PaTa € HEH3BCCTHO.

6. ®APMALEBTHYHH JAHHH

6.1 CnuchbK HA NIOMOILIHHTE Bell[eCTBA

[{apeBUUHO HULIECTE e
MHukpokpHcTanHa Lenyao3a TN
Kapmenosa kanuuit doaT e NG



XHnpomenosa
Maruesues creapart

6.2 HecprBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoCT

3 rofuHH,

6.4 ChnenHajiHu YCJJOBHA Ha ChHXPAHEHHE

To3u nekapcTBEH MPOAYKT HE UIUCKBA CNELHAIHH YCJIOBHS Ha ChXpaHeHHE.

6.5 Buawu cuoanpiKaHHe HA ONIAKOBRATA

Kapronena kytus, ceappxauia 14,20, 28, 30, 50, 56, 60, 98, 100 tabneTku, onakoBaHH B OJIUCTepH OT
PVC/PVDC/AnyMunnii.

He BCHMUKH BHJIOBE OMaKOBKH Morar Aa Obaat nycHaTH B npofaxba.

6.6 ChnenHajlHH NpesdazHH MepKH OPH U3XBLPJAAHE H paboTa

Heusnon3saguAT NEKapCTBEH IPOAYKT HITH OTHAAbYHHTE MATEPHAIM OT HEro Tpsabaa Aa ce H3XBbPJIAT B
CHOTBETCTBUE ¢ MECTHHTE H3HCKBAHMA,

7. IIPUTEXXATEJI HA PABPEIIIEHHETO 3A YIIOTPEBA

Stada Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel
["epmanud

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPERA

28.04.2014
9. JATA HA IIBPBO PA3PEINABAHE/MOJHOBABAHE HA PASPEINEHHETO 3A
YIIOTPEERA
20140145
10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA -~;~ .
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