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Besika hunMupana Tabnerka chabpxka 75 mg KJIOMUAorpen (clopidogrel) (xato xuaporencyndar) (as
hydrogen sulfate).

IHomowHu eewecmed ¢ U38ecmHno oeucmeue:
Besika dunMupana tabnerka chabpka 191,375 mg nakrosa n 4 mg XuaApOreHUpaHo PHLIMHOBO MacJIo.

3a MbJIHUS CIIMCHK HA MOMOLIHMTE BELLIECTBA BXK. TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana tadbieTka

Po30BH, KPBIUIH, ABOMHOM3MbKHAIM (QHIMHPAHH TabneTky ¢ BTbOHATO penedHo o6o3Hauyenue ,,LII* ot
eHaTa CTpaHa.

4. KJIAHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHSI

Bmopuuno npeonasearne om amepompomMbOMuyYHU UHYUOEHMU
Kionugorpes e nokKa3aH IMpH:

J Bb3pacTHH NalMEHTH C aHaMHe3a 32 MHOKapZCH nHGbApKT (OT HAKOJIKO AHH JI0 35 JIHU), HCXEMHYEH
HHCYNT (OT 7-MHs IeH 0 6-THsi Mecell) HiIH YCTaHOBEHO nepuepHO apTepHaIHO 3a00NsBaHE.

® Bb3pacTHH MALMEHTH C OCThP KOPOHAPEH CHH/IPOM:

- OcTbp KOpOHapeH cuHApoM 0e3 eneBauus Ha ST-cermenTa (HecTabMIIHA CTEHOKAPAHUS WIIH
muokapieH HHdapkt 6e3 Q-3p0el1), BKIIIOUHTETHO NAaLNEHTH Ha KOMTO € HOCTABCH CTEHT ClJie]|
MepKyTaHHa KOpOHapHa HHTEPBEHLIHA, B koMGHHalLHs ¢ aueThacanuiuaosa kuceanHa (ACK).

- OcTbp MHMOKapjieH HH(ApKT C ejeBauus Ha ST-cermenTa, B komOuHauus ¢ ACK npu
MeIMKAMEHTO3HO JIEKYBaHU MalHeHTH, MOAXOSALIH 3a TPOM OoMTHYHA TEepaIHs.

ITpednaszeane om amepompoMOOMU4HU U mpomboemboNuyHU UHYUOeHMuU nPu npeocwLPOHO

MBIICOCHE

[Tpu BB3PACTHH MALMEHTH C MPEACHPAHO MBIKACHE, KOUTO MUMAT MOHE e/lMH pUCKOB (pakTop 3a
CBIOBM WHLMAEHTH, KOUTO HE Ca MOAXOALIM 32 JICYEHHE C aHTArOHUCT Ha BUTAMUH K (VKA) u
KOMTO MMAT HUCBHK PHMCK 32 KbpBeHe, KJIonuHeo € nokasaH B komOouHaumsa ¢ ACK 3a npeina3BaHe

OT aTepoTPOMGOTHYHH U TPOMOOEMOOIHYHHU HHLIMACHTH, BKJIHOYUTETHO MHCYJIT.

3a nombIHUTENHA HHOpPMALIUS BXK. TOYKa 5.1.




4.2 Jo3MpoBKa H HAYHH HA HPHJIOKEITHC

Ho3uposka

Bw3pacmitu u cmapiecka gv3pacm
Knonuneo TpaORia 1a ce upuiiara Kkato ¢/iMHudia JiHesHa J1o3a ot 75 mg.

[Ipy mauMEHTH ¢ OCTHP KOPOHAPEH CHHIUPOM:

- OcTbp KOpoHapeH cuHApoM Oe3 eneBauns Ha ST-cerMenTa (HectabuHa CTEHOKApAUS HIIH
MuokapneH HHdapkT 6e3 Q-360ew): nedyenneTo ¢ Knonuxeo tpadsa Aa 3anovHe ¢ eAMHNYHA
tiaToBapsaula 103a ot 300 mg, cnea KocTo npojib/RKana ChLe 75 mg BEHBLK AHEBHO (C
arteruncanvuunonsa kuceanna (ACK) 75 mg-325 mg anesno), Tohid Karo no- BACOKKUTE J103M
na ACK cc ¢BbLp3isar ¢ 1HOBHLICH PUCK 0T KbPBCIIC, CC [IpenopbuBa 403ata Ha ACK aa e
npesuinapa |00 mg. OurvMaiinaTa HpONbIDKUTCIHOCT Ha JICUCHUETO HE ¢ OhHUKAJIHO
ycTaHOReHA. JIaHHHTE OT KJIMHHWYHY K3TUTBAHUSA €A B IOJKpena Ha ynorpedara Ha
Kaonuaorpen Ao 12 meceua, kato MakcuMmailieH eekt ce HabioRaBa Ha 3- Kd Mecel { BX.
Touka 5.1).

- OcTbp MHOKapaeH nHQapKT ¢ cnesaivs Ha ST-cermenta: Knonuueo tpsbsa j1a 6bie
puaran Karo CAHOKpATHA JHCBRA J103a 0T 75 mig Karo c¢e 3aiiousa ¢ 300 mg HaToBapBaila
1034 B koMmOutiauus ¢ ACK u ¢/6¢3 rpoMOBonrTHIM. 38 LalluCliTy {id BL3pacT Hal 75 roiuHu
knonuaorpen tpsbea ja ce 3anouyne 6e3 HaToBapBaula 103a.

KombunupaHo neueHue TpsabBa fa ce 3anoUiie Bb3MOXHO HAH-paHo clie]i Ha4yanoTo Ha
CUMINTOMUTE U 14 ObJIC NPOALIKERO NOHE 38 YeTupy cemuid. losara or koMOMHKpaleTo
Ha xnonuporpen ¢ ACK 3a (10BEUYE OT YCTHUPHM CCJIMHUIIH 1€ ¢ OHUNa IIPOYUBANA TIPH TOBA
nokazanuce (8. Touka 5.1),

[Tpy naumenTy ¢ npencbpano mbxaene, Kionuneo tpsadea ja ce npuiara kato eAHoOKpaTHa AHeBHa J103a
ot 75 mg. ACK (75-100 mg nnerno) TpsidBa jla cC 3aN04HC Y @ IPOULIDKU B KOMOUHAUUA ¢ KnonuHeo
(BX. Touka 5.1).

AKO e nponycuara J{03a:
- B pamkuTe Ha no-manko o1 |2 vaca ciejl pelOBHO OHPCIACICHOTO BPCME: [IALIUEHTHTE
TpsiGBa J1a npueMar Ao3ara He3abaBio ¥ NOCac Jd LIPUCMAT CJIC/IBAaLAaTa J103a B PCAOBHO
ONPEAENCHOTO BpEME,
- [Ilpu noseue ot 12 vaca: nauvenTuTe TpsOBA J1a NpyMeMar clcaBallara A03a B peOBHO
ONpPEAC/ICHOTO BPEME 1 He TpsOBa Jla yABOsBAT jl03aTa.
Heduampuuna nonyaaus
KrnonuHeo e TpsdBa Jia ce npuiara npy Jiclia NopaIx ¢LodpaXcHus OTHOCHO C(pMKACHOCTTA (BXK.
TO4Ka 5.1).

bvbpeuno yspescoane
TepaneBTUYHUAT OMKUT ¢ Orpaluycl IpH nanuciT ¢ 01L,0pcuNo yrpexanc (B8x. Touka 4.4).

Yeproopobuo yepeooaite
TepaneBTHUIMAT OOWT C OrPAlKUCH NIPKU NIAIMCHTH C YMCPCHO H3pascno yepnojipobiio 3abonssane, npu
KOUTO MOXKE J1a UMa XeMoparuyia guaresa (Bx. Touxka 4.4).




Ha4uH Ha NPUAOKEHHE
3a nepopanHo NPUITOKEHHE
Moxe aa ce npueMa cbhe UM O¢3 xpana.

4.3 Ilporusonokazamus

. CBpbXUYBCTBUTE/IHOCT KbM aKTHBHOTO BELLECTBO KWIIM KbM HAKOE OT NOMOLIHHTE BEllleCTRa,
H30poeHH B TOYKA 2 UJIH ToUKa 6.1,

o Texxo yepHoAPOOHO YBPEXAHE.

. AKTHBHO NATOJIOTHYHO KbPBEHE KaTO [IENTHYHA 5384 WIIK UHITpaKkpalnalHa XeMoparus.

4.4 CroeunaJny upeynpex/cndst U 1peAna3ii MCPKH NPH yinorpeda

Kvpeene u xemamonozununu napyuenus

[Topaan pHCK OT KbPBEHE M XEMATOJIOMHYHY HEXKENAHH NEKAPCTBEHY peakliny, BeaHara tpsadbea aa ce
B3eMe NPeABHU ONPCHSASHETO Ha KPbBilaTa KapTHHA W/ WK JPYTd NOJAX0/IH1IM H3CNe/1Bating, B Clly4ai
Ha NOsiBa HA KJIMHKAYNIK CHMIITOMM, HACOYBAIIH KLM KLPBCHC M0 BpeMe Ha JicHCHUETO (BK. Touka 4.8).
[Tomobno Ha Apyru aHTUTPOMOOTHYHY CPCACTBA, KionMueo TpsidBa jla c¢ rnpujiara ¢ BHUMaHde npu
MALKEHTH, KOUTO MOXKE 1a €A U3JIOKEHN HA OLACHOCT 01 YCHIICHO KbPBCHC [10paju TpasMa,
XHPYPru4Ha UHTEPBEHINS UIIH JIPYTH NATONOrM4YHHA CHLCTOSHUS W TIPU auuenTH, aekysaiu ¢ ACK,
xenapuH, rnroxkonporeut [Ib/lla HHXUOUTOPH KK HECTEPONAHH NIPOTHBOBBLINAJIUTENHH JieKapcTha
(HCITBJI), sxmountenno COX-2 nuxXUOUTOPH, NIIK CEJICKTUBHY MHXUOUTOpU Ha 0OpaTHOTO
3aXBaiade Ha cepotonrna (SSRIs), wan apyru ickapcTBCHH NPOJIYKTH, CBLP3aHH C PUCK OT KbpPBEHE,
KaTO NEHTOKCUDHIIHH (BK. Touka 4.3). [launcnrture tpsabsa jia Onpar suumarciano HadbmoaasaHu 3a
[IPH3HALLM HA KbPBEIE, BKIHOUHTCIHO M OKYJITHO KLPBCHE, 0CO0CIO LIPE3 IMLPBHTE CCAMHLM Ha
NIEYEHHUETO W/ NAU Clel UHBA3UBHU KaPAUOJOrHYlINA NPOLUEAYPHU UM XUDPYPIUs.

EAHOBPEMEHHOTO NMPUIIOKEHUE HA KNONUAOrPEN C NEpopalHy aHTUKOAryJlaHTH HE ce NPENnophyBa, ThH
KATO MOXKC J1a YBC/IMUN HITCI3UBHOCTTA Ha KLpBClic (BX. TOUKa 4.5).

AKO NalMCHTDLT NOJUICAKH 11a [HAI0BA GIICpAllMS W dltTHarPCeralnTivsgT e)eKr ¢ BpCMCHHO HEXCNaH,
Knonuueo Tpabira na cc cupe 7 JHW npeid Xupypruunara wirrepseiiust, Ianuentyare tpsOra 1a
MHGDOPMUPAT NEKapuUTe U 3u00JIeKapUTE, UC NPUEMAT KJIOIKWAOIPEN NPEAX HacpouBale Ha Xupypruvuia
MaHHMYy AU U TIPS IPUEeMAHETO Ha HOB JieKapcTBEH NPOAYKT. KOoMyieo yabKaBa BpEMETO Ha
KbpBeHe U TpsabBa Jla cc npuiara ¢ BHHMaHHe NPU NMallHCHTH, KOMTO HMAT HapylICHUS, CbC CKIOINOCT

KbM KbpBEHE (CTNICHHANHO CTOMAIHO-YPCBIIN K BLTPCOUIIK).

[TanuenTuTe TPAORA J1a 6HAAT YBC/IOMEHH, HC BPCMCTO 3a ClIMpAHC 11a KLPBCICTO € MO~ IPOALIDKHTEITHO
OT 00H4YaRHOTO NpH Jiedenye ¢ Knonunco (camocrosrenio wiu B komOunanus ¢ ACK), a 1e oT cBos
cTpaHa TpaOBa n1a MH(pOPMHUPAT CBOS NeKap 3a BCAKO HEOOWUYAHO KhpBeHe {(JIOKAM3allus HIlH
MPOABNKHTENHOCT).

Tpombomuuna mpomboyumonenuvna nypnypa (1'111)
Caydan Ha TpomOoTHHIla TpoMOoIIMToncHK4YNAa nypuypa (111 1) ca Jloknaazany MEOTO PAAKO CIC/]
ynoTtpeba Ha Kiionuico, NOHsMKOIa K CIC)E KpaTkoTpaiito JicucHue, T's c¢ xapakrepusunpa ¢
TPOMOOILIMTONEHNUSA ¥ MUKPOAHTHONATHYHAE XEMOJIMTHYHA aHCMUS, MPUJIPYHKCHA ¢ HEBPOJIOTHYHH
H3MeHeHnud, 0bOpeuna auchynkumns wiim gedpunutet. TTT ¢ cucTOsNNE, N3MCKBAILC OBLP30 NeyeH e,
BKJIIOYHTENIHO 111a3Madiepesa. —




ITpuoobuma xemodchunrus

HMma cvobluenns 3a npuaodbuta xemopuiang ciel ynorpeda na Knonnueo. B cnyyan Ha norBbpiaeHo
H30/IKPaHO YAbJDKaBaHe HAa aKTHUBHPaHOTO napuuanio tpombonnactuioro speme (aPTT) cbe unu 6e3
KbpseHe, TpsiOBa a ce uMa npeasui npuaobura xemopuius. ITanmerrdre ¢ 1HOTBLPICHA AMArHo3a
npuaocduTa xemopunus Tpadsa aa cec Habniojlasar ¥ JICKYBaT OT CNCUHAANCT H MPHITOXKEHHCTO Ha
Knonuneo tpsbsa fa ce npeycraioBu.

[lpexapan nackopo ucxemuvex uHcyim
[Topaau nMnca Ha JAHHU, KNONMHUAOrpeN He ce NPenopnLuBa Npel3 NLPBUTE 7 AHHU CJIC/1 OCTLD
HCXEMHUYEH HHCYIT.

Lumoxpom P450 2C19 (CYP2C19)

MdapmakoreeTnka: Ilpu nanucurure, kouto ca cjiabu CYP2C19 merabosimzaropu, Kionuieo B
MpenopbLYUTENHUTE 1034 0Opa3yBa MO-MaNIKO OT AKTHBHUs MeTabOoJINT Ha KJIONUWJAOrpen U uMa Io-
Manbk edekT Bbpxy TpomboiuTHaTa pyHkuus. CuIECTBYBAT TECTORE 33 UACHTHMUMpaliE Ha
CYP2C19 renoruna Ha nauuenra.

Toi kaTo Knonwco ce merabojinanpa yacrudno jo csos akrusent merabonurt ot CYP2CI9,
ynoTtpefara Ha JICKapCTBEHH LIPOJIYKTH, KOUTO HIIXMOKUPAT aKTUBIOCTTA Ha TO3HM CH3UM, CC 04aKBa Aa
NOBeJe 10 NOHWKEHH NIEKAPCTBEHK HUBA Ha akTHBHHUA MeTabonuT Ha Knonuneo. KnuHnyHara
3HA4WMOCT Ha TOBa B3aMMOACHCTBUC ¢ HenzsacHeHa. KaTo npeanazia msapka e Tpadsa j1a ce u3nona3par
earorpeMenHo critiy un ymepeln CYP2CT9 nuxuburopn (k. Touka 4.5 3a cnucnk na CYP2CI9
MHXUOUTOPH, BK. ChIILO TOYKA 5.2).

Cyocmpamu na CYP2CS
Heo6xoauMo € NMOBHILIEHO BHUMAHHKE NP NallMeNTH, JICKYBAHH ¢aHOBpeMcCHHO ¢ Knonuueo u
neKapcTBeHU NpoaykTH, cydbetpaty na CYP2CR8 (Bx. Touka 4.3).

Kpvcmocana peaxkmugrnocm medic0y mueHonupuounume

[Ipy naumenTrTe TPsOBA Jia CC CHEME aHAMHE3a 3a CBPLXYYBCTBUTEIHOCT KbM THEHONMPHUIAHHM (KaTO
KNOTIMHEO, TUKJIONHYIMH, NPAcyIpei), TLH KaTo c¢ ChobillaRa 3a KpLCTocalia PEaKTHBHOCT MEXAY
TUEHONUpUAKHUTE (BXK. TOUKA 4.8). TUCHOIMPHAMHKTC MOIaT JIa NPUMHNAT JICKH JIO TCKKH AJCPTHUHH
peakiuHH, KaTo 0OpUB, aHTHOE/IEM WUJIH XCMATONIOMHYHHA KPLCTOCAHU PEAKIIMH, KaTO TPOMOOUUTONCHHUS
U HeyTponenus. [lauden Ty, KOMTO ¢a pa3BuId NPCAULLIHA ANCPrUHYHA PCAKLIUA W/ UJIK XCMATOJIOrH4Ha
peaKuud KbM eJUH TUCHOMUPUINN, MOXKC /1A UMaT HIOBHLICH PUCK OT PA3BUTUE Ha ChllaTa UIIK Japyra
peakuyMs KbM ApYT THCHONMMpUAKH. flpenopkusa ce naditiojienue 3a npusnialy 1a
CBPBXUYBCTBUTCIHOCT HIPH NAIMEHTH € H3BCCTHA ANCPIUst KEM TUCHOIIMPUJIHMIN,

bvbpeuno yapescoare
‘TepaneBTHUHUAT ONMUT NPH NaIMENTH ¢ 6b0pculO yBpexaanc ¢ orpanuyves. CnejioBaTento npu
Takuea naiyenty Knonuneo tpstbna jia ce rpuiara ¢ HOBUHICHO BXMalNe (k. Toyka 4.2).

Heprnoopobro yepeacoare
OnuThT € orpalyHert 11py NaHCHTH ¢ yMCPCHO H3pasclo yepuoppoduo 3abonssaie, KOUTO MOTAT Aa

UMaT xeMoparuwysa juaresa. [1o tazu npuurnsa Knonuheo tpsAadsa ja ce iipuiara ¢ nNoBUMIIEHO BHUMAaHHE
Npy Tasu nonynauus (BX Touka 4.2). ~




ITomownu gewgecmsa
Kaonuueo chabLpXka JakTo3a. [lannenTtu ¢ peaku nacaciacracuy npodremMy na ranakrosma
HEeNOHOCHUMOCT, Lapp nakTasHa HEAOCTATLYHOCT HIIK TIIIOKO030-rajlakTo3Ha ManabcopOuus, He Tpabpa

Ja I[IPpHEMAT TO3H JICKAPCTBEH IIPOAYKT,

To3u nekapcTBeH NPOAYKT CLALPXKA XHAPOrCHUPaHO PHLIMHOBO Macio, KOCTO MOXKE Aa MPUYHHH
CTOMAUIHO pa3CTPOHCTBO H JHAPHA.

4.5 B3aumojcicrBuce C JIPYIY JICKAPCTBCHYU HPOJAYKTH H JIPYTH (popmMy 112 B3aUMO/ICHCTBHE

Hexapcmﬁenu npoaykmu, C8LP3AHU C pUCK om KbpgeHe. ChILECTBYBA MOBHUIUCH PHCK OT KBPBCHE [TOPAAH
NOTCHIIUANHHUA aAUTHBCH ecbe}c’r. E,IIHD‘B]JEMBHHGTO NPpHIIOKCHHC HA JICKaPCTBCHH NMPOAYKTH, CBLP3aHH C

PUCK OT KbpBeHe TpsaOBa Aa c¢ M3BbpLUBaA ¢ NOBHINCHO BHHUMaNIKC (33K, TOUKa 4.4).

Hepopanuu anmuxoazyraumu: CAHOBPCMCHIIOTO HIPHIOKCHIHE 112 KJIo1KIICo ¢ niepopaniii
AHTHKOAYJIaHTH HC CC UPCHOPLUYBA, ThH KATO MOXKC J1a YBCIIHHI HIITCH3UBHOCTTA A KLPBCHE {BXK.
Touka 4.4). Bunipeku, ue nprnoxetnero Ha Knonuxeo 75 mg/aHeBHO He NPOMEHS
¢apMakoKuHeTHKaTa Ra S-papdapuH (cybetpat Ha CYP2C9) unu MexayHapoaHotro Hopmanusupano
CworHowenne (INR) npy nauyenTu, nojy4dasaliy 1pojrkipkureiina repaius ¢ sapdapun,
eJHOBPEeMCHHOTO npuioxenue na Knonunueo ¢ sapdapuil LIOBKLIABA PUCKA OT KbpPBEHE MOpagH
He3aBUCHMH eheKTH BLPXY XeMocTa3aTa.

Imoxonpomeun Ib/HHa unxubumopu: Knonuueo tpabea ce npuiara ¢ nOBHNIEHO BHUMAHHE TIpH
NalMeHTH, KOMTO NpHeMar egiospeMenHo riokoniporenti [1b/1l1a uuxubutopu (Bx. Touka 4.4).

Ayemuncanuyunosa xuceauna (ACK): ACK nc npomens Kilonneo-mejiuupano vnxubupase na AJld-
MHyUHpaHara TpomMOonMTHA arperaius, Ho Knonuneo ycunsa edpekra Ha ACK Bbpxy KoJlarch-
HHJIYuMpaHaTa TpoMOonMTHa arperanuys, lutiospemennoro nupuioxenune na 500 mg ACK aBykpatHo
JIHEBHO 32 €/IMH JIcH 0faue, He ybJKaBa 3HAYMTCIIHO BPCMETO HA KLPBCHE, TIPEAM3BHKAHO OT
neyenuneTo ¢ Knonuneo. BuamoxHo e hapMakoinnaMuuHo p3aumoieficteue Mmexay Kinonuneo u
ACK, xoeTo yBeanuasa pucka OT KbpeeHe. CneoBaTenno, ejlHoBpeMenHara UM ynorpeba tpsadea na
cTasa ¢ MOBHLIEHO BHKMMaHuC (K. Touka 4.4). Buupeku tosa Kinonvneo u ACK ca npusarany
e1HOBPEMEHHO /10 ¢/IHa I'0JiMHA (82K, TOUYKa 5.1).

Xenapui: B KIMHAUYLO 1IPOyYBalic LUpy 3jpasd xopa Kioinuco ic Hanara npoMsina na j1o3ara Ha
XenapkiH, HUTO NpoMeHsA eeKkTa My BbpXy Koaryjaauusta. LanoBpeMEHHOTO NPUIIOKEHNE C XENnapuH
He € J0Beno A0 ¢heKT BLPXY MOTUCKAHETO Ha TPOMOOUMTHATA arperalus, Npeiu3BUKaHo OT
Knonuueo. BbaMoxuo € hapMaxoAHHaAMUYHO B3aUMOACHCTBHC MCXKLY KJIONHIICO U XellapyuH, KOETO
yBCIIM4aBa pucKa OT Khpsenc. Cnejiosarcliio, ¢jtHospeMennara uM yuorpeda rpsbua ja crasa ¢
MOBHUICHO BHUMaNHC {BXK, TOuka 4.4),

Tpomborumuyu: 6€30MaCHOCTTA Ha CAHOBPEMEHNOTO NpUioxKeHUC 1a Kiionmnnco, pudpui Wiy He-
¢ubpun cneunduuiyn TpOMOOIUTHUNY al'¢HTH U XCIIApUH € OHCHCHA PU NAIKEHTH C OCTHP
MHOoKapacl uidapkT, HecToTaTa Ha KIHIIMYHO 3HAYMMOTO KLpBCHE ¢ Huia ¢xojiia ¢ Tasu,
Ha0JIk0/1aBaHa [Py eHOBPCMCHHO HIPHIIOKCIIME Ha TPOMOBOJIMTHHIIK arcitTH 1 Xcuapun ¢ ACK (Bx.

Touyka 4.8).




CTOMAUIHO-YPEBHHY KPhBOU3NUBHK. [lopany nunca na npoyusanus 3a gzauMojiectensa ¢ apyru HCIIBC
ob6aue, NOHACTOALLEM HE € ACHO J1alIK uMa MOBUILCH PUCK OT CTOMAIUIIO-YPEBHO KLPBEHE C BCHUKH
HCIIBC. Cnenoparenno HCITBC, sxmountenio COX-2 nuxuburop, ¥ KiornuHeo Tpabsa aa ce
pUjarat €IHOBPEMEHHO C TOBULICHIO BIIKMaHKe (BXK. Touka 4.4).

Cenexmugnu unxubumopu na obpamnomo 3axeawjane na cepomonuna (SSRIs): b karo SSRIs
MOBAKABAT TPOMOOIMUTHATA AKTHBALMS W [TOBULIABAT PHCKA OT KbpBEle, eAHOBPEMEHHOTO
npuaoxenue Ha SSRIs ¢ Kionuneo tpsbsa aa crasa ¢ noBHIIICHO BHUMAaHE,

Hpyeo cenvmemeawo revenue: Thik Kato Knonuaco ce Merabonusupa wacthuno ot CYP2CI9 no
HETOBHSA aKTHBEH MeTabONuUT, ouaksa ce ynorpebara 1a JIckapCcTBCHY NPOAYKTH, KOUTO UHXHOHUpAT
aKTHBHOCTTA Ha TO3U €H3MUM, J1a JIOBCAC /IO MOIHXCHHU JICKAPCTBCHH HUBA HAa aKTHBHUS MCTabO/IMT Ha
kinonuaorpen. Knunyp4nara 3HaqukuMocCT 1a 1T0Ba B3auMojcHeTyce ¢ ncHascnena. Karo npeanasna
MsIpKa He TpsOBa Jia CC M3103BAT CiospeMciino chinu did ymepenu CYP2C9 unxuduropu (Bx.

TOYKH 4.4 n 5.2).

JlexapcTBEHHTE 1IPOAYKTH, KOWTO €a CHIIHH MIIH yMmepeliH nnxubutopn na CYP2C19 sxmiousar
HanpUMEp OMENPA30N U e30MeNnpazon, GiyBokcaMuil, GNyoKCCTHIl, MOKIODCMHL, BOPUKOHA30,
dhIYKOHA30/1, TUKJIOIMUAMH, KaphamMasciivHi 1 chardpeiil.

Huxubumopu na npomonnama nomna (PPI); omenpason 80 mg BEAHBXK JAHEBHO, IPHUIOKEH 10 €JHO H
Cbilio BpeMe ¢ Knonuineo uiu ¢ HHTepean oT 12 yaca Mexay NpHIIOKEHHATa Ha ABETE JICKAPCTBa,
HaMansBa CKCo3uLusiTa Ha aktusiug Metabonur ¢ 45% (narosapsania j1o03a) v 40% (no;urbpxatia
no3a). Hamancuuero ¢ cubp3ano ¢ 39% (natosapsania j103a) v 21% (1i0jurpaxatila j103a) 1oHuxkKasaie
Ha HHXUOMpaHeTo Ha TpoMOoIHTHATA arperalits. (Juaksa cc cIomcIpa3os a NoKassa nojlodHo
B3aumMoacicTRUC ¢ Knonunceo.

Cpo0waBany ¢a NPOTHBOPCUHBH JaHHH OT KIIMHAYHMATE 3aKJIOUYCHUS 32 TOBA (PapMAKOKHUHETUYHO
(OK)/papmakoaunamuutio (DJf) BzauMoaeicTBHE OT rnejiiia TOMKa Ha 3Ha4UMH ChpACHHO-CbIOBH
CHLOUTHR ¥ OT OOCEPBAIlMOHHH U OT KIIMHAYHK HpoyuBdaHns., Karo upe/naszia Mapka ne tpsdia Jia ce
U3MOA3BAT C/IIOBPEMEITHO OMCLIPAa30J1 WK €30MCLIpaszol (XK. To4Ka 4.4).

Habnmopasauo ¢ no-caabo uapasclo noHmxenue na Meradonuriara CKCIIO3uiiks € [1aHTONPa3osl Uitk
naH3zonpas3on. [[nasmMeHUTe KOHIIEHTPAIMY Ha aKTHBHMA METabONNT ca nourxeny ¢ 20% (narosapsaiiia
n03a) ¥ ¢ 14% (nojaabpxaina n03a) No BpeMe Ha CLNBLTCTRANIO iedennue ¢ naHTonpason 80 mg BeaHbK
AHEBHO, ToBa ¢ CBLP3alo ¢ NOHHKCHHUC HA Cpe)inoro Ulixubupaile Ha rpomboiinTHara arperatus ¢ 1 5%
U 11% cworserno. Te3w peaynratd nokasznar, uc Kionuiico Moxe jia e npuiiarail ¢ nantonpasol.

Hama jgokazarciicria, 4e JIpyrH JICKapCTBCHY HPOIIYKTH, HAMAJISNBALIK CTOMAINNATA KWCCIMHHOCT KaTo
H. 61okepurte UMY aHTHAUMANTE NOBAUSBAT aHTHTPOMOOIIUTHATE aKTHBHOCT Ha Kionuieo.

Hpyeu nexapcmeenu npooyxkmu. 3a 1poyyuBanc 11a noTcHialiii GapMako/IHiaMud g 1
(dhapMaKOKMHETHYNKN B3auMoicicTays Ha KIIOTIHICO W JIPpYIH CLINLTCTRALIM JICKAPCTRCIIM IIPOJIYKTH, Ca
MPOBEUSHU 3HAUMTCICH OPOH KIIMHHUYNHK LIpoyusatus. [l¢ ca nabinojaBany KIMIKHYNO 3HAYUMH
PapMakoAMHaMHYiIA B3AUMOJICHCTBUS, KoraTo Kuionunco ¢ npunaran ¢jlHoBpeMCHHO ¢ aTCHOMOI,
HUDEANITHH, UK C aTCHONON ¥ HUdeaunun 3ac/iio. PapMakoJMiaMuunaTa akTHBHOCT Ha Knonuueo He
Ce MOBJIUABA 3HAUNTEJIHO TIPH €JHOBPEMCHHO NPHIJIOKCHKC ¢ pcHOoDapOHTANT UK ecTporeH :




Hauun ot npoyusaHeto CAPRIE nokazsar, ue dpeunTonn u TondyramMul, KOUTO ce MeTabonu3upar oT
CYP2(C9, bezonacHo Morar fa ce npunarar efHoBpeMero ¢ Knoiuneo.

Jlexapcmeenu npodyxmu, cybempamu na CYP2C8: Tlokazaro ¢, ue Kyionunco nosuuiasa
EKCIMO3ULKATA Ha perarnuHul rpy 3ApaBy A00poBOINY. [n vitro NpoyyuBaHys 110Ka3Bar, ue
[TOBHUILIABAHETO HA €KCIIO3HLIMATA HA penariMHu] ce AbJKH Ha HHXxubupaye Ha CYP2CS8 ot
rmoxypoHosus MeTaboaut Ha Knonunheo. [Topasu pycka oT nopuinasane na niasmenuTe
KOHUEHTpaIINK, €IHOBPEMCHHOTO MpHJIoxeHue Ha KJIOMMIICO U JICKapcTBa, KOUTO CE CIIMMHHMpaT
npeanmMHo upes CYP2C8 metabonusbm (Banp. pelariviil, naknuraxcel), Tpsbsa Ja ce npe/iiipuemMa ¢
[MTOBHIIEHO BHUMAHHE (BX. Touka 4.4).

OcBeH HHdopMaluATa 3a CrielinPHYHUTE NEKAPCTBCHU B3aMMOEHCTBHS, NPEACTABCHA [10-TOpe,
Nnpoy4yBaHus 3a B3auMoAcHcTBHA ¢ KIIOMUHEO ¥ HAKOU JPYTH NEKAPCTBEHH MPOLAYKTH, NPHNaraHy
YeCTO MPHY NMALMEHTH ¢ aTepoTpoMBOTHYHY 3abongranms, He ca nposexaanu. [anuenture, ydyacreanu
B KIIMHUYHKTE U3anuTiains ¢ Knonuieo obaue, ca noJjlyuasaiu rojism Opod CuIIbTCTBAIIK
JIEKAPCTREHU NPOIYKTH, BKIIIOUBAILY JHYypeTHUn, OcTa OJiokepH, ACE-HHXHOUTOPH, KaNlHeBH
aHTArOHUCTH, X0JICCTCPOJI HOHHKABAILH CPEUCTRA, KOPOUAPHU BA30WUJIATATOPH, aHTHAMADCTHH
cpefcTBa (BKIIOUUTEIHO HICYIMI), alTvienuicriiuy cpeycrsa, u GP 1Ib/[11a anraronucty 6e3
ROKA3aTe/ICTBA 32 KJIMHUYHO 3HAYHMMU HEXENaHH B3aHMOACHCTBHA.

4.6 Dcpruadrer, OPEMENIOCT H KEPMCHC

bpeMeHHOoCT
[Topaju nuica na KIMIMYHY J@HIY OTHOCHO CKCHOZMILUSTY 114 KNOIMJIOIPE]t N0 BPeME 112

OpeMeHHOCT, 3a NPEANOYNUTAHE € KaTO Npe/nasia MiIpKa /12 e ¢¢ uanoa3sa Kiionuueo no speMe Ha
OpEeMEHHOCT.

ExcniepumenTtalHATE 11pOyUBaHUA IIPH KUBOTHY 1IC [IOKA3BAT HPAKO WM HCHIPSAKO BPCJIHO
BB3/ICHCTBUE BHPXY OpeMeHiocTTa, eMOPHOHANHOTO/MCTAIIO PAZBHTUEC, PAXKAANECTO UK
IOCTHATAINOTO pa3suTue (BX. Touka 3.3).

KupmeHe
He e nasectHo aanu KionuHeo ce ekckpeTupa B KbpMata. [IpoyuBaliusaTa npu >KkMBOTHH MOKA3BAaT, 4E

KJOMHUAOIPE]l CC CKCKPETHUPA 1B MIIHKOTO. Karto [pciiras3sita MAIpKd, KLbpMCHCTO HC Tpﬂﬁllﬂ Jld MpoaBLJIKARA
i10 BpCMC Ha JCYCHHUCTO C Kisonuueo.

DepTHINTET
nprI{BﬂHHH I'IpH HKHUBOTHHU HE €4 TTOKd3aJIH, He KHDIIHHDFPEH [ITORJIHNHARBA (I)EPTHJIHTETH.

4.7 Edexru BLpXY cruocobmnocTTa 3a moduparne v padbora ¢ Manimnu

Knoruneo ne nosimssa niay nosnusna lpencehbpexknmo cnocobnocrra 3a modmpane 1 pabora ¢
MAaLIMHH.

4.8 Hexenauu JeKapcTBeHH peaKIUy

Obobwenue na npochuna na besonacrnocm

beaonacuocTra na Knonuico ¢ O4ta oucicya npu noseue o1 44 000 narnuen T, KONTO CIPHACT L

KIMHUYHK TpoyuBanus, BKuouBailii Hay 12 000 naudenTd, nekyBaiu 3a 1 roguia HAHA I8 e Katge "\
usno, Knonuneo 75 mg/anesuo e cpasunm ¢ ACK 325 mg/anesno B CAPRIE, ness -. 0&*‘* s \




Bb3pacTTa, NoJjia ¥ pacara. KIIMHUYHO 3HAYMMMTC HCXKCIIAHW JIEKAPCTRCHH peakiini Habmoiapalu B
npoyusanusita CAPRIE, CURL, CLARITY, COMMIT n ACTIVL-A ca obctitetiu no-jony. B
OOITbJIHEHHE KbM ONMUTA OT KIIMHUYHWTE NPOYYBAHKS, HEXEaHN NIEKapCTBCHH peakiiny ca cpobiapanm
M CIIOHTaHHO.

K’prEHETG ¢ Hal-uecTo chobiilapaiiaTa PCAKLIUA KAKTO NPH KIIHHHYHHATC {IPOYUYBAaHHA, TdKd H [IPH
MNOCTMAPKETHHIOBHUA OIIHT, KLICTO € cLobinanana nai-dccro IHpC3 NLpBUs MCCCIL HA NICHCHHUCTO.

B CAPRIE, npu nauneuty nekypanu ¢ Knonuteo unm ACK, obulara uectora Ha KkppBete € 9,3%.
YecToTaTa Ha TEKKHTE CyUYaH € CXoAHa npu kaonuaorpen 1 ACK.

B CURE, te ¢ Habmonagan no-roJisMm 6poit 11a caywau na macusno knpsene ¢ Knonuneo nmoc ACK
pe3 NLPBUTE 7 AHK caell kopoHapel fafnac npy HalneHTH, KOMTO ¢a CIIPE/IM TEpanuaTa NoseHe ot
neT AHW NPEIK olicpaliusTa. [1py nauuenti, ocranaliy iHa TCpallds B 1POJILIDKCHUC Ha 5 ANM cliell
kopoHapHus Oaiinac, yectorara Ha cliyyaute e 6una 9,6% 3a Knonuneo nioc ACK, 1 6,3% 3a

nnauedo e ACK.

B CLARITY e nabawoaanaiio obulo ysenvucline Ha knpsetero 8 rpynara Knonuneo mnioc ACK
cnpsmo rpyuara na ianebdo runoc ACK. Hecrorara na Macusiio KbLPBCHE 1IPU IPYITUTE ¢ CXOHA.
Toga e nabmotagaro 1 B NOJrpyNUTE OT NAIIMCHTH, ONPCICICHM 11O XapaKTCPUCTUKH Ha U3XOJHO
HUBO Y BHJa Ha QUOPHHONIMTUYHOTO HIIW XENTAPUHOBO JICHCHHC.

B COMMIT, obuiata yecrora na Henepedpanio MaCMBHO KbPBEHE WK LepebpalHO KbPBEHE € HUCKA U
CXOJIHA ¥ NpPH ABETE I'PYIHU.

B ACTIVE-A uccrotata Ha MACHBIIO KBPBCIC ¢ HO-BUCOKA B I'pyliara Ha Kiouuneo + ACK,
OTKONKOTO B rpynara na mutaiiedo + ACK (6,7% cupsamo 4,5%). MacusiioTo KspBcHe ¢ OMJI0 riiasHo oOT
€KCTpaKpaHHaieH Npou3xoa B Asete rpyn# (3,3% B rpynara na Knonuueo + ACK, 3,5% B rpynara Ha
naauedo + ACK), rinasHo OT racTpo-HHTeCTHHaNHus TpakT (3,5% cnpamo 1,8%).

Habmopasato e npexoMepHo UHTPAKPaHWaNHO KLpselic 8 rpyiara na Knonuuneo + ACK cripamo
rpynara Ha naauebo + ACK (1,4% cnpsimo 0,8%, croraerno). He ¢ nabionasana CTaTHCTHYCCKH
3tlavuMa pasiivka B yectorara ua gatanno knpeenc (1,1% i rpynara na knonuwjorpen + ACKu 0,7% 8
rpynarta na wancbo + ACK) u xemoparsuch vucyirr {(cnornenio 0,8% n 0,6%) Mcxily ABCTC pyIIM,

Tabruvuen CRUCLK HQ HEJCEAQHUmEe PEaryuY

Hexeslauute JIeKkapCTBCHH PeakIMY, HACTLIWIYU 110 BPCMC 11d KITMHHWYHHUTC [IpoYyYBalUs HITK cLobuleHy
CMOHTAHHO, Ca IIPEJICTABCIN [10-J10Y. TaXnara yccToTa ¢ OIPC/IC/ICHA B3 OCOBa HA Cieinara
konBenuus: yectu (= 1/100 o < 1/10); nevecru (= 1/1 000 yo < 1/100); pesixu

(= 1/10 000 no < 1/1 000); muoro peakn (< 1/10 000), ¢ uenzsecrua uecrora (01 NAJIMYHATE JAalHH HE
MOKe na Obae Hanpasena oueHka). BbB BCEKH CUCTCMO-OpraliCH KJiac, HeXKEJIAHUTE peaklliy ce
U30pOSBAT B HU3XOAALW PEI N0 OTHOLUEHHE HA THXHATA CEPHO3HOCT,




Cucremo-
opraHeH KJjac

YeerH

Hedecrn

Peukn

Muoro peaku, ¢
HCH3BECTHA
yecrora®

Hapyilienusa Ha
KpbBTa Y
numduara
CHCTEMA

TpoMmOOLUTO-
11CHUA,
JICBKOICHHS,
CO3HHOPHIIHS

Heytponeuns,
BKJIOUHUTEJINO

TCA KA

HCYTPOMEH K

TpomboTHYHA
TPOMOBOLIMTONEHHN Y-
na nypnypa (TTIT)
(8. TOuka 4.4),
ariacTH4ia aHEeMHA,
ALK TOlIIEHNA,
arpaHyliolnuTosa,
TEXHKA
TpoMOOnKTONEH S,
npugobura
XeMouind A,
rpaHynoLHTONE-
HUSL, allCMUA

Chpaeunu
HapylIEHUA

Cunapom Ha Kounis
(BazocnacTu4tiia
ajicprrydina alruna /
AJNCPIMUCH MHOKAPACH
UH(apKT) BLB BPb3Ka
C pcakiins l1ia
CBPbXYYBCTBUTE]I-
HOCT KbM
Kjaonuorpen*

HapyleHus
Ha HMYHHaTa
CUCTEMA

Ccpymtia Dogecr,
anagunaKkToHHH
pCaKkilH, KpbCTOCaHOo-
PCAKTHBHA
JieKapcrnena
CBPBLXYYBCTBUTEN-
1HOCT MCXAY
TUCHOIIUPHJHNHHATE
{(kaTo TUKINONUMH,
lpacyrpein) {Bx. Touka
4.4Y¥ ) uncyiuil
ABTOUMYHCH CUHAPOM,
KOWTO MOXC Jia
JIOBCIC A0 TCXKKA
XHIIOINIMKEMHA,
0COOEHO ApH
lHaiHCIeHEA
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onynauus)*

[IcHuXHU4uHH
HapylleHus

XanouHHalUH,
oOLpKaloCT

HapyweHus na

MuTpakpanyanto

HapyiueHus 3LB

HepBHATA KbpBEHE BKYCOBMTE
CUCTEMA (cpobIieHH ca BL3NPHATHA,
HSAKOJIKO CJiydyau ¢ arcysus
ibaTaneHd U3xon),
r1aBodoNHE,
[apecresuns,
3aMastiocT
Hapyuenus na KpbBOU3JINE B
ouMTE ouuTe
(KOHIOHKTHBATA,
OKOTO, PCTUHATA)
Hapyiuenus na BepTuro
YXOTO W
nabupuHTa
CnoBH XeMaTOM Cepuosna
HapyLIEHHUS XeMoparus, KLpBene
OT OTICpaTUBHA
palia, BACKYJINT,
XUIIOTOHRHUS
PecnupaTopHH, Enucrakcuc KpnLBOW3JIKWBHA B
PbAHU Y auxarennara
MCJIMACTHHANHY CUCTCMA,
HapyHleHUd (xemMonTo3a,
benonpobHa
XeMoparus),

Oponxociia3bm,
HHTEpCTHIHAJIEH
ITHCBMONMUT,
CO3UHODHIIHA
ITHCBMOHUS
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CromMalHo- Cromamso- | Cromawuna sizga | Perponepurole- | CToMallHO-YpEBHA U
YpEeBHH 4ypeBHa W IyoJcHaHa anHa XeMoparus | perponepuToHeania
HapYLICHUH XemMoparus, | si3sa, racrpur, XcMoparus ¢ garanet
JHAPH3L, HOBPLIAHE, H3X0/jl, NAaHKPEaTHT,
KOpeMHa rajeHe, 3anexk, KOJIUT (BKJIIOYUUTESNHO
boJika, naTyneHLNSA A3BEH UIH
NUCTICICUs TUMQPOLIUTEH KOJIHT),
CTOMATUT
XenatrobuJinapHu OcTtpa ucpHoapobua
HapylICHUA HEAOCTATBLYHOCT,
XEMAaTHUT, OTKIIOHEHU S
B YucpHO/ipobHUTE
¢y HKIIMOHAINHN
TCCTOBE
Hapywenus na Obpazysan | Obpug, cupbex, bynoscn n1epMaTUT
KOMAara ! e Ha KO HH (TOKCHUYIA
NOAKOXHATa CHHH U KPbHBOU3JIINBH cluMjicpManta
TbKaH (1mypnypa) HCKPOJIN3a, CHHJIPOM H&

Stevens-Johnson,
epuTemMa mytudopme,
OCTpa relcpanuanpana
€K3al'TcMaTo3Ha
nyctysiosda (AGEP)),
at'HOCHEM,
NIEKAPCTBEHO
HHAYLMPAH CHHJIPDOM HY
CBPBLXYYBCTBHTETHOCT,
JIeKapCcTBCH 0OpHUB C
CO3HHOQUIINA U
CUCTCMIIN CHMIITOMH
(DRESS),
CPUTEMATO3CH U
EeKC(POIHATHBEH
00pHUB, yprHKapus,
CK3CM4, JIMXCH Njanyc

Hapyiuehnus na
Bb3NPOK3BOAN-
TENIHATA CUCTEMA U
rbpaara

['unexomacTus
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Hapyuexus Ha KpbBOU3NIUBY B
MYCKYJIHOCKEJIeT-HaTa MYCKYJIHOCKEJICTHA-
CHCTEMA U Ta CUCTEMA
ChEeJIMHUTEIIHATA (xemapTpo3sa),
TbKaH APTPUT, apTparus,
MHaJIrus
Hapywenus Ha XeMmartypus ["nomepynoHedpHT,
ObOpeunTe U MOBUILEH KPEaTUHHH
MUKOYHHUTE B KPLBTA
NbTHILA
O6uu Hapywieuns v | KpbBoU3NuB Bucoka temnepartypa
edpeKTH HA MACTOTO Ha MACTOTO
Ha [pUJIoKEHHE Ha
HHXEKTHpa-
HE

Wacnensanus Y)inkeno

BpeMe Ha

KbpBEHE,

IOHHXKEH Opoi

HeyTpodHiu,

MOHKXCH Opoi

TPOMOOIHTH

¥*JlaHnu, cebp3any ¢ KJIONMHHEO ¢ HEU3BECTHA YECTOoTa

Cpo011aBaHe Ha NOAO3UPAHH HCHKEIAHW PEAKIIUH

Cro0i1aBaHeTo Ha NOJO3KMPAHHU HEXKENAIM PeakIlMyM cie/l pa3pcuiapale 3a ynorpebda Ha NcKapCTBCHUS
NPOAVKT € Baxki0. ToBa 11038015182 /12 IPOLIDKY HADJIIOACHUCTO HA CLOTHOLICHHUETO 110J13a/PUCK 34
JjiekapceTpeHmns POAYKT. OT MCAHUKHCKHATS CUCIHAIKCTH CC H3UCKBA Ja chobuiaBaT BCAKa NojAo3npana
HEXeJiaHa peaKLIUs Yype3 HAIlMOHAJIHA CUCTEeMa 3a ¢hobujaBaHe:

M3nbnHUTENHA areHLMs o ISKapcTRaTa

yia. ,,Jlamsan I'pyes® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitT, www.bda.bg

4.9 Ilpeaozmpaic
[IpegozupatieTo B pe3ynTar Ha npuiaokenue na Knonvneo Moxe Jia J0Be/le A0 YABIKECHO BpeMe Ha
KBLPBEHE U 1I0CHCUBAIINTC YCIIOKHCHUS OT KLPBCICTO. AKO BL3HUKHC KLpRCHE, TpsbBa Ha ce NprIIoxKH

NOJIXOOALIA TCPAITHA.

He e ycTaHoBeH aHTHJI0T Ha dapMaKoaorydiarta aktusiocT Ha Knonnneo. AKo € Heobxon

NIPOTUBOACHCTBA Ha ehekTHTe Ha KnomnHiieo.,
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3. ®APMAKOJIOTHYHH CBOWCTBA

5.1 <@apmakojiHRaMHY1IH CBOHCTBA

(dapmaxoTepaneBTHYHA rpyna: *HXHOUTOpH Ha TPOMOOLIMTHATA arperauus, ¢ U3KNIOYEHHE Ha
xenapuH, ATC koxa: BO1ACO4.

MexannibM iHa JICACTRUC

Knonuueo e npeijiekapcTBO, €WH OT YHHTO MeTaboNUTH € HHXUOUTOP Ha TpoMOOUMTHATA arperauus.
Knonuneo tpabea aa Obae Metadbonnzupan ot CYP450 ciiaumute j10 nonyvaBaHe Ha aKTHUBHHSA
MeTaboanT, KONTO HHXKHOMpa TpomOOLKTHATA arperauns. AKTHBHHAST McTabonuT na Kiornuneo
CeleKTHBHO MHXMOUPa cBbp3BaneTo Ha anenosun Jindocdar (AJIM) kem TPOMOOUNTIIHTC My P2Y (2
pelenTopH, U nocacasamara AJ[d-meannpana akrusanng na roukonporend GPIIb/I1a koMnnekca,
KaTO NO TO3M HAauMH MHXUOWpa TpoMbolMTHATA arperanud. 1Topajin HeoOpaTHMOTO CBBP3BAHE,
MOBJINAHUTE TPOMOOLUMTH OCTABAT 33CErHATH J10 Kpas Ha CBOSA XUBOT {npudnusntento 7-10 quu) u
Bb3CTAaHOBSABAaHE HA HOpMAJIHATA TpoMOONIUTHA GYUKI{MS HACTLIIBA NMPH CNEABAIIOTO NOKONEHHE
TpoMmOoukTH. TpoMOonHTHATA arperalius, NpejIM3BUKana ot Apyru aronuctu ocsen AJ® cnino ce
MHXHOUpa 4ype3 ONoKKpaHe 1a yBenM4yenara TpoMOOIMTHATA akTHBALHR OT ocBodoAeHns AJID,

Twit kato akTuBHHAT MeTabonuT ce obpazyra upes CYP450 cuaumure, NAKOH OT KOUTO ca
NONUMOP¢HI UK ca 00eKT Ha HHXUOUpaHE OT APYTH IEKAPCTBEHY MPOJAYKTH, HE BCHUYKH NALMEHTH
11{e UMaT gAeKBaTHa TpomMOOLIMTHA arperayus.

dapmakonHAMUYHK edeKTH

MHOrOKpPaTHOTO HPHIOKCHUAC 1a 75 Mg JHCBHO BOJAM JIO YCTroiunBo tnxubupane 11a AJIMD-
HHAYUMpaliata TpoMOOLIMTHA arperaliisi OT NLPBUS JIcH, KOCTO NPOrpeCHBHO HAapacTBa B A0CTUIra
CTALlHOHAPHO CBLCTOAHUE MeX 1Y 3 K 7 Jiel. IIpu cTalijnoHapHo CLCTOSHHUE CPEIHOTO HUBO HA
HHxubupane, nocTHIrHaTo ¢ 75 mg auenno e mexiy 40% u 60%. TpombouuTtiara arperaius v
BPEMETO HA KbPBCHE IIOCTCICHHO CC BL3BPBLILAT KbM U3XOJIHUTC CTORHOCTH OOMKHOBEIO 3 JilIK ¢l
[NPEeKbCBAHETO Ha JICHCHHETO.

KnuHuuHa epukacHocT W 6e3onacHoCT

besonacHocTTa M ¢PHUKACHOCTTA Na KIIOHKACIPCI ca OMJIM OIICHCIIN B 5 JIBOHHO-CIICIIH [1POYYBaHHA,
BKJIIOUMIIM Haj 88 000 nauneutn: npoyysancrto CAPRIL, cpasnicine 11a kionnporpen 1 ACK, u

npoyuBanmsta CURL, CLARITY COMMIT u ACTIVE-A, cpasusBanin knonuaorpen U naauebo u
ABATa JIeKapCcTRCNU 1poiykTa B komOunanus ¢ ACK n jpyro cranjaptio jcHcHue,

[Ipecen muokapoen unchaprxm (M), npecen mozvuen uncyim uiu yecmanosgena nepugepua
apmepuanmia boaecm

IMpoyusanero CAPRIL skmouna 19 185 nanuenru ¢ arcporpom0o3a, ManupecTUpana ¢ npecex
MHOKapJAeH HHapKT (< 33 jiiK), npecchn NCXCMUUCH HHCYNT (MexJly 7 v n 6 meccua)u?
nepudepHa apreprania donect (I1Ab). Ilauventure ca panjijoMuznpany na 75 mg Kj

unu Ha 325 mg ACK ¢ ca npociieeHy oT enHa 1o Tpy roaviy, B noarpynara ¢ Muq
MOoBe4eTo OT naltueiTire ca nojiyuyapand ACK npes nbpBHTE JINK CJIC/| OCTPUS HHE
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KnonuHeo 3HaYMTENHO peiyllMpa YECTOTaTa Ha HOBHTC UCXEMUYHY HWHUKACHTH (koMOMHMpaHa KpaitHa
TOYKA, BKJIIOYBALLA MHOKap/eH HHGAPKT, HCXCMHUCH HHCYAT U ChJI0Ba CMBLPT) B cpasiicine ¢ ACK,
[Tpu npoBefeHNTE aHANKM3M HA JeveHKe ca Habnoiarann 939 nuunjenra B rpynara ¢ Kinonuico u |
020 B rpynata ¢ ACK (peaykuus na orunocutentus puck (RRR) ¢ 8,7% [95% CI1: 0,2 no 16,4); p=
0,045), koeto cwoTBeTCTBa 3a BCekK 1 000 nanuenra JcKyBaHH J1BC roJiMiiK, AOITHJIHATE/IHO
pegoTBPaTeHH HCXeMHUUHHU HHIUACHTH nipu 10 naumenta [Cl: 0 no 20]. Ananu3snT Ha odinara
CMBPTHOCT KaTO BTOpPUYHA KpaliHa TO4KA He NOKa3Ra 3HauuTeNHa paznuka Mexay Knonuneo (5,8%) u

ACK (6%).

B noarpynoB ananu3s crnopen ChCTOSHHETO {MUOKap/ICH HH(papKT, UcXeMuuel vHCyaT uiv [1Ab) naii-
OnaronpusiTeH ¢ egexra npu nayucuture ¢ [1ADb (locrura ce craTHCTUYCCKa 3HAYHMOCT IIPH p =
0,003), (ocobeHo Te3H, KOUTO ¢a ¢ aHaMHe3a M 3a muokapjcH nngapkr) (RRR = 23,7%; Cl: 8,9 no
36,2) u no-cnab (6e3 3Haunma pasnuka crnpsmo ACK) npu naunenrure ¢ uucynt (RRR = 7,3%; CI: -
5,7 10 18,7) [p = 0,258]. I'lpu nauneHTHTE, BKJIIOYEHH NOPARH CKOPO NpeKapal MUOKap/eH WHQAapKT,
K/IOIIMAHOIpe € Nno-mMajiko eekTunell, 1o 6e3 craructudccka pasnuka cipsmo ACK (RRR = -4%,; Ci: -
22,50 11,7

[p = 0,639]). JHonuJityreino 4pes HoAIPYHOoBUS dHANHS 11O OTHOLICHAC 1Ha Bh3PACTTA CC YCTaliorsa,
ye eektsT o1 Kilonvneo npu taimedti Haja 75 rojmig ¢ 1to-¢nad or ro3u npy anienTiTe < 735
TOAHHM.

Toit xaTo B npoyusaticto CAPRIE e ¢ uMano BL3MOXHOCT 33 OIICHKA HaA ChUKacHOCTTa B OT/IC/IHUTE
NOATPYNH, HE € ACHO JIaK pa3iidundTa B PCAYKIHSTA HA OTHOCHTCIIHUA PHCK 1IDH OTACJIHUTE ChCTOHHHS
Ca peaJiHy UNK ¢a Cliyuaniiu,

Ocmbp Koporaper cuiopom

[Tpoyusanero CURE sximoupa 12 562 nanuenty ¢ ocTLp Koponapel cuuapoM 6es enepaums na ST
cerMeHnTa (Hecrabunna creHokapaAus Hiu Muoxapjici undapkr 6¢3 Q 3L.0C1) H HANTUYHUCTO B ILPBUTC
24 yaca OT Ha4yanoTo Ha OCTPHUS €MU30/1 HA I'PhJiHa DONKa UK CUMITTOMM B PE3YNITAT Ha HCXEMHUSI.
[TanuenTrre Tps#dBa 1a umar LKL ipoMeiu, 1roBopeliy 3a HOBOHOSBHIIA CC HCXCMHUS MJIH TIOBHILIEHH
ChPACYHU CH3UMH HJIK TpolourH | miv T, B CronHocTy 11o1C ABA BTH 110-BUCOKK OT 1'OpHA I'pativua
Ha HopMmaTa. [lauueHTuTe ce paHaoMn3upar Ha Knonutieo

(300 mg HaToBapgallia A03a, nocne/BaHa ot 75 mg jHesHo, N =6 259) unu nnauebdo

(N = 6 303), n ssere rpyiin B komOuuainus ¢ ACK (75-325 mg BCjuvs:K JUHCBIO) U JIPY Y craijiapTiy
Tepanuu. llaumeHTuTe ca nekynany o | ropunia. I3 upoyunsancro CURIL, 823 (6,6%) nanvenu
nosyqasar ¢aHospemesno u GPI/Ia penetrropiy anrarcntucri. Xenapui ¢e npuara 1pyu noBeye ot
90% oT MalUCHTUTE, KATO OTHOCHTCIIHATA MCCTOTA 1A KLPBCHC Mex/ly [Gtonuieo i naiedo e ¢ Guna
3HAYUTEIHO MOBKHAHA OT €JHOBPEMEHHATA TEPAIIHH C XEMapHH.

BposT nanuen Ty, 1IpH KOUTo ¢a nadiojasaiy CLCTOSHUS, 0ThoBapsilily Na KPUTCPHUTE Ha IrbpBHUHATA
KpaiHa To4Ka [ChPpAcHHO-ChAoBa CMTLPT (CV), muokapcn uidapkr (M1} unu uncynr|, ca 582 (9,3%)
B rpynara na Knonuunco 1 719 (11,4%) s ianedo rpynara, pejlykiiug na ornocureliivs puck ¢ 20%
(95% CI: 10-28%,; p = 0,00009} B rpynara na Knonwuco (17% peaykuust na OTHOCUTCNHUS PUCK [TPH
KOHCEPBATUBHO JleUeHUC Ha nalMeHTu e, 29% 11pu Hanpascia 1cpkyTtania rpalciyMutania
koponapsxa aHrvomnacTuka (PTCA) ¢ unu 6e3 credT n 10 % (1py HanpaseH KOPOHAPHO ApTEPHAIICH
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Knonuneo + ACK He HapacTia rnmoscuc, HO PUCKBLT OT XeMoparus ocrasa (Bx. Touka 4.4).

Ynorpebara na knonujorpen 8 CURE npoyusancto ¢ cenp3ana ¢ namanssaHe Ha HCoOXoaMMOCTTa OT
TpomBonuTruna Tepanus (RRR = 43,3%,; CI: 24,3%, 57,5%) n GPIIb/I11a unxubutopu (RRR =

18,2%; CI: 6,5%, 28,3%).

BposT HA NalMCHTHTE, NPU KOUTO Ca HACTBLMWIMN ChHCTOSHNS, OTFORAPSIIU 112 KPUTEPHUHTC 33
AOMTBbAHUTENHATA NbpBHUnA kpaiiHa Touka {CV cmupT, M, MO3L4cH HHCYJIT UK pedpaxTepHa
ucxemus) e 1 035 (16,5%) B rpynara na knouwjiorpen u 1 187 (18,8%) s 1tanebo rpynara, peyKiuHs
Ha oTHOCHTENHUs puck ¢ 14% (95% Cl: 6%-21%, p = 0,0005) i rpynara na Kionunco. To3au
GnaronpusTeH ePekT ce Ib/DKK NPEAUMHO Ha eeKTa Ha KIONHWAOTPel BbpPXY MUOKapAHHUS HHQApPKT
[287 (4,6%) nipu rpynata Ha Knonuneo u 363 (5,8%) npu nnauedo). He ¢ HabmonaBan epext Bbpxy
YyecToTaTa Ha PeXOCNUTANM3alluATa TpY HecTabuMiIa CTeHOKap) U4,

PeayntaTtuTe, HOAYUCHH B IPYHIHTC C pa3/IMuHKE XapakTCpUCTHKY (anp. necrabutia cTCHoKapaAua Uil
MI 6e3 QQ 31,6c11, paznvyna cTelcH Ha pHuck, jnader, HeobXoNMMOCT OT PCBACKYJIAPH3allHs, BL3pacT,
[OJI) Ca CXOJHH € Pe3YyJITATHTE OT NbPBHYHUTE aHau3Ku. [lo-cneitnannio, B post-hoc aHanus npu 2 172
nauuedTH (17% ot usnara CURE nonynanus) Ha kouto “M e nocraeeH cTeHT (Stent- CURE), aaHuuTe
nokassart, ue Knonuueo cparnen ¢ nnauebo, aemotictpupa 3iauumo RRR ot 26,2% B nonsa Ha
KnonuHeo 3a ko-mbpBu4HaTa kpaiina Touka (CV emnupr, ML, MOZbUCH HHCYIT) U CBINO 3Ha4iMo RRR
oT 23,9% 3a ko-sTOopHuUNAaTa Kpaitiza Touka (CV cmnpr, M1, Mogbucn uncynt uim pedpaxkrepia
Hcxemus). Ocpen Tona, npoduIrsT HA Ocz01acHOCT na KIIOnHHeo B Taau 11o)U'pyiia 1nalHeHTH He
npeax3BUKa HAKaKbB 0co0eH npodicem. ClcaoBareiiio, pe3yJITaTuTe O Tasd HoIrpyila ¢a 8
CbOTBETCTBHE ¢ OOUIMTE pe3yliTaTh OT NpoyYBalero.

baaronpusTHUAT edekT Ha Kjionuieo ¢ He3aBUCHM OT APYTO CNCIHIHO U MPOALIPKUTENNO Chp/iediio-
cbaoBO Aedenue (karo xenaputt/LMWH, GPlib/lIla anTarouucry, avnuio-pejlytiupalim

neKkapcTBeHU npoaykTH, 6¢ra-Onokepu n ACLE unxuburonu), Edukacnocrra na Knonuteo ¢

OllCHEHa He3aBUCUMO OT Jlo3ara 1a ACK (73-325 mg se;0nx JIHCBHO).

Ilpu nauuentH ¢ octbp MI ¢ enesauus iia ST-cermenTa, He3oracnocTTa M ehukacHocrra ta Kionuneo
ca UM OLICHEHH B 2 paHAOMU3MPaHU, Njianedo-KoHTponrpauu ABoiHo-cnienu uanuteaiud, CLARITY
u COMMIT.

[Tpoyuysaneto CLARITY skmtoura 3 491 nanuenrn ¢ navano ta Mi ¢ ST citeBauus B pamure Ha
nocneAHUTEe 12 yaca u 3anjanyBano rpoMOoTHuNo Jeucike. lanncnrrre ca noinyuuiin Knonuieo
(300 mg naToBapBsallia /1032, nocneasana ot 75 mg/ueu, n =1 752) nau nnanedo (n =1 739), n asete

B komOuHauus ¢ ACK (150 go 325 mg karo niaToBapealia /103a, rnocjeanata ot 75 no 162 mg/aen),
GUOPHUHONUTHYCH AI'CHT, ¥ KOIaTo ¢ OMJIO HOAXOURULO - XClaprl. Tanuenrure ca npocicaciu 3a 30
AHU. [TbpBuuHaTa Kpaila Touka ¢ KoMOUHMpALA 110833 HA 3a11Y1ICHA apTepus, Cbp3ana ¢ Hudapkra
Ha aHMHOI'PaMaTa NpH U3NHCBaHe, HiIKM cMBPT Wi nosropen Ml npejin koponapnara aurnorpadus.

[ [pH naumneHTH, P KOKWTO HE € 1IpaBCHA aHrHorpadus, irbprudnara Kpaiiia Trouka € Ouila CMbPT MK
[OBTOPEH MHOKAPACH UHPapKT 40 JIeH 8 MU 10 H3ITUCBAHCTO.

[lonynauudara naumenty e skjodnana 19,7% xeuu n 29,2% naunuenty = 65 roauun, 0010 99,7% or
namueHTuTe ca nonyuunu dubpunonutuuu (dubpun crcrimdpuuiin: 68,7%, ne-dnbpun cliciinduyiu;
31,1%), 89,5% xcnapun, 78,7% 6cta bnokepu, 34,7% ACL vuxudburopu n 63% cratunu,

36% oTHOcUTENIHO HaManenue B nona3a na Knonunco (95% Cl: 24, 47%; p < 0,001
C HAaMANEHKUE Ha 3aNYIUCHH apTCpuMn, CcRLP3aty ¢ HildapkTa. Taz3u nojza ¢ 6una n
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NPEABAPHTENHO ONpPEeACHH NOATPYNN Ha AALUMEHTHTE N0 BL3PACT M 1101, JOKAIM3aLH Ha UH(apKTa
¥ BrJla Ha H3MOI3BaHOTO QUOPHHONUTHUHOTO NEHCHHE HIH XElapvH.

[Tpoyusanerto ¢ 2x2 daxropuasiet auzaiin COMMIT ¢ sBknoynno 45 852 nayneuTr ¢ Ha4ano Ha
cUMNITOMH nioJlo3puTtentin 3a MI, ¢ mojikpensiuin EKT™ abuopmiu naxojku (nanp. ST enesauus, ST
Aenpecus UK s 6cjpent 610k) B paMkuTe Ha noclic/tre 24 vaca. [latnenture ca nosy4yuny
Knonuneo (75 mg/nen, n =22 961) unu nnauedo (n =22 891), B komOunanus ¢ ACK (162 mg/aen), 3a
28 auy Uiy 10 uanuceaxe ot Gonnuiarta. [TepBuunNTE Kpaiiiy TOUKU ca OMAM CMBPT NO BCAKAKBA
NpUUYKHA ¥ TbPBa NosBa Ha pe-ulihapKT, HNCynT UK cmepT. [onynanusra ¢ sriousana 27,8% xenu,
58,4% nmauuent > 60 rogunu (26% > 70 roavnn) 1 54,5% naunenTy, KOUTO €a MONy4HIIH

OUOPUHONUTHIIN.

KnonuHeo 3HauYMMO HaMaJIsiBa OTHOCUTCIIHHS PHCK OT CMBLPT 110 BCHKAKBA NPUYUIE CbC 7% (p =
0,029), ¥ OTHOCHTENHHA PUCK 3a KOMOMHALMSTA OT pe-WHMAPKT, HHCYNT UK CMLPT ¢ 9% (p = 0,002),
KOETO MpeAcTaBisBa abconoTHO HaMmancHHe ¢LoTBeTHO OT 0,5% 1 0,9%. Ta3n nonza e wanuiie
HE3aBUCKUMO OT BL3DACT, 110J1, ¢ uan 6e3 pubpuuonutiuy, v ¢ nabmonasana oulie B m-paure 24 vaca.
Heeckanauus Ha P2Y ,, pelicnTopHd HHXUOKTOPK 11pH oCTL KopoHapeH cuiipom (ACS)

[TpemunasaneTo ot no-mouict P2Y; peieriropenn Mnxuburop kbm Kitonuiico B komMOriHanus ¢ acnupus
cnen octpa (asza npu ACS ¢ ollcHCHO B ABC paHAOMUIUPAIIM, CHIOHCOPUPAHU OT M3CIICA0BATE/TS
npoyusanus (investigator-sponsored studies, ISS) - TOPIC u TROPICAL- ACS ¢ pannu 3a kimnnyert
pe3ynaTar.

Knuuuvynara 11on3a, KOATO IOKa3BaT no-mouuute P2Y |, peleiropiud HHXubutopy, THKArpeuop 1
ipa3yrpe’l B TEXHUTE OCHOBHH 1IPOYYBAHNWA, € CHbLP3aHAa ChC 3HAYHMO HaMalisiale na
peLHANBUPALLIMTE HCXEMHYHU CLOUTHS (BKJIIOUMTCIRO OCTPA U IofocTpa TpoMOo3a Ha creHra — ST,
MHOkapaeH unlidapkrt - Ml u cnenna pesackynapusanus). Bunpeky, ue HCXEMHUUNATA M10N13a €
nocie/oBaTe/Na npe3 LPRaTa 1'o0jIhna, No-10JIIMO HAMAJICHHC A HeXeMuunuTe pernjinin caeag ACS ¢
HAGMI0ABAHO MPE3 I'LPBUTC AU CIICH 3arousalie Ha jsieucnucero. OBparno, nocncasaiute (post- hoc)
aHaNlM3Y NOKA3BAT CTATHCTUHCCKY 31A4NMO YBCIIMUCIHIHUE 114 PUCKA OT KBLPBCIC 1IPpH ro-Motliute P2Y ),
pELENTOPHH UHXUOUTOPH, KOETO CC 11OsBsiBA 1IPCAMMII0 110 BPEMC Na NojUIbpKalilaTa §asa, cliel
mbpBHA Mecell cnel ACS. TOPIC n TROPICAL-ACS ca npeiHasiadeny jla M3Cie/1BaT Kak 1a ce
HAMAJIRT ChOUTHSTA HA KBPBEHE, KATO CC 3anazn chuKacHoCTTa.

TOPIC (Bpeme Ha TpombolTio vuXHOHUpatc cicn OCTLP Koponapel cunapoMm - Timing Of Platelet
Inhibition after acute Coronary syndrome)

ToBsa paHZOMH3UpPaAHO, OTKPUTO U3NKUTBRAHC BKMOoUBa naifuentn ¢ ACS, konro ce nyxaast ot PCI,
[TaupenTuTe Ha acnupHH U no-mMouleH P2Y |, 6nokep v 6¢3 HEXENAHO ChOUTUC B PAMKUTE HA CAUH
Mecel, ca 0K paslipCUCICHIM 1a IPCMHNAT HA QUKCHPAIIH JIO3H GCLHPHIL LIIOC KIIOMHIOIPE]
(neeckanupana jBoiina aututpomOolTia repanus - de-escalated dual antiplatelet therapy, DAPT)
HIIM A2 NPOJIBJKAT CBOSTA IcKapcTiena cxema {nenpomcericia DAPT).

Ananuzupanu ca 06110 645 ot 646 nanuentn cne STEMI uny NSTEMI, niu uecrabunna crenokapaus
(neeckanupana DAPT (n = 322); nenpomcuienta DAPT (n = 323)). Hpocaejsisaiie na nnpsar

XapakTepUCTHKHUTE 114 U3CC/IBalIaTa KOXOPTA €a CXOJIHH 13 JIBCTC IPYIIX,
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[ThpBHYHUAT pE3yNTAT, ChCTaBHA TOMKA OT CLPJICHHOCHAOBA CMbBPT, HHCYJIT, CIICHIHA pCBACKYJIApH3allHs
n kupierie 110 BARC (akajeMuder n3cic/loBaTeicki KoncopiiiyM 1o kbpnene - Bleeding Academic
Research Consortium) > 2 na 1-sara royuna cicit ACS, ¢ nacrsnun npr 43 nauuenrv (13,4%) B
rpynara Ha aeeckanupana DAPT n 85 nanuentu (26,3%) B rpynara Ha Henpomenena DAPT (p <0,01).
Ta3u cTaTHCTHYECKH 3HAYMMa Pa3/iiKa ce OhIKY OCHOBHO Ha I0- MalKo CbOMTHS Ha KbpBele, Oe3 aa ce
HabntoAaBa pa3ivka npy KpaiHuTe To4kH 3a ucxeMus (p = 0,36), noxaro xupeene no BARC = 2 ce
nabonasa No-psjIKO B rpynarta Ha aecckanupana DAPT (4,0%), cnpamo 14,9% B rpynara na
Henpometena DAPT (p < 0,01). Cuburus Ha KBLpBCIIC, ONPCIICIICIN KaTO BCHYKH CTencHu 1o BARC ce
nabmionasat npu 30 nanuenru (9,3%) B rpynara na jiceckanupana DAPT u 76 manmenty (23,5%) B
rpynara Ha HernpoMernena DAPT (p <0,01).

TROPICAL-ACS (M3cnenpane Ha OTroBopa KbM TPOMOOIIMTHO HHXHOKpaHe pu XpoHHYHA
aHTHTPOMOOLIMTHA Tepanus 3a OCTLP KopoHape: culijipoM - Testing Responsiveness to Platelef
Inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

ToBa paHaAOMHU3UPAIIO, OTKPUTO U3LMTBAHC BKIOUBA 2 610 1osuoxureniy 3a OHOMapKep NauKCHTH C
ACS cnen yenewna PCIL. [TauveHTHTe ca paHnoMu3ypaiy aa 11oay4asar npasyrpeit 5 uid 10 mg/acu
(Inu 0-14) (n = 1309), wan npasyrpen 5 wau 10 mg/nen (Jlun 0-7), ciiesl KOoeTo ca peeckannpaHy Ha
ionuaorpen 75 mginen (Jlinn 8-14) (n = 1309), B8 xomOunanms ¢ ACK (< 100 mg/nen). Ha 14-us jicn ¢
npoBeAcHo u3cieaBanc Ha TpombountHaTa gynkius (platelet function testing, PET). Tanuerrure,
JIGKYBaHM CaMO C Hpa3yrpeil ca PO ILIKHIIKA Ha npasyrpei 3 upojninkere va 11,5 mccena.

JleeckanupanuTe NanuelT ca BN NoJIA0KEHK 114 BUCOKOUYBCTBUTENEH TCCT Ha TPOMOOLIMTHA
peaktHBHOCT (high platelet reactivity, HPR). Ako HPR ¢ > 46 eaunvum, nauuenrure ca 6nau
eckanupaliiy obpartio na npazyrpen 5 unn 10 mg/nen 3a 11,5 mecena; ako HPR ¢ <46 eannniy,
naumKedTUTE ca npoabiikuiK Ha Knonuieo 75 mg/nci 3a 11,5 mecenia. Caeiosareiiio sojicllarTa rpyna
Ha jieeckanallus BKIouBa naimenti na 1ipasyrpei (40%) witv kionuiorpen (60%). Benuky nauuenTy
ca [IPOABLJDKUIIM HA ACITUPHH ¥ ¢d NPOCHC/ACHY B IPOJILJPKCHUC 1A ¢/THa IoJINHa.

[IbpBuuHaTa Kpaiida Touka (koMOuHupana 4ecToTa Ha CLPACHNOCLAOBA CMLPT, M1, HHCYNT K KhpBEHe
no BARC > 2P creneni na 12 mecciia) ¢ u3mmbiHena, KoeTo 110Ka3na 11¢ 10-Majika ehukaclocT.
Hesetnecer u ner nauueHTH (7%) BLB BoAcIIaTa 1I'pyiia ta jaccckanats v 118 naigpenti (9%) B
konTponuara rpyna (p na nevndgepuopnoct = 0,0004) ca umanu cnouTne, Bojcitiara rpyna na
neeckanailys lie ¢ 0BcJia 1o osunicH KoMOUNUupal puck o1 Ucxemudin cLouTus (2,5% B rpynara Ha
neeckanaius cupsMo 3,2% B korrpolinara rpyna; p na nceuudgepuopuoct = 0,01135), nuro ia
OCHOBHATa BTOpHUHA Kpakhta Touka kbpseHe no BARC > 2P crenen ((5%) B rpynara na jceckanauus
cripamo 6% B KONTpPOJIHATA I'pylia

(p = 0,23)). KymynaruBnara 4yccrora na ¢uburus 11a kbpeue ot BCHUKM crercuu (kiac 110 BARC 1 o
5)e 9% (114 ¢1L0uTHA) BLB BoACIHIIaTa Tpyna Ha jaccckanaiius, cupsamo 11% (137 cuburns) B
koHnTposinara rpyua (p = 0,14).

lIpedcvporno muvoicoene
[Tpoyusanusita ACTIVLE-W u ACTIVE-A, oracnnn uznursanus g nuporpamara ACTIVLE, sraounsar

HAUMEHTH C IPeACHLPANO MbxAcHE (AlY), KOMTO UMAT 11ONC /I PUCKOR (PAKTOP 34 CBLIOBH
HHIMIedTH. B3 octioBa Ha sinousailinre kpurepiu, sckapure ca skmousaiyu s ACTIVI:-

[10paau HCBb3MOXKHOCT HIIH HEXENAGHHUC.
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MpoyusaeTo ACTIVE-W noka3ssa, 4e JICYCHHETO € aHTArOHUCT Ha BUTaMHUH K € No-e)eKTHBHO OT TOBA
¢ Knonuneo u ACK.

[Mpoyusaneto ACTIVE-A (N = 7 554) ¢ MuorouenTposo, pailoMu3upano, ABoHH0-CIsno, njaucto-
KOHTpOAUpaNo npoyunatie, koeto cpanisasa Knonnneo 75 mg/ancesno + ACK (N = 3 772) ¢ nnauebo +
ACK (N =3 782). INpecnopvunTtennara no3a 3a ACK ¢ 75 o 100 mg/anenno. Tanunentnre ca

JIEKYBAHH B MPOABIIKEHNC HA D TOJAHHH.

[Tauventnte, panjomusnpany B niporpamata ACTIVE, ca Ounn nanpenT ¢ nokasano npeachpaHo
MbxkaeHe (AF), T.e. mim nepcucrnpauio AF nan na-manxo 2 ¢nu3ona na uurepmuretio AF npe3s
MOCJeIHUTE 6 MECella, U ¢a UMAJTH TICHE CIUH OT CJISIHUTC PUCKOBY (PAKTOPH: Bh3pacT 2 75 roJiMHu
WK Bb3pacT 55 sio 74 roauny; 3axapen jiMader, H3UCKRBalll JICHCHUE, WK jloKasan npekapad MI, nau
JOKa3aHO KOpoHApHO aprepualiio 3abojisiBaHe; JICKYBaHHd 34 CUCTCMIA XHUNCPTOHHS, [ipeKapaH
WHCYNT, npexoalia ucxemudna artaka (TIA), unu cucremen embon, koito He 3acara [HC;
neBokaMmepHa AUCHYHKUMA C ¢PpakuMs Ha MW3TIacKkBaHe Ha nsaBa kamepa < 45%, unu JloKa3zaHa
nepudepna cuaosa dosiect. Cpeanndat CHADS,; peaynrar ¢ 2,0 (rpanuiy 0-6),

["NaBHWTE H3KITIOYBAIIIH KPHTCPHH 34 HALMCHTUTE Ca OHIIW JIOKa3aHa neiThiHa si3pena 0olecT B
paMKHUTE Ha npeixo/iure 6 meceua, npeiecreanl nerpanepedpalic KpLBOUW3JIuB, 3Ha4MMa

9
TpoMmOounTtonenus (6poit tpomGouuTh < 50x10 /1), neobxoanmoct oT KJI0IIHIICO UK NCPOpaTHH
anTUkoaryaaHTd (OAC) und HENOHOCHMOCT KbM HAKOE OT ABETE Che/IMHEHHS,

Cenemaecer v TpH npotienta {(73%) ot nanuenrure, Bkiioucuu B upoyunaticro ACTIVE-A, ne ca dunu
B CLCTOSHEE j1a NpHeMar VKA nopajin peiiCHKa Ha ACKaps, HERLIMOKHOCT 34 MolinTopupaiic na INR
(MEXYHapoJHO HOPMANNIUPANO CHOTHOINCINE), NPCAHCHO3MIN KM HJ[aNc WK TpasMa Ha riasara,
nny crietdduyueH puCK OT KbpBetie; 3a 26% OT NallMCHTHTE, PCUICHUETO Ha JIeKaps € OUIo OcHoBaHO Ha
He)KeJIaHUEeTo Ha nailuediTa ga nmpuema VKA.

[Monynaiusta nauuciTH e BrIaovpana 41,8% xenu. Cpeanara suapact ¢ dbuna 71 rojiunn, 41,6% or
nauMesTHTE ca onnu = 75 ropuny. O6no 23,0% or nanHenrure ca 1ojtyyasann auTHapuTMUILM,
52,1% 6¢cTa-0nokepu, 54,6% ACLE-unxuduropu, 1 25,4% crarinnu.

BpoAT iia NauMEHTUTC, KOUTO ¢a JAOCTUIHAJIY I'hPBUYHATA Kpakiia ToUuKa (BpEME J10 ThpBa 10sAB8a 1ia
uncyat, Ml, cucremch eMBonn3nM, KoiTo le 3acsira LIHC vin cuiiona ecMnpr) e bun 832 (22,1%)
rpynara, nekyBaHa ¢ Knonuueo + ACK n 924 (24,4%) 8 rpynara na nnaiedo + ACK (11,1%
HaMansBane Ha oraocHTennus puck; 95% Cl or 2,4% na 19,1%;

(p=0,013), riarno 1opaju rojisMo HaMansBalc 1a yecrorara Ha vicyirure. Mucyimtn ca Bb3HuKHaM
npu 296 (7,8%) ot nauucHTyre, nosyvasatuy xionuiorpes + ACK n 408 (10,8%) or nalucHTUTC,
nonyuapauiu nnatebdo + ACK (28,4% namansapanc 1a ornocurennus puck; 95% Cl, or 16,8% na 38,3%;
p = 0,00001).

[leanaTpuytia nonynalus

B npoyusaiic ¢ nosdinananc a jio3ara npu 86 nosopojteni Hint jiena jio 24 Meccia ¢ puck 3a
Tpombo3a (PICOLO), Kuonmneo ¢ oucusisan B nocicgonsarceauu jgozu or 0,01, 0,1 n 0,2 mg/kg npu
HoBopojaeHH U acila v 0,15 mg/kg camo npu nosopojetin. Jlozara or 0,2 mg/kg nocrura cpeaen
npoleHT Ha uuxubupane 49,3% (5 uM AJlP-vnnyuupaia TpoMOOIIMTHA arperauus), KOHTQ
C TO3W TIpK Bb3pacTHH, npuemaiin Knonuneo 75 mg/inesio.

B panjiomuzupano asoino-crusitio, napaicnno rpytoso npoyusanc (CLARINET) 90
nanueHTH (HOBOPOJCHHY U JIcla), ¢ LHAIIOTHYID BROJICHO ChPJICHHO 3abonsiBale, ¢ 1
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nocraBeH cUcTeMHO-0enoapoden apTepranel UILHT, ca paljIoMU3KMpany 1a nipueMar KJionuaorpen 0,2
mg/kg (n = 467) unn mnanedo (n = 439) cAHOBPCMCHHO CHC CLIMLTCTRAIO OCIIOBHO JICUEIIHE /10
MOMEHTA Ha BTOpHA ¢ran Ha oliepaiusata, Cpe/iusT 1IEPUO/L MCXJLY NOCTaBsHETO Ha NATMATHUBEH LIBHT
H IbPBOTO NPHIIOKEHHE HA M3IiMTBaHKS JiekapeTeetl poaykr ¢ 20 auu. [pubnuzurenno 88% ot
nalueHTHTE ca nosiyMasank eguoBpemMenitio ACK (nvanazou ot 1 1o 23 mg/kg/nnesno). He e
HabarogaBaHa 3HAYKMMA pas3nuKa MEXIY IPYNUTE NO OTHOWIEHKE HA MbPBUYHATA ChCTaBHAa KpaHHa
TO4Ka Ha CMBPT, TpPOMOO3a HA IILHTA HIIH Chp/ied!ia HITEPBCHIKS 110-palo oT 1 20-1HeBHA Bb3pacT
ciaeq ¢cebuTHe ¢ onpeacneno TpoMboTuucH xapakrep (89 [19,1%] za rpynata 1a Knonuneo v 90
[20,5%] 3a rpynara Ha niancdo) (sx. Touka 4.2). Kupaclicro ¢ HaH-4ecto ¢Lo011lasanara Hexenala
peakLus K B ABCTC IPYLN — Ha KIOUWAOIPE) 1 1hauncbo; karo He ¢ Habiiojasaia 31ia4nma pas3livka B
YeCTOTATa Ha KbPBEHE MEXAY rpynuTe. [ IpH ABArocpoyro npocnegsnate 1a 0e30nacHocTTa rpu T0Ba
[IpOyYBaHe, 26 NalMeHTH ¢ BCE OLLE HANIMYEH LWBHT HA €JHOrO/IMIHA Bb3pacT Ca NMoJy4aBalu
Knonuneo go 18-Meceynia Bb3pact. He ca nabmojiasann HoBu chLoOpakenns orHocno besonacnocrra
MO BPEME HA TOBA ALJTOCPOYHO NPOCICASBAHC.

Manurpannsra CLARINET v PICOLO ca nposejicii ¢ H310038a1¢ na HPHIQTECH PazrBop Ha
knonuaorpen. B npoy4sase Ha oTHocHTe/iHaTa OHOHANMYIOCT NIPH Bh3pacTiH, MPUTOTBEHUAT
pa3TBoOp Ha KJIONWHEO NoKa3Ba cXo0/iHa CTENnell 1 MaJiko 110-BHCOKa CKOPOCT Ha abcopbuus na
rjaaBHUA LUpKyJnpait] (HeakTnsel) metabonuT, B CpaBlCHAC ¢ pa3pellicHara 3a yuorpeba
TabneTka.

5.2 @DapMaKOKHHCTHUIIK CROICTBA

AbBcopbuus
Cnen e1HOKPATHO ¥ MHOTOKPATHO 11€popaiio NPUNOKEHNUE 1ia 1034 oT 75 mg aiesno, Knonuneo ce

abcopbupa Obp30. CpeAUTE MAKCHUMaJIHK 11J1a3MCHK HUBA 1a nelpomencluns Kionuueo
(npubnusnrenno 2,2-2,5 ng/ml cnen ejiokpariia nepopania j103a oT 75 mg) HacTelBaT
NpUONUINTENHO 45 MUHYTH Clicl npHeM. AbcopDinsTa ¢ Ha-manko 50%, 813 OCHOBA HA CKCKPELIMATA
C ypUHara Ha mcTaboJHTUTC Ha Kilonuieo.

Pasnpenenenue

Knonuaorpes v rnasiusT RMpKyJupait (HeaktuseH) Merabosint e ennp3ratr obparumo in vitro ¢
YOBEHIKUTE NJ1a3MEHK IIPOTEHHH {(ChoTBETHO 98% U 94%). In vitro, CHLP3BANCTO HE 3aBUCH OT CTENEHTA
Ha HACHIIAHC, IIPH LHIMPOKH I'PAlIHILT 11 KOHICIHITPAIMSTA,

buoTpauchopMallHs

KnonvHeo eKcTeH3nBHO ce MeTabonuanpa B uepuus aApob. In vitro n In vivo Knonnneo ce metabonniupa
Mo JIBa OCHOBHH METADOJIMTHH 1TH: CJIMH, OCHUICCTBABAH OT CCTCPA3H W BOJICIIL JIO XUJIPOJIH3a U
NOJyYaBaHC Ha lICAKTUBHY JIcpUBATH Ha KapboKkcHIoBaTd KUCCHia (85% o1 IMPKYJIHpAIIIUTEC
METAbONNUTH), U JIPYT, OCLINCCTRABAL OT MHOXKCCTRO [I1roxpoMn P450.

Kitonuueo irspro c¢ Me1aboiim3npa 1o 2-0KCo-KJ0HH0Ipel Mexgnen merabonur. Tociiensauiusr
MeTaboNM3bM Ha MeXAMHHUA MeTaboNNT 2-0kco- Krionuneo soau a0 obpasyBaHe HA aKTHBHUSA
MeTaboNuT, THOJIOB AEPUBAT HA KIONKA0TPel. AKTUBHUAT METabOnUT ce oOpalyBa NpeaAnMHO OT
CYP2CI19 ¢ yuacTtuero na nskonko apyru CYP enzumy, pemountento CYPIA2, CYP236 u

CYP3A4. AxruBiusT THOOB MeTaboNIMT, KOITO ¢ M30Upat in vilro, ce ceLp3ra 66p30 M ncobpaTumo
KbM TPOMOOIIUTHHTC PCIUCHTOPH, KOCTO HHXUOHNPA TPOMOOIIHTIIATA arperaliys,

Conax H2 aKTHBHHMA McTAbONUT C J13a NBTH 110-BUCOKA CJIC/ CIHHOKpATHa HaToBapBailla
KNOTIHAOTPEN, OTKOAKOTO CREJ npysiarane Ha nouihLpxalila /1o3a ot 75 mg 3a 4eTH
aoctura npubnusnteano 30 no 60 munyTu cien npunaraic.
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EnuMunupane
Cnen nepopanch npueM ta mapxupau ¢ *C Knonunco 1pu xopa, npubinsurenno 50% ce ekckpeTHpa B

ypHHaTa U okoJio 46% tipes dexanuute 3a 120 wacos untepsan cnel npuema. Cnea eaAHoKkparHa
epopanHa Ao3a ot 75 mg, KnonuHueo uma nonyxusoT oT NpHOAH3HTENHO 6 Yaca. EMTHMHHALNOHHAAT
MONYKUBOT Ha OCHOBMUS LMpKyAUpall (HeakTuiel) MeradbosiuT e 8 yaca ciie CjIHOKpaTHO WK
MHOTOKpPaTHO NMPUJIOKCHUE,

(dDapMakoIr¢HEeTHKA

CYP2CI19 e Bknouel BbB GopMUpaleTo Ha aKTUBHHS MeTabOJIMT ¥ Ha MeXCIMHHUS MeTabonUT 2-
okco-Knonuaorpen. @apMakokHHETHKATa U @HTUTPOMOOUMTHHUTE edekTH Ha KNoITuHEeo, H3MEpPEHH
ype3 aHaNu3 Ha ex vivo TpomOouuTHA arperaius, ce paszivyanar 8 3asucuMoct oT CYP2C19 renoruia.

CYP2CI19*] anennT chorBercrsa Ha 1siocten gpyHkinonaien metabonnzsm, jlokato CYP2C19*2 u
CYP2C19*3 ancaute ca neynximonanuu, CYP2C19*2 n CYP2C19*3 ancivre ca oTrosopiiv 3a no-
ronsaMara 4yacT oT Hamalienarta gynxuus npu cnabure Merabonusaropu ot Ostara (85%) W asmarckara
(99%) paca. [[pyru anenu, CBbLP3aHU ¢ NUICBALL WX HaMalle MeTadoIu3LM, ¢a NMO-MAJIKO YeCTH U
srmousar CYP2C19*4, *5, *6,*7 u *8. lNanuenTt cne cratyc Ha ciab metadosmn3aTop, 1€ lIpyUTexasa
/1Ba anejia, OTrOBOPHM 3a 3aryda na QyHKLMs, KaKTO ¢ OUPCICIICIO 110-I"0pC.

[Ty6auxkyBanute yectorTH 2a ciabute CYP2C19 merabosivanpalitd reHOTHIIOBE ¢a NpUbIHU3nuTeIHO

2% 3a Oanata paca, 4% 3a dyepnara paca U 14% 3a kuraidiure. ChIlcCTBYBaT TCCTOBE 34

onpeaensHe Ha CYP2C19 revoruna ia nauuesnTa.

KpwscTocano npoyusarie npu 40 3apanu 1obposonim, no 10 81,1 sesika ot yetupute CYP2CI19
meTabonu3npaliy rpynu (kpaino 0bp3um, CKCTCN3MBIRUA, MCHKJIMIINK ¥ CIa0H MCTabOJIK3aTOPH) OLUCHSBA
(hapMakoKMHeTHKkaTa ¥ antutpoMboriuTinTe otrosopu 1pu J1o3a ot 300 mg, nocneasana or 735
mg/nHeBHo ¥ 600 mg, tociiensana ot 150 mg/iHesHo, Beska 3a 001110 3 K (Craumnonapho
cherosnue). He ca nabnoygasany CLILCCTRCHU PaA3JIMKY 13 CKCHO3KMLMATA 112 aKTUBHUA MeTabonuT ¢
cpeAHOTO “HXUOUpaHe Ha TpombouuTHaTa arperauus (IPA) Mexy kpaihHo Obp3uTe, CKCTCH3UBHUTE U
MEXAUHHUTE MeTabonunzaTops. [Ipu cnadute MeTadonn3aTopyu CKCNO3UIMATA HA aKTUBHHAA MCTAOONNT
¢ HaMalicHa ¢ 63-71% 1 cpasichuc ¢ ckercHanBnrTe MeTadbosimsaropu. Ciicn cxema na jlo3upaiie 300
mg/75 mg, aHTUTPOMBOLIUTHUTC OTIOBOPH €4 IIOIUXKCHH HPH ci1a0ure MCTadoJIM3aTOPH ChLC CPEALIO
[PA (5 uM ADP) o1 24% (24™ yac) u 3 % (ncu 5) B cpancnne ¢ IPA or 39 % (24™ yac) u 58% (neu 5)
HpH ekcTeh3uBIMTEe MeTabonuzaropn 1 37 % (24-1 vac) n 60 % (icH 5) npu MeaRIHITHKTE
meTabonnzatopu. Korato cnabure Metabonuzaropu npuemar 1o cxeMa 600 mg/150 mg, excnozuyusdra
Ha aKTHBHHUS METaDOJUT € No-Io/sMa, OTKONKOTO npy cxeMara 300 mg/75 mg. B nonsnienue, [PA e
32% (24™ yac) u 61% (jicH 5), CTORHOCTH, NO-TOJICMM OTKOJIKOTO NTpH ciiabute merabonn3atopy,
nony4asaiui 1o cxema 300 mg/75 mg n cxonnu na te3m upy japyrure CYP2C19 mcrabonunzupaliy
rpytiu, noayuasatiti 1o cxema 300 mg/75 mg. Iojxo)sina cxeMa na jlo3vpalic 11pyu Tasy rnonyaums
[IAIIMEHTH BCC OIIC 1IC C ONPCACIICHA B N3IHTBAHUSA 338 KJIMIKAHIIA PCIYJITATH,

B ¢LOTBCTCTBHE C TOPHUTE PE3yNTaTH, ITPU MCTa-aHajiM3, BK/noysaul 6 ripoyusands Ha 335 nauueniry,
NIEKYBaHHW C KJIOTIHJIOMPES B CTAIlMONAPHO CHCTOAHKWE, € M10Ka3atio, ¢ CKCITO3UINATA Ha aKTHBHUSA
meTaboanT e nonmxena ¢ 28% 3a Mox;nndre mcradonuszatopu v 72% 3a cnabure McTabosIM3aTops,
aokaTo unxubupatcto na tpomboldTiara arperalivs (5 tM ADP) e nonuskeio ¢ pazsiMku 8 [IPA or
3,9% v 21,4% chLOTBCTIO, B CPABHCHUC C CKCTCH3UBIMTC MCTAO0JIM3ATODH,

Bnausunero na CYP2C19 renoruna BLpXy KIMHUYHHASA U3XOA [IPH NAIMCHTH, NCKYBaH
KJONMUAOrpeEN, He € OlCHABAHO B MPOCIICKTUBHH, PAHAOMU3UPANH, KOHTPOJIUPAHU K3
CputectsyBaT 00a4¢ peiyila pCTpOCCKTYBHY aldJIM3K 34 O1ICHKA na To3H chCKT 11py.
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JIeKYyBaHH ¢ KJNONKAOTpe, 3a KoNTo uMa pesynraru 3a reqoruna: CURE (n=2 721), CHARISMA (n
=2 428), CLARITY-TIMI 28 (n =227), TRITON-TIMI 38 (n =1 477), un ACTIVE-A (n =601),
KaKTO W U3BeCTCH Opo#t nybinKyBallKH KOXOPTHH HPOYUBAIIUS.

B TRITON-TIMI 38 u 3 or koxopruure npoyusanus (Collet, Sibbing, Giusti), kombuiMpaiiaTa rpyna
MalMEHTH ¢ MexauHeH WK cnad merabosinaupadl craryc, ca HMalli 110-BUCOKa 4eCToTa Ha ChpACHHO-
ChAOBHY MHUMJEHTH (CMBPT, MHOKAp/IeH HHPAPKT U UHCYIIT) MK TpoMDO3a Ha CTENTa, B CPaBHEHHE C
€KCTEH3UBHUTE METabOIM3aTOPH.

B CHARISMA ¥ eano koxoprtHo 11poyu4sate {Simon) nosuilcHa 4ecToTa Ha MHIMACHTH ¢ nabmoaasana
camo npHm cilaby MCTabONMU3aTOPH B CpaBHCHHE C CKCTCH3UBHUTC MCTA0OJIM3AaTOPH.

B CURE, CLARITY, ACTIVE-A u eqHo ot koxopTHUTe NpoyuBaHus ( Trenk) He e HabliogaraHa
MOBHILIEHA YECTOTA 11a HHIMACHTUTE BbL3 OCHOBA Ha CTaTyca Ha Merabonuzaropa.

Huto eant OT TC3M anauu3m He ¢ Oua ¢ ajickBarel Opoi alKCHTH, 3a J1a OTKPHC Pas3iinkKn B U3xXojla
1pu cnaburce merabonu3aTopu.

CrneuHanHy nonyaaluu

DapMaKOKMHETHKATA Ha aKTHBHWS MeTaboJIMT Ha KJIOIIHJLOrPESl HT € W3BCCTIIA NPU TC3H CNelaliim
[1OMYJIAINHA,

bvbpeurno yepeoacoaiie

Cnes MHOIOKpaTHO NPUIOKCHHE Ha A03H OT 75 mg Knonuueo AHEBHO NPU NAUMEHTH ¢ Texka 6b6peuna
HEJOCTATLYHOCT {KPEaTHHUHOB KIUPBHC MEX1Y 5 ¥ 13 ml/min), uuxubupaneto na AJP-unayunpatiara
TpomMBounTHa arperats e no-1mmcko {25%), oTkonkoTo Hadbmo aBanoTo NpH 3/1pasu HIJIUBHIH,
BBIIPEKH TOBA YABJIKABAHETO HA BPEMCTO 1a KLPBCHE ¢ CXOMI0 € TOBA, HADMOAABAHO NPH 3)1paBH
MHAWBHJIH, ITpHeMaliiy 75 mg knonvapored Juicgno, OCBell 1o8a, 11pU BCUYKY NMAIMCHTH KIIHHHYiATa
NOHOCHMOCT ¢ Gunjia jiobpa.

Heproopobrio yapesicoate

Cnen MHOrOKpaTHO npunarane Ha J1oza oT 75 mg Knonunco niesno B npojtbinkettne na 10 n1au npw
[MALIMEHTH € TEXKO HCPHOAPOOHO yBpekKialce, HHxubupancto na AJ|O—uinynnpatara rpomBboUnTHA
arperaius € CXo/IHO ¢ TOBa, 11ab110/1aBal0 1IPU 3APABY HHJIMBUU. Y IBLIKABALICTO 1A CPC/IHOTO BpeMe
Ha KbPBEHE CLINO € OWI0 CXOAN0 B JIBCTC I'PYILIH.

Paca

Ilpeobnanasatero Ha anenute Ha CYP2CI19, onpepensinm mexiniten w cnab CYP2C19 merabonnssm
Ce pa3jM4aBart B 3aBUCUMOCT OT pacata/crioca (k. Papmakorcueruka), Hanuunu ca orpainuyciiu
JAHHK OT JIKTEPATYPATA 3a a3HATCKUTE 11011y 1allMH 33 OIEHABANC 1A KIMHHYHATA 3HAYMMOCT a TOBA
CYP renotunuaupanc 1o oTioticue Ha Kxojia 0T KIAKIHYIMTC HIFILHICHTH.

5.3 [Ilpeaxnuuuunu aanpuu 3a 6e3onacnoct

[TpeakaMHuYNrTC IPOYUYBaHMA IIPU IUILXOBC U MAMMYHHM NAK-4CCTO YCTAaHOREBAT HCPHOAPOOIiM
NPOMCHH [1PH JI03M, HAJIBUUIARAIIM HAl-MaJIKO 25 11 TH CKCHO3HIIMATA LIPH XOP4a, 11PUCMAl]

McTabonuaupalin eu3umHi. TaknLB chekT 1HC ¢ yCTanoBcl 1IpH Xopa, IIpUCMallld Tepa
KnornuHeo.




[TpH MHOTO BUCOKH JIO3H NPH CHLILUTE XUBOTHH € YCTallOBEHA W HapyLlICHA CTOMAaLIHA MOHOCUMOCT
(racTpuT, CTOMALLUHHU CPO3UM W/HIIK NOBPLUIAHE).

Hsima gokazaTencTBa 3a xapurHorcien chexr npu ipdiaranc na Knonuneo 78 ccaMMU Ha MHUILIKK U
104 ceamuuy Ha OIbLXoBeE B 1034 80 77 mg/kg aicsio (CLbOTBCTCTBALLO Ha Hal-MaJIKO 25- MhTH
EKCTIO3ULMSATA [IPU XOpa, NpHeMalll TepanesTH4HaTa 103a OT 75 mg/IHEBHO).

MHOECTBOTO in Vilro v in vivo npoyysanust 3a 'CHOTOKCHUYIIOCT 110Ka3BaT, Yc KJIONHHCO HAMA TaKhi
eheKT.

Knonuneo He Bivsie BbpXy QCPTHAXTCTA HA MBXKKH U KCHICKU 11IHXOBC W HMA TCpaTOreHeH eexT
BbpXY IUTbXOBE K 3aiiuy. Korato ce npuiiara npy JakTHpaly MUTbXOBE, f1pe/I3BrKea ¢1abo 3adaBsHe
Ha pa3sBHUTHETO Ha NOKoNeHHeTo. Cneundyynu GapMakoKHHETHYHH NPOYUYBaHHA C MApKHpaH
KnonuHeo nokasear, ue nbpauunara cybcrantus win Heiln MeTabosIMTH CC CKCKPCTHPAT B MIISIKOTO,

CIeA0BATENHO NPAK (c1ada TOKCHUHOCT) UM KocBel edekT (JICKO BKYCOBO yceillalie) He MOXe J1a ce
K3KJTIIOUH.

6. ©GAPMALEBTUYHUN JAHHU

6.1 CIIHCHLK HA MOMOIIIHTE BEINeCTRA

HAnpo:
JIaKTO3a MOHOXHIpaT
HacTHulo 3aMCCTCHA XUJIPOKCUHITPOITHILLCITYJIO3a
KonouneH bessoaet culivuuen SFHOKCHL
JInMeTHKOH
XUApOreHUupano pulHioBO MacJo

OOBHBKa;
Xunpomeno3sa (464)
Makporon 400
Twurtanor auokcua (E171)
Ucpselt xkenescn auokeujt (E172)
6.2 HeebBMeCTHMOCTH
Henpunoxumo
6.3 Cpok na roanoct

3 roguuH

6.4 ChneuuajHH yc/J0BHS Ha ChXPaHCHHC
He n3uckBa crieiiHaiHu YCIOBHS Ha ChXpaHEHHE.

6.5 Buau chanpkalne Ha ONIAKOBKATA

Knonuneo 75 mg duiMupanu tabictku ce npejiara B 6aucrepu ot OPA/AI/PVC-A
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chabpkay 28 K 30 TabneTku, NOCTaBEIH B KapTOHCHA KYTHS.
He BcuukM BHAOBE ONIAKOBKU MOrat Aa ObJaTt Mycnat tia nasapa.
6.6 Cneunalany npeanasHH MCPKH IIPH H3XBLPJasAHeE

Heunznon3sanusaT JeKapcTBE MPOAYKT WK OTNA/ILYHHTE MATCPHAJIN OT HEro TpsdBa Jla cC U3XBLPAT
B CLOTBETCTBHE C MCCTHHTE U3UCKBANMS,

7. IMPUTEXATEJI HA PAJPEHUIEHHUETO 3A YIIOTPEBA

Heo basikanuka OO/
yn. ,,3emiaHe” Ne 35

Codus 1618
bnJirapus

8. HOMEP(A) HA PAZPEHLIEHHUETO 3A YIIOTPEBA
Per. No:

9. JATA HA IThPBO PAPEINABAHE/TIOAHOBABAHE HA PASPEUNIEHHETO 3A
YIIOTPEDBA

JlaTta Ha 1spBO paspelaBaHe:;
JlaTta Ha nocyeHO NOAHOBABAHE:

10, JATA HA AKTYAJIMINUPAHE HA TEKCTA
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