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KPATKA XAPAKTEPUCTHUKA HA IIPO/IYKTA
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- i3l1b/HUTENIHA ATEHUMS NO NEKAPCTBATA
F PAIMIKA XAPAKIMGPUCTTIUKA HE NDOGYXIIE - [IDUACKEHUE |

1. UME HA JIEKAPCTBEHMUASI IIPOJIYKT

---------------------------------------------------------------

Kutonujiokod 75 mg ¢puamupanu tabJieTKH

: 1 ‘aspewenue Ne

Clopidocon 75 mg film-coated tablets -N7-
cme-. EFTIZ 14 BB

2.  KAYECTBEH U KOJIMMECTBEH CbCTAB  Ogo6pame Ne ... foo

Besika puiimupana radiierka chabpika 75 mg kionujiorped (clopidogrel) (kato xuaporenceyipar) (as
hvdrogen sulfate).

llomownu seugecmea ¢ U3Becmuo oeucmaeue.
Besika hunmupana tabserka chiabpka 191,375 mg nakrosa m 4 mg XuJIporeHupaHo puitHHOBO MacJIo.

3a I'BJIHUS CITUCBLK Ha [TOMOIIHUTC BCIHIECTBA BHIKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
MOusmupana radlerka

PozoBH, KpbIM, ABOHHOU3ITbKHAIN (uamMupann TableTku ¢ BUIrbOHaTo pesedno odosnavcnue L 11T or
¢/lHara crpatna.

4. KJJUHHUYHHA JIAHHHA
4.1 TepaueBruvHn 1HOKA3aAHUN

Bmopuuno npeonaseane om amepompomMoOmuiHu UHYUOCHMU
Kuio1mj1orpedt € rnokasat 1pm:

® Bh3pacTHu NalMeHTH ¢ aHaMHe3a 3a MHoKap/ieH HH(apKT (0T HAKOJIKO JIHK JIO 35 JIHK ), UCXCMHYCH
HHCYJIT (0T 7-MHUst JICH J10 6-TUsl MeCell) HJIKM YCTAHOBEHO NnepudepHo aprepualino 3adoJisiBatc.

B Bu3pacTiy naiMeHTH ¢ OCTLP KOPOHAPCH CHHJIPOM:
- Ocrbp KOpoHapeH cunjipom 0¢3 esieBalns Ha S’T-cermenra (HecradMiiHa CTCHOKAP/IMA HIIH
muokap/ied nudapkr 6e3 Q-360¢11), BKIIOYHTCIIHO HAIMECHTH HA KOUTO € 1TOCTABCH CTCHT CJIC/L
HePKYTAHHA KOPOHAPHA HHTEPBECHILMS, B KOMOMHAIUs ¢ alleTHicanuidiiopa kucemna (ACK).
- Ocrup Muokap)ien undapkr ¢ enesais Ha ST-cermenra, B komOunaims ¢ ACK 1ipu
MCJIMKAMCHTO3HO JICKYBAHH NAIMCHTH, N0JIXO/S1IM 3a TPOMOOJIMTHYHA Tepallns.

lIpeonaseane om amepompomoomusinu U mpomMoOeMOOIUYHU UHYUOCHMU NPU NPEOCOPIHO MBICACHE

[ {pu BBL3pacTIin HalMCHTH ¢ HPCJICHLPJIHO MBHKJICHE, KOUTO UMAT 1IOHC CJIMH PUCKOB (PAKTOP 34 Cb/IOBH
HHTHJICHTH, KOMTO HE ¢a 1HOJIXOJIM 3a Jicyenue ¢ anrarouucT na saramuin K (VKA) u kouro umar
HHCBLK PHUCK 3a KbpBCHE, KJIOHKW/OIpel ¢ nokazan B komOunanms ¢ ACK 3a npejuiassamne or
ATCPOTPOMOOTHUHH U TPOMOOCMOOJIMYHN HHIITMJICHTH, BKJIIOYHTC/IHO MHCYJIT.

3a jlotrinmresia nidopmanids BiKTe Tovka S.1.




4.2 Jlo3npoBka H HAYHH HA NPHJIOKCHHE

Jlosuponka

Bvipacmuu u cmapuecka 8b3pacm
Knonujorpen TpsbBa jia ce tipuilara kato €/IMHWYNa JHeBHa 103a ot 75 mg.

| lpy 1HauMenT™ ¢ OCTbp KOPOHAPEH CHHIAPOM:

- OcTbp KOponapeH culpoM 6e3 escsaius Ha S'T-cermenta (Hectabuiina CTCHOKAPIUS WY
MHOKap/icH HHpapKT 6¢3 Q-3n0¢11); JICHCHUETO C KJIoNnJlorpelt Tpsbna Ja 3anoune ¢
eAMIIHMUIA HaToBapgalila 103a o1 300 mg, cliea KOCTO IpoJib/bKaBa Cbe 75 mg BCJHLX AHCBHO
(c aneruncanuimnona kkcennta {ACK) 75 mg-325 mg nuesno). Tl Karo 1i0-BUCOKHTC JIO3H
na ACK ce cbp3sar ¢ HOBUINCH PUCK O KbPBCHE, C¢ lipeliophyna jo3ata Ha ACK na ne
npesuiiasa 100 mg. OrrruManiaTa impoLINKUTCIHOCT HAa ICYCHUCTO HC € O(PUHHAIIHO
ycrauosena. J[aHnuTe o KIMIWYIM U3NHTBAHKS Cd B [TOJIKPCIIA HA yuorTpedaTa Ha
Kjionuaorpes 1o 12 mecena, kato MakcuMalich edekr ce nadinojiasa tia 3- us Mecell (BiK.
TO4YKa 3.1).

- Ocrbp MHOKapaeH uHdapkT ¢ elesalust Ha ST-cermenTa: xionnjorpen rpaona jia on)e
HIpUJIAIraH KaTo CAHOKPATHA JIHERHA 11032 oT 75 mg xaro ce 3anousa ¢ 300 mg naropapsalia
no3a B komOunauus ¢ ACK u ¢/6e3 tpoMbonntiiy, 3a nallMcHTH Ha BL3pacT Hajy 73 roJjiniu
KJ1onujorpe)l Tpsbna Jia ce 3anoyune 6e3 Harosapsaina jlo3a.

KoMbunnpato JicucH4e TpsOBa j1a CC 3a1104HC BL3IMOXKHO Hal-pano Ciicjl HadanoTo Ha
CHMIITOMHTE H J1a OBJIC NPOALIKEHO 1IOHC 32 UCTHPHU CeAMUIA. | lon3aTa o1 KOMOMHHpaAHCTO
na kaounporpel ¢ ACK 3a nioseuc OT 4eTUPH CCIMHUIIM HE € OuJia LIpoyyBaa 1IpM ToBa
nokazanue (Bx. Touka 5.1).

| Ipy mareHTH ¢ HPEACLPHANO MLXKJICHEC, KIIONUWI0Ipen TpsaOBd jla ¢e 1IpHiiara Karo CJiHoKparTHa JIHEBHA
no3a or 75 mg, ACK (75-100 mg nnesno) tpsabBa Jjia ¢¢ 3aloyHe 1 Jla NpoJILJIKY B KoMOUNalHs ¢
KJIOIMIOrpedt (8. ToUKa 5.1).

AKO ¢ 11polycHara J103a;
- B paMkuTe na no-manko or 12 yaca ciicjl pe/1oBHO OHPCJIC/CNOTO BPCMC: HAHUCIITUTC
TpsOBa Jla 1IPUEMaT jlo3aTa He3abaBHO W TOCIHC 13 (IpUCMaT cJic/zaniara J1o3a B pejloBlo
OlIPCJICHCHOTO BPCMC.
- [lpy nopeue o1 12 waca: naukcuTUTE TPAOBA J1a LIpHCMaAT ClIC/iBallaTa 103a B pC)OoBIIo
OlIPC/ICICHOTO BpPeME M He Tps0Ba j1d yBosBar jlo3ara.
Hecuampuuna nonynayus
Kiotinaorpen tie Tpsbra J1a ce npHiara np jiciia nopajiy ¢uxobpaxelins orHocHo chukacnocTra (Bx.
TOUKa 5.1).

bwbpeuno vapeocoane
TepatieBTHYHNsY OHWT ¢ orpadnyes npu ranucTu ¢ 060peuno ynpeaanc (8x. rouka 4.4).

Heprnoopohiio yepeordare
TepaneBTHUHAAT OUWT ¢ OUPAHUHCH [IPH IHALKHCHTH © YMCPCHO H3pa3cHo ueploj\podHo 3a
KOWTO MOXC Jia MMa XeMOoparndna jinaresa (sx. rovxa 4.4).




Hauun va npuiQxectue
3a repopasiio 1PUIOKCHUC
Moxc Jia cc mpueMa Che MK 0€3 xpaia.

4.3 IIpoTrHBONOKA3AHHSA

J CBpPbLXUYBCTBUTEHHOCT KbM aKTHBHOTO BEIECTBO MM KbM HAKOE OT HOMOULHWTE BCUICCTRA,
H30pOCHH B TouKa 2 Wan Touka 6.1,

. Texko 4eptioipoOHO yBpexaaHe.

o AKTUBHO NATOJIOIMYHO KbPBCHE KaTO NENTHYHA A3Ba UM HHTPAaKpandaia XeMoparusi.

4.4 CuenHaJIHH UPEIYHPEKICHHUS H LIPERIIA3HA MEPKH LIPH yuorpeda

Kvpaene u xemamonosusnyu napyuenus

[ lopajiy pUCK OT KbPBCHE ¥ XEMATOJIOTHYHN HEXEIaHH JIEKapCTBCHN PEakUmnM, seiHara Tpsoaa a ce
BICMC HIPCABHJL OHIPEHCIHISIHCTO Ha KPLBHATA KAPTUHA U/ HAK JIPYTH 110JXO/IA1IK W3CiIc/Balius, B CllyqaH
Ha 110SBa Ha KJIMHWYiIM CUMIITOMM, HAcOYBalMM KM KbPBCHE MO BPEME Ha JICHCHUETO (BX. To4ka 4.8).
| lono®Ho Ha APYTH anTHTPOMOOTHUHU CPCJICTRA, KIONK/01pe)l TpsOBa Jia ce npuiara ¢ BHUMalue pH
HALUCHTH, KOHTO MOME j1a Ca M3JIOKCHA Ha O1IACHOCT OT YCHIICHO KLPBCHE 110PA/H TpaBMa,
XMPYPIyUuila UIFTCPBCHIIAS WK JIPYTH NATOJIONHUYHM CLCTOSHUS W HIPY HALKMCHTH, JickyBany ¢ ACK,
xeniapui, rinekonporends [1b/IHa uuxubuTopy vtk HECTEPOUIEH TIPOTHBORL3INAJIHTCIIIMN CPEJICTRA
(HCI'IBCO), sxnounreinio COX-2 unxubUTOpK, HIH CEJIEKTUBHHA NHXUOWTOPH Ha 00paTHOTO
3axBallane Ha ceporoHuHa (SSRIs), v JIpyIy JICKApCTBCHHU HIPOJIYKTH, CHLP3alli ¢ PUCK OT KhpBCHC,
Karo rneyrokcugrimMi (Bx. Touka 4.5). Iaimenrare tpsdsa Aa 6baaT BHUMaTCIHO HADNIO/IaBAHY 34
IPU3HALM HA KLPBCHE, BKIHOUYKTEIHO K OKYJITHO KbPBCHE, 0CODCHO NPC3 IMNLPBUTC CCIIMHILM Ha
JNEYEHHUETO U/HIIN Clie)] MHBA3KMBHY Kap/IMOJIOTHYHU 1IPOLIE/IYPH HIIH XHPYPIHS.

[{1HOBPEMEHITOTO 1IPHJIOKCIIUE HE KJIQMUIOrPEl € [ICPOPaAilM aH'TUKOAIYJIAHTH HC CC HPCHOPBUBA, Thi
KaTO MOXE jld YBEJIMYY HHTCH3IMBHOCTTA HA KLPBCHC (BX. TOUKa 4.5).

AKO NAUCHTLT IO/UICKH Ha THIAHOBA OlICpallng ¥ anTharperalTiusaT ¢eKT ¢ BpCMCHHO 11ICHKCHaH,
KJIOItHjlorpe)t TpsdBa J1a ce cupe 7 iin 1pe/iv xupypruunara narepsenuus, | lanuenrure rpsdna na
nhdopMupat JeckapuTe W 3L00NcKapuTe, Ye IpUeMaT KJIOITHJIONPCE IPE/IM HacpoyBaie Ha XHpypruvia
MAHHILYJIAIKS W 1IDC/M TIPHEMACTO Ha HOB JICKapCTRCH HPOJAYKT. KIonpjorpesn yhjnkasa BpeMeTo Ha
KhPREHC ¥ TPpsOBA J1a ¢€ NpriIard ¢ BHHMAHKE HPU NAIMCHTH, KOHTO UMAT napylienus, Cbe CKIOHHOCT
KbM KbPBCHC (CHICIIHANHO CTOMANTHO-YPCBHU U BLTPCOUHHN).

| [aineirrnre Tpadsa jia ObAAT YBC/JIOMCHH, YC BPCMCTO 33 CHHPAHT HA KLPBCHETO ¢ 110- TTPOJILDKUTCIINO
O OOHYAHIIOTO 1IPH JICUCHUC C KJIONWIOIPCH (CaMOCTOSTCHHO HITK B KOMOMHalins ¢ ACK), a t¢ o1 ¢80
crpana 1psdora j1a tHGOPMUPAT CROS JICKAP 3a BCHKO HCOOMYAHIO KLpBCHE (JIOKIUIANUS WU
HPONBIBKHTENHOCT).

! pombomuuna mpomboyumonenuwnia nypnypa (1111)
Cayyau Ha rpombornyna rpombolwmronctunuta nypuypa (1T'TH) ca jioxnajisani Mnoro psiiko cie)|
yHoTpeda Ha KJIOMUAOIrpel, TOHSAKOTA H CJIg)I KpaTKOTPanio JACUCHUE, T3 CC XapaxkTrepu3npa ¢
rpoMOOIIMTONEHHA U MUKPOAHTHOHIATHYHA XCMOJINTHUIIA ZIICMUS, TIPUW)IPYXKEHA € HCBPONOIHYHH
naMcHend, On0peuna JinchyHknus uiu pedpuinrer. THH ¢ CheTosine, n3nckBanio Obp30 JICYCHHC,
BKIIOYHTCIINO 1U1a3Madepe3a.




lipudobuma xemodpunus

KimMa chobiietng 3a npunobura xemodmims ciiejl yuorpeda ta kaonuiorpel. I3 cnyydan na norsspjicHo
M30JIMPA0 YIbIDKABAaHE HA aKTHBUPAIIOTO I1apliKaino TpoMboIuiacTHiiono speMe (aP'T'T) cne vitn be3
KbpBeHe, TpsiORa jia ce uma npeasu npuiaodurTa xemodpunus. HalueHTHTe ¢ NOTBLP/ICHA jlHartiosa
HpraoOnTa xemoduaus Tpsibea Ja cec Hab0AABAT H JICKYBAT OT CHCIHAIIUCT H 1IPHJIONKENNCTO Ha

Khoruuorpel tpsdBa Jia ce nNpeycraloBy.

Ipexapan nHackopo ucxemuuen uHcyin
| Jopajiu Jiuiica na J\aniu, KJIOIKHNUOrPeII 1HE CC HPCNOoPLYRA 1IPC3 IBPBATC 7 UK CHCJE OCTHP
HCXCMUAUCH UHCYIIT,

[umoxpom P450 2C19 (CYP2(C19)

rapmakorencruka: [1py nannerrure, konro ca ciradbu CYP2C1T9 mcrabonuzaropu, KIounorpell s
HPCHOPBYHTEIHUTE 1031 00pazyBa 110-MaJIKO OT AKTHBHUSt MCTA0O0JINT Ha KJOIIHJI0IPE) H UMa 110-
MANBK eekT BuPXY TpoMOounTHaTa GytKiKs. ChIICCT8YBAT TECTOBE 3a WicHTH(pHIHpaTIC Ha
CYP2C19 rcHoruita ua jaiMenra.

Thi kaTo KionuMaorpen ce MeTaboNnanpa 4acTHYHO J10 ¢Bos akTuseH mceradoimr o1 CYP2C19,
yuorpedara Ha JICKAPCTBCHH NPOAYKTH, KOWTO HHXHOMPAT aKTUBHOCTTA HA TO3H CH3HUM, CC OYaKBa J1a
JIOBCJIC JIO NOKMMKCHH JICKAPCTBCHYU HUBA HA aKTHBHUA MCTA00HUT Ha xionuaporpen. Knunuunara
3HAMMMOCT {14 TOBA B3aWMoJIchcTBHE ¢ Heussictiena. Karo npejinaszna Msipka ne tpsabsa j1a ce ManoJsssar
c;onpemento cuiny Witk ymepenu CYP2C19 unxuburopu (Bx. Touka 4.5 3a cnivenk na CYP2CI19
HHXUOUTOPH, BXK. ChILLO TOUKA 5.2).

Cyocmpamu na CYP2C8
HeoBx0MMMO ¢ HOBHILICHO BIUMAKRKC 11PH HALIMCHTH, JICKYBAIH CHOBPCMCIIHO € KIIOTTHIOTPCI W
dekapeTBeiy upoay ki, cyocrparu na CYP2CSE (k. Touka 4.5).

Kpvwemocana peakmueiocm Meixcoy mueHonupuonunume

| Ipy nanucHTuTe TpadBA JIa € CHCMC aHaMie3a 3a CAPLXYYBCTBHTCINOCT KbM THCHOIIMPYIMHNA (KATO
KNOIUOI'PE]l, TUKNOTIWjINH, 1Ipacyrpest), Thi Karo cc chLoOlilaBa 3a KPbhCTocaHa peak THBHOCT MEXY
THEHONUPUJAHHHUTE (Bx. TouKa 4.8). TuenonypuMinTe MOraT Jla HPHYHHST JICKH JIO TCHKKH aJCPIUtIiN
PCAKIIMH, KaTO OOPUB, aHI'MOSHEM HAK XCMATOJIONHYHA KPBCTOCAHHN PEaKIIMH, KaTo TPOMODOIHHTOIICHUS
i ucyrpolickus. [TaukMeHT, KOWTO Ca pa3BUIIM 1IPCJIMIIING ZHCPIHUIA PCAKIHS U/ AN XEMATONOI'HY A
PCUKLMS KbM CJIAH THCHOIMPHIKLL, MOXE J1a UMaT ITOBHILEH PHCK OT PasBHTHC Ha ChIIETA WK jipyla
peakiims KbM APy TheHonupuani. [lpenopsusa ce HabitojicHKe 3a 1IpH3iallk Ha
CBPBLXYYBCTBATCIHOCT NPU HIAIMCHTH ¢ U3BCCTHA AICPTHH KbM THCHOIHWPHUIKUHH,

bvbhpeuno yapesicoane
epalcBTHYIMSAT OIIUT 1IPY nalyenT ¢ 6L6peviio yapexaale ¢ orpanyuci. CiacioBareino 1pH
TaKWUBa TAIMCHTH KJIOIIK/10rpei TpsiOBa j1a ¢¢ npuiiara ¢ NoBHIICHO Buumanure (Bx, Touka 4.2).

Heproopobmo vepescoanc
Oy ¢ orpatMyc 1PU HALKCHTH ¢ YMCPCHO W3pa3cHo uephopodito 3adossBalle, KonrTo morar j1a
HMaT XeMoparuyia juaresa. 11o tasu npuuwrna kionpporpelt Tpsdbsa jla ce ipusiara ¢ 110BHHICHO
BHUMAHHC NPH TA3M 1IoNyJanus (8 Touka 4.2). |




Homownu seugecmasa

Kioumnjioxkon ch/ibLpska Jakros3a. [ [alueHTy ¢ pe/iky HacleACTBCHH NPOoDIICMi Ha TallakTo311d
HeiloHocUMocT, Lapp NaKTaztia HEIOCTaTLYHOCT KM TIIOKO30-ranaktosna Manabcopbims, ue rpgabdbsa
J1a IPHCMAT TO3M JICKAPCTREH TPOAYKT.

Toau JCKApPCTBCH NPOUYKT CLALPXKA XWIAPOIrCHUPAHO PHITHHOBO MACJIO, KOCTO MOXKC j/la IIPHHHHHA
CToMallHo ]IJEIBCTPOHCTBO H AHADHA.

4.5 BiaumojeiicrBHe ¢ JIPYI'H JJCKAPCTBCHH NPOAYKTH H APYI'H GOPMH Ha B3aAHMO/ICHCTBHC

Hexapcmeenu npodykmu, c8uP3aHU C PUCK Om Kbpeere. ChIIEeCTBYBa MOBUIICH PUCK OT KLPBCHE NOPA/IN
[MOTEHUHAJIHUS A/IMTUBCH COCKT. EJIHOBPEMCHHOTO NPUIIOKCHHUC HA JICKAPCTBCHHT NPOJIYKTH, CRLP3atiu ¢
PHCK OT KhpBete TpsiOBa J1a ce H3BbPILBA € NOBULIICHO BHHMANUC (BXK. TOYKa 4.4).

Hepopannu qumuxoazyiarimu. ¢;IHOBPEMCHHOTO HPHIJIOKCHHUE Ha KJIOIIWJIOIPC)T C IICpOpajiiy
AHTHKOAI'YHAHTH HC CC IIPCHOPBLUBA, T1:H KaTo MOXKC Jid YBCIMYHY HHTCHIMBHOCTTA HA KLPBCHC (BXK.
toukd 4.4). BLupceKH, 4c HPHIIOKCHHUCTO Ha KHOUWJorpes 75 mg/AHCBHO HC HPOMCHS
dapmakoxunerukara na S-sapdapun (cydbcrpar na CYP2C9) nan Moexaynapostoro Hopmaimavpaito
Crornounienue (INR) 1pn nanyenTy, nojaydasauiy poiLIDKUTCINA TCPalus ¢ BapdapHi,
CJIHOBPEMCHHOTO LIPHIIOKCHKE Ha KIIOHH/I0rpe)t ¢ BapdaprH 1I0BHLIIABA PUCKE O KLPBEHC 1OPA/IH
(1C3aBHCHMH eCKTH BLPXY XEMOCTA3aTa.

moxonpomeun [Ib/Illa unxubumopu. xnonujiorpen tpsadpa ce npuiiara ¢ 1oRHIICHO BHUMAHHC 1IPH
NAIMCHTH, KOUTO ItpreMat ¢aHospemen o rnokonporenn 11b/HTa nuxuburopu (8x. Touka 4.4).

Ayemuncanununroga xkuceruna (ACK): ACK ne upometisi KJIoHudj0rpeii-mMeiunpano yuxubupaiic 1a
AJl®-unyumpaniata rpomOoIIMTHA arperaiys, Ho kionyuorpe ycuisa edekra na ACK supxy
KoJlalrcH-HH\yliMpaHaTa TpoMbotiuTHa arperanms. Iiunospemenioro npuiioxkenne Ha 500 mg ACK
JIBYKPATHO IHCBHO 34 C)IMH JicH oDaye, HE yILJKasa 3Ha4UTCHHO BPCMETO 118 KbpPBCHE, 1IPC/IN3BUKAN0
OT JICYCHHUCTO C KJIOINK0rpeil. Bbhb3aMOXKHO € hapMakoiuHaMUuiio B3aUMOJUCHCITBUC MCKLY
kitonuorped v ACK, xoe1o ysennuara pucka ot kbpsetic. CIic/loBaTe/ing, ¢/IoBpeMEHHATa UM
yuorpeda tpadBa )1a ¢rapa ¢ HOBHIICHO BIIUMaNKE (Bx, TOUKa 4.4). Buupeky Tora KJIOIMIorpes U
ACK ca nipuiaraiy ¢JUIOBPCMCHHO IO ¢LHA 1'01Ha (11K, Touka 3.1).

Xenapun: B KIKHUHMHIO HIPOYYBAHC NPH 3/1paBy Xopa KJIOHHJIOIPC HE Hatara npoMsna Ha 1o3ara na
XCHAPHH, HUTO HPOMCHA CheKTa MY BbpXY KoarylanusaTa. [JIHOBPCMCHHOTO HPHIIOKCHHUE € XCl1aphil
HE ¢ JIOBCHO JIO CHCKT BbPXY LIOTHCKAHCTO Ha TPOMOOIMTHATE arpelraliMs, 1PC/IH3BHKAHO OT
Knomjorpel. Bbamoxiio ¢ dapMakoaniaMHUYyHO B3AUMOJICHCTBHC MCXILY KIIOUHJIOIPCII M XCHIapUiL,
KOCTO YBCJIMHAaBA pUCKA OT KhpBcHe, CliejloBareino, ¢/IHOBpeMeHnaTa UM yiiorpeda TpsOBa Jla crasa ¢
LHOBKIICHO BHUMAHUC (BX. Touka 4.4).

T pombosumuyy, 6C3011aCHOCTTA 1A ¢)[HOBPCMCHHOTO {IPHIIOKCHUC Ha KIlolujlorped, (pudprH nilv ne-
dbubpun cliciimduuny TpOMOOINTHYHHA ArCHTH W XCIIAPAN € OLICHEHA [IPH HTANUCHTH € OCTLP
mMuokapiacH viidapkr. Yecrorara Ha KJIMHWYHO 3HAYMMOTO KbpPBCHC ¢ OMJIA CXO/IHA € Ta3H,
11abJno 1agana [py CIHOBPEMENHO TIPHUIIOKEHUE 11a TPOMOOAUTUYHN ai'cHTH ¥ xCuapun ¢ ACI
rouka 4.8).

{ lecmepouonu npomusoswvinarumennu cpedemea (HICHBC): B xiiMinuno npoyusatic,
3paBKH 100POBOJIH, CHHOBPCMCHHOTO LIPHIMKCHUC Ha KJIIOHHIOUPCIE 1 HAITPOKCCIN 110




OKYJITHUTE CTOMALIIHO-YPCBIN KpbLBOW3IUBH. [Topaiy annca ra npoy4satis 3a B3aUMOJICHCTBHS ¢
apyiv HCIIBC obaue, nonacTosiiliemM HE ¢ SCHO J(ajlh MMa MTOBHHICH PUCK OT CTOMAIHO-YPEBHO KLPBCIIC
¢ scvuky HCYIBC. Caenosarendo FICIHIBC, sxinountenno COX-2 nuxuburopu, W Kiolujiorpe mpsaodsa
2ia CC NpUJIaraT ¢AHOBPEMEHHO ¢ [TOBULICHO BHUManue (BK. Touka 4.4).

Cenexmuenu unxubumopu na obpamnomo 3axeawaite na cepomonuia (SSRIs): e karo SSRIs
HOBJIMSIBAT TPOMOOIMTHATA AKTHBAIIMS ¥ HIOBHIIABAT PUCKA OT KbPBCHC, C/IHOBPCMCHIOTO
npuiiokenue Ha SSRIs ¢ kionuyorpest tpsadsa Jla crasa ¢ HOBRINCHO BHHRMAIHC.

Jpyeo convmemeawo nevenue: Thit kaTo Knonuiorpen ce meradosmsupa vactnuio o1 CYP2CI9 no
HCrOBHUS aKkTHBEH MeTaboluT, OMaKBa cC yrioTpebara 11a JICKAPCTBCHH 1H{POJIYKTH, KOUTO HHXHOUpaAT
AKTHBHOCTTA HA TO3U CH3UM, /14 10BE/IC 0 NOHWMKEHH JEKapCTREIIM HHBA Ha aKTUBH WS MCTaDOJINT Ha
kjronnjorpelt. KnunuyHaTa 3HaquMocT Ha TOBA B3aMMOJCHCTBHE ¢ Heuadciica. Karo 1ipejnasia
MSIDKA He TpabBa Jla ce M310I3BaT eanopeMenno cuniun wiy ymepeuu CYP2ZC19 unxuburopu (8.

TOUKH 4.4 1 5.2).

JlekapcTBCHUTE NPOAYKTH, KOUTO Ca CHJIHKH WIIK YMepeHH HEXnOuTopu na CYP2CI19 sriitousar
HAIIPUMEP OMCIIPA3oJl 1 €30Merpasoll, iyBokcamMuH, (BJiyoKCeTHH, MOKNOOEMH/I, BOPUKOHA30JI,
du1yKOHA30J1, TUKJIIONKAUH, KapbamaiciiiH U egasupellll.

Huxubumopu va npomonnama novna (PPI): omcupaszon 80 mg BC/IHLXK JIHCBHO, ITPUJIOKCH 110 CIHO M
CHILLO BPEME C KIIOIMAOIPEI MK C MHTCPBAI OT 12 vaca MCKILY HPHIIOKCIIHSTA i IBCTC JICKApCTBa,
HAMAJISIBA CKCIIO3HIMsITA Ha akTuBiivsg meraboint ¢ 45% (narosapsania )103a) 1 40% (nojurmpxkania
no3a). Hamancuuero ¢ eynps3ano ¢ 39% (Harosapsama jio3a) v 21% (nojyrnpxailia jlo3a) HoHmxkanane
Ha HHxubupanero na rpombourriara arperaiins. Q4akpa cC C30MCIIPA30I1 J1a 110Ka3sa 11010010
B3aMMOJICHCTBUC C KIIOIHIOI'PEIL.

Cr,0010aBatiH ca [IPOTUBOPCHUKBH JIAIIHK OT KIIMHUMHHTC 3aKJIIOUYCHHS 3a 1T0B4 (PapMaKOKHKIIETHYIO
(OK) dhapmakoaunamuduo (O}) B3aumojeAcTBIE OT Iiiejilia TOUKA HA 3HAYNUMH ChP/ICHHO-ChIIOBH
CLOWTHA W OT 00CCPBAIIMOHHN Y OT KJIMHAYHY Tpoydralus. Karo npejinasia mapka ne mpsdna Ja e
H3110JI3BAT CIIOBPCMCIIHO OMENPas3oit NIIK e30Melpasoli (BX. Tovuka 4.4).

Habntonasano e 11o-cnado M3pascHo 1oHHKEHHE Ha MCTA00IUTIIATA CKCLIO3HILKS C 11aHTO1Pa30)l Hilk
Jjransolpason. Inasmerure KoHICHTpalMK 11a akTUBLKs Meraboiut ca nonukenun ¢ 20% (narosapsalla
Jlo3a) v ¢ 14% (1nojurbpakaniia J103a) no Bpeme Ha ChIrbTCTBAIIO JICUCHHUE C NanTonpasol 80 mg BeiAHbK
JHesHo. Tosa ¢ CBRLP3aHo ¢ HOHMKCHKC 112 CpCANOTO HHXHOMpane na tpomOonmriara arperaius ¢ 15%
u 11% chorserHo. Te3n pe3yiTaTy 10Ka3Bar, Ye KJIOUKOIPCil MOXKE Jla ObIC LIprtarait ¢ 1atTolpasoll.

Hsima JOKA3aTCNCTRa, 4C JIPYTIrd JICKApCTBCHH 1TPOJYKTH, HAMANIARALK CTOMalliHaTd KHCCIHITHOCT KaTo
H; 6JI[)KCPH'I'C HJIH aHTHANIHWIHTC TTOBJIKABAT au'm'rp(}mﬁmm'rua'ra AKTHBHOCT d KJIOITH/(OI'PCIL.

Hpveu aexapemeenu npodykmu: 34 1pOyUBAHC 1Ha HOTCHIMANNN PapMAKOJHNAMHUYIIN 1
hHapMAKOKHHCTUYHN B3aMMOJCHCTBUA HA KIOIIHIOIPC U JAPYI'Y ChILTCTBAINM JICKAPCTRCIN 1IPOJAYKTH,
ca 1IPOBCJICHN 3HAUKUTEIcH Opolt knunHyy npoyusanus, He ca nabinojlananm KIMHHYHO 311aUHMHU
(hapMaKoIMHaMHU4HU B3aUMOJIENCTBUS, KOraTo KIOTIHAOIPEH ¢ IpHIIaran ¢iioBpeMEeting ¢ areionol,
UMM, WK € aTCHOJION ¥ UHPESIHUITHH 3ac/H0. PapMaKOANHAMHMYIIATA AKTHBHOCT Ha KJIOIW[01'PC)
¢ CC IIOBJIMABA 3HAYMUTCIIHO [IPU C/IHOBPCMCHIIO LIpUIIoKeHUE ¢ (penobapdburall Mtk Corpg4
(DapMaKOKHHETHKATA HA JIMFOKCUEH WIIKH TCOMUIINN HIC CC NPOMENHS OT C/IHOBPCMCHIO L]
KHOTIJIOTPEN. AHTHANMAMTE HC NPOMCHAT cTetienTa na abecopdilns na Kionujiorpe.




Jlannm ot npoyusanetro CAPRIE nokaznar, e decHutonit ¥ TondyTaMHjlL, KORTO CC MeTabosnsnpar ot
CYP2C9, Ge3onmacio Morar Jia ¢ce npyadrar ¢ {HOBPEMEHHO C KIIONKI0Ipe.

Jlekapcmaenu npodykmu, cybempamu na CYP2C8E: 110Kka3ano ¢, Uc KJIOI#OIPCII 1I0BHINABA
CKCIIO3MIIMATA HA pellarsinHK/L [IpK 3ApaBy jlobposoiid. /a vitro npoyuBatug 110Ka3par, 4e
HOBHUILABAHETO HA EKCIIO3HIIMATA Ha penariiniHul ¢¢ AbJoKH Ha uuxubupaiie na CYP2C8 or

IIOKY poHOBUS MeTaboNIMT Ha Knonuaorpen. [Topajiy pyucka oT noBHIlaBaNlC Ha NIa3MCHUTE

KOHIICH TPAlIMH, SIHOBPEMEHNOTO MTPUIIOKEHUE Ha KITOIWJIOTPEIT H JICKAPCTRA, KOWTO CC CIIUMUHKDAT
npesuMio upez CYP2C8 mctabosnznM (Hanp. penariviul, HakjJMTakee), Tpadna na ce npejipuema ¢
IIOBHIIICHO BHUMAHHe (BXK. Touka 4.4).

(Ocpen uudopMalnaTa 3a clicPpruuyTe JIEKapcTBeHH B3aHMOACHCTBHS, [IPCICTABRCHA 110-1'0pPC,
IPOYYBAHUS 33 B3AKMOJICACTBHS C KJIOLMUJOIPEH Y HAKOW JIPYI'H JICKAPCTBCHH LIPOJYKTH, NpHarany
HECTO 1IPH 1TAIIMEHTH ¢ arepoTpoMOoThuliK 3aD0IsBalns, HC Ca IPOBCK/Iann. | lanueHTHTe, yyacTnaiv
13 KIMHAYHKTC W3IWTRANKS C KJlolkjorpes obaye, ca nollydasain 1ojsM Opoi ChlibICTRalliu
JICKAPCTBCHM 1POJIYKTH, BKINOUBANM iy peruuy, bcra Ohoxkepn, ACk-uxuburops, xajncesu
ANTArOHUCTH, XOJCCTEPOJI NOHMKABAIIM CPEJICTBA, KOPOHAPHHW BA30/MiaTaTopy, aliTH/InabeTHH
Cpe/ICTBA (BKJIIOUYMTENHO UHCYJIMK), anTHenmienTnuny cpejactsa, U GP 11b/11a anrraronvcTy 6¢3
JIOKA3aTCJICTRA 3@ KIMHHYHO 3HAYUMH HCXKENIAHH B3aUMOACHCTBHS.

4.6 Pepruianrer, OpeMennocT H KbpMCEHE

bpemenpocr

| lopa/i1 siMIica Ha KITMHUYHE JaHHH OTHOCHO CKCIIO3HIUATA HA KIHOIKWHOrpet 110 BPCMC Ha

HCMCHHOCT, 32 IPCHIIOYATAHE C KATO (1pe/ina3ia MApKa Jia e cc M3110J13Ba KJTOTIHJ10I'PENl 110 BPCMC Ha
NCMCHHOCT.

S Oy

LKCHEPUMEHTANHUTE HPOYUYBAHHMA 1IPH KHUBOTHH NC 1HOKA3BAT HPAKO WIK HCHPAKO BPCJIHO
BL3ACHCTBHE BLPXY OpeMCHHOCTTa, CMOPHORANIHOTO/QETANIHO PA3BUTHEC, PAXJIANCTO WK
IHOCTHATANHOTO Pa3BUTUE (BX. TOYKa 5.3).

Knpmene
H{.‘ C H3IBCCTHO JlaJIHn I{JIDIIHHDI‘DCJI ¢C CI{CI{].')CTHPH B ichpma'ra. llpnyquanm'ra IIpH AKHUBOTHH 110OKA3BaT, Y
KJIIOHUWILOI'PC CC CKCKPCTHPaA B MIsikoTo. KaTo npejiiasia Mapka, KLPMEHCTo He TpstOBa J1a 11pojibixaina

[0 BpCMC Ha JICHCIHTHCTO C KJIOHHUJIOKOH.

DOeprununrer
| IpoyuBaHmns Npu )KHBOTHY HE €A [HOKA3AJIM, HEC KJIOIHAOIPC) NOBIUABA (PCPTHIMTCTA.

4.7 Edexrn pLpxy cnocobunocrra 3a modupane n pabora ¢ Malinnu

]{JIOIIHHU['DUJ] HC FIOBIIHABA HIIA HHOBJIHABA llpC[[EﬁpE}l{HMﬂ cnocobnocrra 34 lllU(prHH{.‘f H pﬂGU’I’H C
MALIIHHHA,

4.8 Hexenann JeKapeTBCHH PCAKIIHH

Obotygenue na npodhuia na dezonacitocm

besonacnocrra na kKionwjorpen ¢ Ouia oncueHa upu noscde o1 44 000 vanteHTH, Koy,
B KJMITMYITH 1pOoyuBaHys, BKIOUBaIM Hal 12 000 nanenTv, sackysanu 3a |1 rojunia
13110, Kiopaorpes 75 mg/unesno ¢ cpastinm ¢ ACK 325 mg/nnesno 38 CAPRIL, &




¥L3PAcTTa, 110414 U pacarta. KOIHHHYHO 31HaUHMHTE HCKCIIAHH JICKAPCTRCIIKM peakIiiny Hnadiojilasaiu B
npoyusanmnsita CAPRILE, CURL, CLARITY, COMMIT u ACTIVE-A ca obcbiacuum to-)o0y. 13
JONBLITHCHUC KbM ONUTA OF KIMHUYHKTE [TPOYUBAlINS, 1ICHKCIAHY JICKAPCTBCHN PCaKItiH ca chobinasanu
W CHOHTANHO.

KLPBEHCTD ¢ HAal-4eCTo C’hﬂﬁﬂlﬁﬁa}lﬂ'l‘ﬂ pEaKLing KakTo NnpH KJIHHHYHHUTC IIDOYYBAHHUSR, TadKa H 1IPH
HOCTMAPKCTHHIOBHA OITHT, KBJICTO € cLoduiaBala 1iam-4ecTo I1PC3 ITHPBHH MCCCI| Ha JICHCHHUCTO.

13 CAPRIE, npu naumenru nekysanu ¢ knonugorpel miim ACK, obitara yecrora na knpscnie ¢ 9,3%.
YecToraTa Ha TEXKHTE CIy4Yau ¢ ¢Xo)1Ha NpH kinonugorpest n ACK.

3 CURE, ue e vabnonanasn 11o-rojism 6poi Ha cirydan Ha MacHUBHO KhpPBCHE ¢ KJIOIKorpell IBHOC
ACK npe3 irspsute 7 Jihy cligjl kKoponapeH daiinac 1pH naineHTH, KOUTO Ca CIIPENN TCpannsiTa
[TOBCUE OT 11CT JIHW 1IpCHK oncpallMsiTa. [ lpyd naumenTy, ocranaiyg Ha Tepains B 1IPOABLIDKEITHE Ha S
JiK ClICH KopoHapHus Oaiiliac, yccrorata Ha ciydanTte ¢ 6una 9,6% 3a knonuporped imoc ACK, u
6,3% 3a 1utaricbo nmoc ACK.

3 CLARITY e nabmojiarano o01io yBeauucHNAE Ha KxPBEHETO B I'pynara kioijiorpen njioc ACK
cupsimo rpynara tia nnaneoo nimoc ACK. Yecrorara na MacuBHO KbPBCIIC UPH I'PYITNATC € CXOLIA.
Tora ¢ HabmoNABAHO W B MNOJIFPYHWTC OT NAMCHTH, OHPECIICHCHU 110 XaPAKTCPHCTHKH Ha U3X0/IHO
HABO H BHJIA HA PUOPHHOJIKTHYHOTO HIIN XELIAPHHOBO JICHCHHE,

3 COMMIT, obuiara yecrora Ha Helepedpalio MaCHBHO KLPBCHC HJIM LICPEOPAIIHO KhPBCHC ¢ HUCKA U
CXO)IHA U TIpH JIBETE I'PYIIH.

B ACTIVIE-A vecroTtara Ha MacMBlO KbPBENHE € 110-BUCOKA B I'pynara na kionunjorped + ACK,
OTKOJKOTO B rpynata nHa nnancbdo + ACK (6,7% crpsimo 4,3%). MacuBhoto KbLpBene ¢ OWII0 1iasio or
CKCTpaKpaHuancH 1pou3xo/l B Asere rpynu (5,3% B rpynara Ha knonuaorpes + ACK. 3,5% B rpynara
na mianebdo + ACK), rmapuo ot racrpo-unrectunannus tpaxt (3,5% cnpsimo 1,8%).

Habyionasano ¢ npekoMepno MilTpakpaHHaiHO KbPBEHE B 'pyliara Ha kjouuniorpei + ACK cnpsMo
rpynara na niaiebdo + ACK (1,4% cnpsimo 0,8%, chorseTHo ). He e nadlio/laBana cCraTHCTHUCCKH
3HAYUMa pazJIMKa B YccToTara Ha ¢aTtanno knpsehe (1,1% B rpynara na knoiyjiorpes + ACK n 0,7% i
rpynara ta wiaiedo + ACK) u xemopariuen eyt (chorserio 0,8% u 0,6%) Mex Ly JIBCTC Ipyliu.

{adruken cnucobk na HEJICEAantme peartuu

[ {exe:1aluTe JICKapCTRCHU PCAKIIHY, HACTLITHIH O BPCMC 11a KJIUHUYTIHTC [IPOYUYBAHHS MJIK CHODNICHN
CHONTAIHO, Ca IIPCICTABCHM 1H10-/10)1Y. T'aXHaTd YecToTa ¢ O1PC/IC/ICHA BL3 OCHOBa Ha clic/HarTa
koHBeHMs: deerd (= 1/100 jo < 1/10); niedectv (= 1/1 000 jio < 1/100); pesku

(= 1710 000 no < 1/1 000); muoro pehku (< 1/10 000), ¢ HEW3BCCTHA 4CCTOTA (0T HAJINYHUTC Jlaltiu HC
MOXKC j1a ObJIC HallpaBeHa oulCIKa). BhB BCCKH CHCTEMO-0OpIancH KJIac, HOXCIJIaHWTC pcakIliMH CC
130posBaT B HU3XO)SIL] PE/L 110 OTHOILICHHUE Ha TAXHATA CCPUO3IOCT.
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*JlalHK, CBBLP3EHKU € KIIOITHAOIPell ¢ HCH3BECTHA YCCTOTa

Cno0lilaBaHe Ha NOJI03MpaHy HEeXelaHH peaKiuy

C100111aBaHCTO Ha [10/I03WPAaHK HEXEaHW Ppeakidy CJ1¢]l paspetanance 3a ynorpeda na ackapcrscius
NPOJIYKT € BaxxHOo, ToBa 1103ROAABA J1a 1IPO/IbJIKH HAOMOEHUETO Ha ChOTHOUICHKETO 110J13a/PHCK 34
JICKApCTBCHUS NPojiykr. OT MCJAMIMHCKUTE CNICHHAJIMCTY CC U3UCKBA /14 ChODIIABaT BCSKa 110]t031pdlla
Hexenada peaxiins upes: Ysnbianurenia arciums no aeckapersara yi. Jlamsu ['pyes™ Ne 8§, 1303
Codusi, Ten.: +359 2 8903417, yebeaitr: www.bda.bg

4.9 lIlpenosupane

[ [pCcio3MpatcTo B pe3yiTaT Ha HPUIIOKCHUE HA KIOHHIIOTPE)I MOXC J1a JIOBCJIC JIO Y)IBLJIKCHO BPCMC 114
KBPBCHC W 1IOCIIC/IBAIIIMTE YCIIOXKIICHUE OT KhPBCHCTO., AKO BL3HHKIC KLPBCIIC, TpAOBa J1a CC NPUIIOKH
HOJIXOjISLILA TepallysL.

lic ¢ ycranoneint aHTuioT Ha apMakonorydnara aKktuBIocT Ha KIoHKJorpeil. AKO ¢ HeoDXo/uma
ezabaBHa KOPCKIMA HA YIBIPDKCHOTO BPEME HA KLPBCHC, rpatichys3ns HA TPOMOOLMTHA MACa MOXC Jla
IPOTHBOJICHCTRA HA CPCKTUTE HA KIIOMHAOIPCIL.

5. OAPMAKOJIO'HYHHU CBOUCTBA

5.1 (PapmakoIHHAMHYHH CROHCTBA

(DapmMakoTCpancBTHYHA I'pyla: MHHXUOHTOPH ta TpoMOOIIKMTHATA aiperallkg, ¢ U3KIoYeHHC 1A
xenapui, A'TC ko BOTACQO4

Mexatun3bm na JICHCTBHE

Ktonuiorpedl € 1pejuicKkapeTso, iU o7 4YriTo MetabolivTi € MHXHOWTOP Ha TPOMBOIMTTHATA

arperauns. Kitonuyorpen mpsibea na 6uiie merabosnzupan or CYP450 cnzumuyre j1o nonyyasane ua
AKTUBI M MCTaDOJIMT, KOWTO HIIXHOUpa TpOoMOOIIMTHATE arperaliud, AKTHBHEAT Mc1adoNUT Ha
KAOUWILOIPEI CCIICKTHBHO MEIXUDMPA CBLP3BARCTO Ha ajicho3ni ngochar (AJ1P) kLm
rpomOonriuTe My P2Y 12 peuciropu, v nocacasaiara A/ld-Mejivupana axriBalus ia
rankonporcun GPHb/Na komniiekca, karo 1o 1031 nadyvi Mnxudupa TpoMOoIIHTHATY 4l
| lopajin 11eOBPaTHMOTO CBHLP3BAHE, HOBIMSHKTC TPOMOOILMTH OCTABAT 3aCCINATH JIO KP3!
Kupor (HpudnuzntTenuo 7-10 JiHd) U Bb3CTaHOBABAHC HA HOPMaIIIATa TPOMOOIIMTHA r])y*




HACTBIIBA NPH CAC/IBAILIOTO MOKOJICHHC tpoMOonuTi. ' pomBoLTIaTa arperanys, [pein3suKkana or
Apyrw aronuncth ocsen AJ[D cuino ce nixubupa upes OiokKpatie Ha ysejimuenara TpoMOonuTiiaTa
aKrusalus or ocsobojicnus AJ[D.

B karo akTHBHUAT MeTabonuT ¢¢ obpasyra upez CYP450 cH3uMuUTEe, HHKOH O KOHTO Ca
noauMopdHK MIKN ca 0OCKT Ha HHXUOMPAHC OT APYI'H JICKAPCTBCHU IIPOJYKTH, HC BCUYKH [1AIIHCHTH
[[IC UMAT ajICKBaTHa TPOMODOIUTHA arperaiius,

dapmako/IMHAMHYHK CPEKTH

M1OroKpaTHOTO IPUNOKCHUE Ha 75 mg IHCBHO BOJIM 10 YCTORUNBO Huxubupane na AJlOD-
HEJlYIIHpalaTa TpoMOoIiHTIA arperaliig OT IILPBUS JICH, KOCTO IIPOI'PCCHBIO HApACTBA U JIOCTHTa
craljdonapHo ChCTOSHUE MCXJLY 3 M 7 )ienl. [ Ipu cTalinoHapio CLCTOSHHUC CPLJIHOTO HUBO A
nixubupane, rocruriaro ¢ 75 mg jiuesno ¢ Mexily 40% v 60%. Tpombonurhara arperanus u
BPCMCTO Ha KbPBCHE NOCTCHICHHO CC Bh3BPLILAT KbM U3XOAHUTE CTORHOCTH OOMKIOBEIIO 5 JHU CIIC]L

HPCKHCBAHCTO Hd JICHCHHUTO.

Kiniuna chukachoct u 0e3otiacoct

lrezonacnoctrra ¥ euaciocTra Ha KJIoHUNoIrpell ca d1IM OICHCIIH B 5 JIBORIIO-CIICIW HIPOYHBaAHUS,
prinousiin niaj, 88 000 nanmenry: upoyunancro CAPRILE, cpasncnue na knonwirorpen v ACK, u
npoyusanusta CURE, CLARITY COMMIT n ACTIVL-A, cpasisisalili KJ1011M10rpeH U nianedo 1
JIBATA JICKAPCTBCHU NpojlykTa B kKoMOrHauus ¢ ACK n Jipyro cranapTHo JICHCHHC.

lpecen muorkapoen ungpapkm (MI), npecen mozvuen uncyam wiu yemanosena neputhepra
apmepuania borecm

| [poyysanero CAPRIE skmousa 19 185 nanucurtyu ¢ arcpotpomBo3a, Manugecrupana ¢ 11pecen
mMuokapie undapkt (< 35 j1un), npecen HCXEMUUCH HHCYIIT (MCHJLY 7 Jini U 6 MCCElla) WitH JI0Ka3aH4d
nepuepua aprepuanna dosect (IMADL). llauenTuTe ca paljioMU3KRpaHd Ha 75 mg KICHUOTPCIL AHCBIO
win va 325 mg ACK ¥ ca 1ipocic/icHH OT ¢/1Ha JIO TPH r'OJIMHKA. B 1nojurpynara ¢ MUokapieH uHgpapkt,
HOBEUCTO OT naiienTure ca nojyvanand ACK iipes irspBUTE JIHA Cli¢)L OCTPUS WHGapKT Ha MUOKap)/1a.

K ionuiorpes 3HaunreiiHo pealylidpa Yecrorara Ha HOBUTC HCXCMUHIY HIntacHTY (KoMOuHupatia
KpahHa To4Ka, BKJIIOYBAlllAa MHOKAPJICH HHPAPKT, HCXCMHUYEH MHCYHT M Ch/IOBA CMBPT) B CPABHCHHUC C
ACK. Tlpy npoBc/icHATE analIu3m Ha JcucHUe ca nabmojiasany 939 ynnmjicira 8 rpynara ¢
kionujrorpes v 1 020 B rpynara ¢ ACK (peaykis na ornocuresinins puck (RRR) ¢ 8,7% [95% CI: 0,2
Ao 16,4}; p = 0,045), xocro ¢horserersa 3a seekd 1 000 nanyerra nekyBaiv JiBe 1oJIMHMA,
JOILIAHUTCING NPSJIOTBpATCHY HCXeMHUYHK Huunienv npy 10 nanmenra |CL 0 1o 20| Anaimsnr na
o0NlaTa CMBPTHOCT KATO BTOPHYIIA Kpalia TouKad HC 110KAa3Ba 3HaYMTCIIa Pa3jiuka MKy
kaonuporpen (5,8%) n ACK (6%).

13 110/1pY110B aHAJIM3 CIIOPC)] CLCTOSHUCTO (MUOKapeH HidapKT, HCXCMHUYCH UuCY T Wltn L IAD) naki-
Ouaronpusitet ¢ epekta npu nandenrute ¢ [IAb (Jlocrura ce crarnernydceka 3HauuMOCT HPH p =
0,003), (ocoberio Te3n, KOUTO ¢a ¢ aHamliesa v 3a muokap)ied uHdapkr) (RRR = 23,7%:; CI: 8,9 1o
36,2) ¥ no-ciab {6e3 3navuma pasznuka cnpamo ACK) npu uanmerrrnre ¢ uneylt (RRR =73%:; Cl: -
57 no 18,7) [p = 0,258]. lpn nnanuenTure, BKIOUCHHA 110pajtn CKOPO HpCKapall MUOKap)ICl Hlifl)dpl{l
KJICHWJIOTPEI € 1H0-MaNKO epcKTHBEH, HO O3 craTucTHYecKa pasiinka cliipsmo ACK (RRR = 24
225,10 11,7 '

[p = 0,639]). JIoLaHATENHO YPe3 NOAIPYIIOBKS aHAIU3 110 OTHOHICHNC HA BL3PacTTy
4e CPEKTHT OT KJIOIKACIPES HPK HAITKEHTH HaJl 73 rojinitK € 110-¢)1ad o1 1031 npu




I'OJIHIH.

Tt karo B 11poyuBanero CAPRIE ne ¢ umaio BL3MOXHOCT 34 OllCHKa 11 CPUKACHOCTTA B OTUEAHNUTC
HOJAMPYIIM, HC € SICHO MaJY paslIMuHsaTa 3 PCAYKUMATA 1A OTHOCHTCIIIINA PUCK [IDH OTJICITHUTC ChCTOSITN A
Ca PCAIHU HUJIK Ca CIIyuanHm,

Ocmbp KOponapeH cunopom

| [poyusancro CURL: Bkinousa 12 562 nanuentu € ocThp Koponapen cuiipoM 0¢3 encpanns na S
cerMentTa (iecrabuliia creHokap/ivs il Mmuokap/icH ngapkr 6c3 Q 3u0C1() ¥ HAIIHUUCTO B ITLPBHTC
24 yaca OT HA4aJIOTO Ha OCTPHUA CIIM30/1 Ha I'PbJAHA OO0JIKA MIIM CHMITTOMH B PE3YJITAT HA HCXCMHUSL.

[ laquenrure Tpadsa na umar LKl npoMeHH, roBOpelly 3a IHOBOIOABMIE CC UCXEMHUS UM TOBHIIICHH
ChPJICUHH CH3AUMH WJIK Tponoiivi [ wiin T, B CTORHOCTH 110HE J1Ba I'B'TH HO-BUCOKH OT I'OpHE I'PaHull
a Hopmara. llaiinenTnre ce panlOMU3MPAT Ha KIOIIHIOIPC)l

(300 mg HaTOBapBalilla j103a, rnocneagana ot 75 mg juesno, N = 6 259) wiau miarcdo

(N =6 303), u neere rpynu B komOunanus ¢ ACK (75-325 mg BCAHDLK JIHCBHO) U JIPY U CTAH)aPTHH
repativi. [laiinensnre ca siekysatiu Jio | rojinna. B npoyusancro CURE, 823 (6,6%) naumcny
noayuasat egnospeMcuino n GPII/Ia peucirropiy airraronncTy. Xelapul ce 1puniara 11pH HoBeUC o
90% OT NalMUeHTUTE, KATO OTIIOCUTEIIHATA YECTOTa Ha KbPBCHC MCX/lY KJIONKA0rpes U naiedo ie ¢
OHJ1a 3HAYMTCIIHO HOBJIMAHA OT C/IHOBPCMCHHATA TEpaNKA ¢ XEIlapHH.

bpOST NalHCIITH, HPKH KOUTO ¢a HabJlo/laBaly CLCTOSNKS, OTIORAPSIIA HA KPHTCPHHTE Ha IILPBHYIIATA
Kpaitla Touka [chpjicuHo-chioBa cMnupr (CV), Muokap,ie vngapkr (M1) wim uncyar|, ca 582 (9,3%)
B rpynara Ha kjuonuiorpen u 719 (11,4%) B unaiebo rpynara, pciyKins Ha OTHOCHTCIIHAA PHCK C
20% (95% CI: 10-28%; p = 0,00009) B rpynara Ha knonujiorpen (1 7% pejiyknus 1a OTHOCHTCIIHUS
PHCK NPH KOHCCPBATHBHO JICUCHUE Ha naiteryTe, 29% 11py naupascia HCpKy rania TpaHciiy MUHAIHa
koponapua airuoiiactuka (PTCA) ¢ wim 6¢3 creit v 10 % npu nanpasel KopoHapio aprepualice!
Oarnac (CABG)). HoBY CbpACYHO-CBLJIOBH HHIIMICHTH {IILPBHAYIE KpaHHA TOUKA) 2 11PEIOTBPATCHH ¢
pC/YKIMS Ha ornocuTentivs puck ¢ 22% (Cl: 8,6, 33,4;), 32% (CI: 12,8, 46.4), 4% (Cl: -26.9, 26.7).
6% (Cl: -33,5, 34,3;) u 14% (CI: -31,6, 44,2) crorBerno 1ipes 0-1, 1-3, 3-6, 6-9 1 9-12 mcceynu
nirrepnany Ha npoyusaliero. Cieil Tpethst mecell, Gaarotpusrinstt eexr, nadlionanan B pynara ia
kionujerpen + ACK nie napactea nopeyc, H0 pUCKDLT OT XCMOparus octasa (Bx. Touka 4.4).

YuorpeGara na knonujaorpen 8 CURE 1ipoyuBaHcTo ¢ cyhp3ala ¢ HaMalsBaie Ha 11eo0XoAMMOoCTTa OT
tpoMbonnTHana tepaiins (RRR = 43,3%: CI: 24,3%, 57,5%) v GPIIb/Illa uixuburopn (RRR =
18,2%; CI: 6,5%, 28.3%).

LposiT Ha HAUUCHTUTE, IPH KOWTO €A HACTBIIWIIK ChCTOAHUS, OTI'OBAPSIIH 1A KPHTCPHHTC 32
JolLITenHara ir.puyna kpafina rouka (CV ecmbpr, Ml, MO3LYCH HHCYIT KK pedpakrepHa
nexemus) ¢ 1035 (16,5%) B rpynara na kaonujorpen v 1 187 (18,8%) B unaiebo rpynatra, pejlykiius
nHa orHocHTens puck ¢ 14% (95% Cl: 6%-21%, p = 0,0003) B rpytara na gionpnorpen. 1'o3u
OJArONPUSTCH CHCKT CC IBLIDKY NPCAMMHO 1A chCKTa HA KNOIHJIOTPC) BLpXY MHoKaptins uiidapkr
1287 (4.6%) 1ipy rpynara na kaonwporcst u 363 (5,8%) nupu nnancdo|. tHe ¢ nabuopanan edekr
BHPXY HCCTOTATA 1A PCXOCIIATANMIALIMATA [1pY HecTadria CTeHOKap, (M.

FUE}’JI'I’H'I'H'I‘C, IMOJIYHCHHK B I'PYITHTC C PA3JIKMHHK XapaKTCPHUCTHKM (IIHHp. ticcrabuiina CTCHOKAMIUA HIIA




KJIOIKWI0rpe 38 KO-IIbpBUHHaTa Kpaiiia Touka (CV embpr, Ml MO3LUCIH HHCYNT) H CHILO 3HAUHUMO
RRR o1 23,9% 3a ko-BTOpHYHaTa kpaiita rouxa (CV cMmnupr, M1, Mo3buel vucynT uiu pegpaxrepra
nexemust). Ocsell TORa, NpodunbT Ha 0€3011aCHOCT HA KIIOTIHJI0IPCI B Ta3H 110J1'PyNa 11AUMCHTH HC
IPCAN3BUKA 119KaKbB ocobeH npobinem. Cle)(0BaTe/NO, PE3YIITATHTE OT Ta3u 110)Irpyna ca 8
CLOTBCTCTBHE C ODIUTE PE3YIITaTH OT MPOYUBAHCTO.

biiaronpusiTHUAT €PCKT HA KJIONHAOIPEI € HC3aBUCHM OT JIPYI'0 CIICIINHO U HTPOABLIDKHTENNIO
CHP/ICHHO-Ch/10BO cucHue {kaTo xenaput/ LMW1, GPIIb/Ila airrarotnery, nunujo-pesytnpaitiv
neKapeTBeny HpoJiykTH, 6cra-Onokepn u ACE unxubnropn). Lipukacnocrra na xknonujiorpei ¢
olicrena Hesapiueumo ot Jio3ara Ha ACK (75-325 mg Beinbx JIHCBHO).

[lpn nanmenru ¢ ocrhp Ml ¢ cicraims na S'T-cermenra, 6c3onactiocTra ¥ cpuxacHocTTa 1a
KJIOIKI0rpesi ¢a OHIIM OLICHCHH B 2 paljIOMH3npany, iwialcho-konTponnpainy J(BoHHo-cJICI
uatidrsauus, CLARITY u COMMIT.

| Ipoyusaticro CLARITY sxintousa 3 491 nauuctti ¢ Haqano isa Ml ¢ §'1 cuicnailmst 8 paMkHte 11a
nocnejnure 12 vaca v 3aiuianysatio rpoM0oJIMTHYHO Jicuenue. almerrrure ca monyuuniim
Kioyorpel (300 mg uarosapiaing Jio3a, nociejBana or 75 mg/ien, n =1 752) uam inanedo (n = |
739), u jigere 8 kombunanms ¢ ACK (150 j10 325 mg kato natrosapsalila j1oza, NocIc/[BaHa o1 73 10
162 mg/;icn), GUOPHHOJINTHYCH arcHT, W KOFrato ¢ Ouio Hoaxoaso - xenapui. [lanuenrure ca
Hpocnejachu 3a 30 iy, ITbpsrunara kpaina touxka € KoMOWIIMpana 110s8a [ia 3alylicHa aprepus,
cyhpiala ¢ MHpapKTa Ha anruorpamMara rnpy U3IUCBane, WM CMBLPT Witn nosropes MI pe)
KopoHapHara airvorpadus. | Ipy naumnerry, 1py KOWTO 11C € IIpaBcHa anrdorpadust, ILpBUUNATa
kpaia Touka ¢ 6buna CMBPT WK MOBTOPEH MUOKap/ieH HigpapkT ji0 Jlen 8 uin j10 W3IIMCBAHCTO.
Tonynanusra naigdenTy e soousana 19,7% xenu v 29,2% nanurentn = 65 rojiiun. Qoo 99,7% or
natuenTuTe ca noayduim pubpunonnruiim (hnbpun cucunduunu: 68,7%, He-pubpunt criciiupHuHm:
31,1%), 89,5% xcuapuu, 78,7% 6era 6inokepu, 54,7% ACE vuxnburopu n 63% crarunu.

ernaneceT niporienra {15,0%) ot nanumenture B rpynara na kionvjporpen ¥ 21,7% s nnaredo
I'pyliaTa ¢a JOCTHIAIY 10 IMPBHUHA Kpallla TOUK4, KOETO tpejicTasiisna abcoNioTHO HaMAJICHHUE OT
6,7% u 36% oTHOCHTCIIHO HaMaJICHUC B 110J13a Ha xionuujiorpet (95% CI: 24, 47%,; p < 0,001), riasno
CI¥LP3AHO ¢ HAMAJICHUC HA 3a1YINICHH apTCepHU, cBBLpaip ¢ vidapkra. Tasu 1noisa ¢ bHuia nanmne soe
BCHYKH HIPE)BAPUTCIHO OHPCICICHH TTOJIPYHIN Na HAIMCHTHTE HO BL3PACT K 11041, JIOKAJIN3aI K fia
HIKPAPKTA M BM,1@ HA M3NOJI3BAHOTO GHOPHHOIHTHHHOTO JICHCHHC HIIH XCHIAPHH.

| [poyuraiero ¢ 2x2 dpakropuanen au3ainn COMMIT ¢ skinounno 45 852 nanumen v ¢ 1a4alio Ha
CUMITOMH l1oa03puTenny 3a Ml, ¢ nojkpensiim LK adbuopmun naxoaxu (nanp. ST enesaiius, ST
JICHIpecHs WK B Oejipet OJI0K) B pamkure 11a nocieinure 24 yaca. llanuenture ca noiayyniim
khomujorpen (75 mg/nen, n = 22 961) wiw nnaiedo (n = 22 891), 8 komOunanua ¢ ACK (162 mg/nen),
3a 28 JUHM WK )10 Handcpalic or donnunarta. I'lbpByunnTe kpaftlin TOUKK ca OHIHM CMBLPT 110 BCAKAKRBA
HPUYHMHAE U I1BPRE 10sBa HA pe-uudapkT, MHCYIT WK cMbPT. [onylianusra ¢ skinounana 27,8% xcuu,
58,4% nanucuru > 60 royunu {(26% > 70 ropuun) v 54,5% nanuciTi, KOUTO €A HHOJIYUHIIH
(PHOPHHOJIHTHIEA.

IK1o1m10pelt 31aUMMO HaMansBa OTHOCUTCIIHUAS PUCK OT CMLPT 110 BCSKAKBA lipHUMHa Cbe 7% (p =
0,029), ¥ OTHOCUTCIINKS PUCK 3a KOMOUHAIMATA OT pe-HudapkT, HHCYNT wi cMbPT ¢ 9% (p = 0,002),
KOCTO 1IpCACcTaBigaBRa adcoinoTHo Hamalcuue chorBeTHo o1 0,53% 1 0,9%. Ta3u 11o13a ¢ nanuue




acnupui cliejt ocrpa daza npu ACS ¢ onecueHo 8 ABC palioMu3npaliu, CloNCOPUpaHd OT U3C/IC/I0BATCIIS
npoyusanus (investigator-sponsored studics, ISS) - TOPIC u TROPICAL- ACS ¢ jlannm 3a KiKHU4CH
pe3yJiTar.

Kominunara 1on3a, KoSTo nokassar 110-MoiHuTe P2Y (; peletropis vuxXubuTopH, THKArpeJop u

1pasyrpell B TCXIKTE OCHOBHM 1IPOYUBAHHUA, € CBbP3ana che 311a4UMOo HaMalsBale na
DCIMJIMBUPAHIMTC HCXCMUYHY CLOMTHS ( BKIIIOUUTCINIO OCTpa M nojoctpa Tpombo3a na crenra — 81,
Muokap/iell nidapkt - Ml u cncinna pesackyiapuzanms). BbIpeky, ue HeXemMuunara 110J13a ¢
nocjcuoBarTena nNpes 1'bpeara 'oJMHa, 10-roJIMO HaMaICHHUC Ha HCXCMUYHUTC pelinimsy cie)l ACS ¢
nabionasato npes IbPBUTE JIHU ciejl 3ano4yBale Ha nedennero. ObparHo, nocieasainre (post- hoc)
aaIN3y NOKAa3BaT CTATUCTHHCCKH 3HAUMMO YBCIMUCHHUC 1A PUCKA OT KBPBCHE 1IpH 1to-mMotnnre P2Y ),
PEICNTOPHY UHXHOUTOPH, KOETO CC IOABABA IIPEAUMIO 110 BPEME Ha Nojyibpixainara hasa, cic)|

nupeus Mecell chien ACS. TOPIC u TROPICAL-ACS ca upennaznavery Jla M3CJI¢)(BaT Kak jia ¢
HamaysiT ChOMTUATE Ha KLPBCHE, KATO CC 3al1a3k CPUKacHoCTTa.

TOPIC (Bpeme na tpomBountno uuxnbupanc cicji ocThLp koponapel cmyjipom - Timing Of Platelel
Inhibition after acute Coronary syndrome)

Tosa panjioMu3npaio, OTKPUTO U3NUTBANC BKINOUBA HanmenTy ¢ ACS, xovto ce nyxjasrt or PCl,
| [aiiMenrire Ha acnupuit ¥ no-mouncH P2Y |, duiokep 1 6¢3 nexesato ChOuTHE B pAMKUTC Ha €)1
MCCCIL, Ca OHIIM paslpC/ICICHN Jla HPCMUHAT 11d (PUKCUPAHH JI03H aClIMPHIL 1DIIOC KO0 P!
(;lecckannpana Anoitia anrnrpomMoounia repalins - de-escalated dual antiplatelet therapy, DAPT)
WK JI2 TIPOTBLIKAT CBOSTA JicKapeTaetia cxema (nenpomerictia DAPT).

Anannzupany ca 0ouio 6435 or 646 nanuentn che STEMI mim NSTEMI, win neeradbunima crenokapams
(jlceckannpana DAPT (n = 322); nenpomeneiia DAPT (n = 323)). [pociicagpaic Ha unpBara 1rojiuya ¢
WigbpiichHo npu 316 naimentn (98,1%) B rpynara Ha aceckanupata DAPT u 318 nanuenry (98,5%) s
'pynara na neipomeiena DAPT. Meaunanara Ha npociic/isiBatie 3a ABCre rpyiu ¢ 359 num.
XAapakTepHCTUKHTE Ha H3CJIc/iBalaTa KoXopTa ¢a CX0/IHH B JIBCTC I'PYyIIH,

| I'pBUYHUSAT PE3YITAT, CHCTABHA TOYKA OT CHbP/IEUIIO-CBH/I0BA CMBPT, HHCYIIT, ClICLIHA
peBackysiapu3aius v kspsene 10 BARC (akajicMryeH U3cic/iOBATEIHCKH KONCOPINMYM 110 KLPBCHC -
Biceding Academic Research Consortium) > 2 na 1-sara rojinna ciic;i ACS, ¢ HacTbiidi 11pH 43
tanmenty (13,4%) s rpynara na sjecckanupaia DAPT v 85 nauumentu (26,3%) B rpynara na
nenpomenena DAPT (p <0,01). Tasu crarucTiyecky 3na4MMa paziiika ce jIbJIKU OCHOBHO Ha (10-
Maliko CLOMTHS Ha KbpBEHC, 03 j1a ce nadioaBa pasiivka 11py Kpalinre TOUKH 3a ucxeMus (p = 0,36),
joxaro kuppeHe 1o BARC > 2 ce nabnionasa 11o-psjko B rpynara Ha jiceckanupana DAPT (4,0%).
cipsMo 14,9% s rpynara na ncupomencia DAPT (p <0,01). Coburust na kbpaeHe, OLPC)CIICHH KATO
ey crencnid 1o BARC ce nabmionarar nipu 30 narimenry (9,3%) 8 rpynara na jicecckannpana DAPT
n 76 nanuenrni (23,5%) B rpynara na ncnupomcericua DAPT (p <0,01).

TROPICAL-ACS (UacicaBale Ha oTrosopa KbMm TPOMOOIIMTIIO HIIXUOKPAHC 1IPH XPOIIUHNA
anTUTPOMOOIIMTHA TCpallUs 32 OCTHP KopoHapel cCUHAPOM - Testing Responsiveness (o Platelet
inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

T'ona pamoMH3MPAHO, OTKPUTO NINUTBAHC BKAOYBA 2 610 110510XKUTCI NN 32 OHOMAPKEP HANHCHTH ¢
ACS cnen yenienina PCLL Tlausenrnre ca panjioMy3upaly Jla 10Jy4anar 11pa3yrpei S it | O-rrrae:
(Jinn 0-14) (n = 1309), unn npasyrpen 5 uan 10 mg/nen (Jinn 0-7), cnen koero ca ;Lccc 01%
Khoworpet 75 mgfien (Jliwn 8-14) (n = 1309), B kombunanns ¢ ACK (< 100 mg/ie 1 L

2-ust 1IN ¢




JICKYBaHW CaMo € Npasyrpedt ca NposbJKIIKN 14 1pasyrped s ipojbiokenue na 11,5 mecera.

JlcecKatnpanuTe NalMCHTH ca OKitk HOJUIOKEHK HA BUCOKOUYYBCTBHTCIICH TCCT Ha TpoMBoluTHa
pcaxrusioct (high platelet reactivity, HPR). Axo HPR ¢ > 46 caunuum, naiguerrture ca omim
cckanmpand obpartio Ha npasyrpen 5 wan 10 mg/nen 2a 11,5 mecena; ako HPR ¢ <46 eannuniy,
NALIMECHTHUTE Ca IIPOALIDKUIN Ha Kiontujorpesa 75 mg/inen 3a 11,5 mecena. CriepoBatenno Bojenlara
I'pylia Ha jieccKallaliug BKIIoUBa tiayuctTy na nupasyrpe) (40%) vnu knonunorpen (60%). Benuxu
lTAIIMCHTH ca 1NPOJABJDKHIIN HA aCITMPHUH K €a NPOCICACHH B LIPOABLJKCHHC Ha C/1Ha roJIKtia.

| I'npuunara xpativa rouka (koMOuNMpana 4ecTora 1a Chp/iCUHO-CL/I0Ba cMbpT, ML, nucysir u
kbpacHe 1o BARC = 27 ¢renrent na 12 Mecclia) € uairhiiicHa, KocTo 110ka3na e 110-Mallka
chukactoct. J{eperecet v et uandctTu {(7%) b6 Bojicinara rpyna na jiceckanaius v | 18 nanmenrru
(9%) B xonrpolara rpyna (p Ha Henngepuopntoet = 0,0004) ca umanu cnOuTue. Bojicmara rpyna na
JlECCKananys He ¢ JIOBCJIa JIo 1MoBHLIcH KOMOHHUPpal pUCK OT nexemudiig ¢uOuTHs (2,5% B rpyliata nia
jiecckanaius crnpsamo 3,2% B KoHrpoJiniata rpyiia; p na neungepuopnoct = 0,0115), uuro na
OCHOBHATA BTOPUYHA Kpaila Todka KhpieHe 1o BARC > 277 crenen ((5%) B rpynara na jiceckajiauus
clpsmo 6% B KolTpolinara rpyiia

(p =0,23)). Kymysarusnara dyecrota #ia CbONMTHS Ha KbpBClC 0T BCUUKH creneHu (knac 1o BARC | no
5) ¢ 9% (114 cnOuTHA) BLE BOJCHIATA Mpylia Na Aceckanalus, cupamo 1 1% (137 chonTus) B
koHTposinara rpyua (p = 0,14).

lpeocvporo muvocoerne

lHpoyusanusta ACTIVE-W n ACTIVE-A, oracanu nanursanns B nporpaMara ACTIVI:, sxmousar
HALWCHTH C LIPCACHPAHO MBXICHC (AlF), KOUTO HMAT HIOHC C/IMN PHCKOSB (PAKTOP 34 ChJIOBH
HHILWIEHTH. B3 OCHOBA 12 BKIIOYBALIWTE KPUTCPUH, Jickapute ca BritouBann B8 ACTIVE-W
HAITHEHTH, aKO ¢a KaHuJIWJIaTH 3a Tepanius ¢ anraronucT na suramun K (VKA) (karo sapgapui).

| Ipoyuaticto ACTIVI:-A BKIIOUBE HAHHCHTH, KOWTO HE MOTAT JIa 110jy4daBat jJcuciue ¢ VKA
HOpaiH HCBL3MOMHOCT WM HEXCJIaIUC,

| Ipoyurancro ACTIVI-W rokazsa, 4c JICUCHACTO € anTaroHucT Ha suramMud K ¢ Ho-chpekTiusio o1 toid
¢ kiotporpest 1 ACK.

| Ipoyusaneto ACTIVE-A (N =7 554) e MHOIoleHTpoBo, paiIOMU3NPAHO, JIBORIIO-CISIIO, [hiancbo-
KOHFPOJIMPANO NTPOYUBale, KOETo cpasHsiBa kionyjaorpen 75 mg/anesno + ACK(N=3772) ¢
hanebo + ACK (N =3 782). Ilpenopbuureniiara Jio3a 3a ACK ¢ 75 no 100 mg/anesno. Hanmenruie
Ca JICKYBEHH B IIPOJILJDKCHHE Ha S NOJIKHA.

Hauuenrrure, panjiomusnpann B uporpamara ACTIVE, ca O nanuenty ¢ jlokasaio 1peAChpAio
mbacclce (Al), T.c. unu nuepcucrupaine Al uinn naii-manko 2 enuvz3ona Ha MnTepMyaTenTio Al npes
HOCIACHHHUTE 6 McCeild, H €A UMAIIH HOHC ¢JIHH OT CIC/IHUTE PUCKOBH (haKTOpH: Bb3pacT 75 rojiutiy
WIH BB3pacT 55 10 74 rojiun; 3axapen jiHabeT, W3NCKBalll JeueHne, nin jlokasau npekapan Ml niu
JIOKA3aHO KOPORAPHO apTepHaNIHO 3abongaBaie; JICKYBaHHW 32 CUCTCMHA XUIICPTOHUS, [IPpEKapal HHCYIIT,
npexojtha uexemuuna araka {(TIA), min cucremen em@oi, koiro ue sacsra [[HC; siesoxamepha
JmchynKIMA ¢ (ppaxiMa Ha M3Tiacksale na sssa kamepa < 45%, Wi jlokasaita liepugephia Chjlona
donect, Cpennvst CHADS, peaynrar ¢ 2.0 (rpanvum (0-6).




anrnkoaryiaiTi {OAC) WK HCHOHOCHMOCT KbM HHKOC O JIBCTC ChCHUIICHHUSA,

CejiemjieceT W rpu tipoueiita (73%) ot naimenrure, sBkiodcHu s nipoydsancro ACTIVI-A, e ca dbnin
B CheTostue Ja npieMat VKA nopajiy 1pelicHKa Ha JicKaps, HEBB3IMOXKHOCT 3a MonuTopupanc na INR
(MCXIYHAPO/IHO HOPMAIIM3HUPaHO CLOTHOLICHHKE), ITPCANCHIO3HIIMS KBLM 11a/12H¢C WK TPaBMa Ha 171aBarta,
WK cricliH$rYeH PUCK OT KbpBeHe; 3a 26% OT naiMenTHTe, pelieycTo Ha Jickaps ¢ OHJ1I0 OCHOBAHO Ha

nexkeNaHueTo Ha naiuenTa j1a npuema VKA.

[ Tonynanusita nanmenTy € Bxjousana 41,8% xcuun. Cpennara swapacr ¢ 6una 71 rojunu, 41,6% or
nanucHrtare ca ounm 2 75 rouin. Qoo 23,0% o1 naidenTiTe ca nony4asalii autTuapuTMHUILH,
52,1% 6era-6a0kepn, 54,6% ACE-uuxubutops, H 25,4% crarHliu.

bposiT HA HAHMEHTHUTC, KOWTO €a JIOCTHIHAJIM IThbpBHYHATA Kpalina Touka (speMc JI0 NhpBRa 1105884 Ha
uucyir, Ml, cucreMmen em00iin3nLMm, kokro te 3acsra LIHC unu cpposa cmupr) ¢ Ouin 832 (22,1%) i
rpynara, JickyBaHa ¢ knonwaorpesi + ACK u 924 (24,4%) 8 rpynara na mnanedo + ACK (11,1%
HamalispaHne Ha ornocuTelinus puck; 95% Cl or 2,4% na 19,1%;

(p = 0,013), rnasHo Nopaay roJIAMo HaMaJIsBale Ha YccToTara na uHcyJrrure. Mucynrn ca sb3HHKNaim
npu 296 (7,8%) or nanuenrure, nonyuvasai kioumporpen + ACK v 408 (10,8%) or naiuenrure,
nonyuvanauy 1atebo + ACK (28,4% namansisatie na ornocurennusi puck; 95% Cl, or 16,8% na 38.3%:;
p = 0,00001).

|leiarpruyna uonyalus

13 iipoyusatic ¢ [HOBHILIABANC Ha j103aTa 1IPK 86 HOBOPO/ICHK WK Jica JI0 24 MeCCIta ¢ PUCK 34
rpombosa (PICOLO), knonvaorpen e onetssan 8 1ocigosateinm po3u ot 0,01, 0,1 1 0,2 mg/kg npu
osopojctu ¥ acua v 0,15 mg/kg camo 11pu nosopojienu. Jlozara o1 0,2 mg/kg nociura cpeicn
upotietrt na unxnbupane 49,3% (5 uM AJl®-nnjyunpana rpoMOoLUMTIIA arperatis), KOHTO € CpaBikuM
C TO3H IIPM BbL3PACTHH, HIPHEMALIK KJIOIWAOIPEH 75 mg/aienno.

13 panloMU3UpaHo JIBOINO-CisN0, napaiciio rpynoso npoyysane (CLARINET) 906 neanarpuynu
nangeHTd (HOBOPOACHM M JICUA), C IHANOTHYHO BPOJICHO Chpjicuo 3abosisisatic, ¢ n1ajJMaTuBHO
[HOCTABCH CHCTCMIIO-0CIIOIpoden aprepualicl UILHT, €a paAH)IOMHU3Mpanly ia npuemar kionuaorpen 0,2
mg/kg (n = 467) nin 11a11edo (n = 439) ¢)(HOBPCMEHIIO CLC CHILTCTBANIO OCHOBHO JEUCHUC JIO
MOMCHTA 11a BTOPHUS cTall Ha onepalusaTa. CpeiIHUST NCPHOJL MCHKLY HHOCTABAHCTO HA NANUATUBCH HIBLHT
M IrbPBOTO IIPUJIOKCHHAC HA U3NUTBAHMS JickapcTiacH npoaykr ¢ 20 jiu. ipubinanrenio 88% or
naiieHTHTe ca noiayyasany ciiospemennoe ACK (nnanasoun ot 1 10 23 mg/kg/nuenno). tle c
40J110/1aBaHa 3HAUMMA PAZIHKaA MCXLY TPYITHTC 110 OTHOIICHHC HA 1I'LPBHYNIATA ChETaBla KpaiHa
TOMKA Hla CMBPT, TpoM003a Ha NILHTA WK CLPJICHHA KITTCPBCHIIUS 110-pale o1 120-;thieBHa Bbh3pact
CHUCN CLOMTHC ¢ onpe/ciicHo TpomboTruucH xapakrep (89 | 19,1%] 3a rpynara na kiionunorpen 1 90
120,5%] 3a rpyiara na niancdo) (k. Touka 4.2). KupBCHCTO ¢ HAH-4CCTO CHLOOIIABAHATA HICHKC/1aHA
PCAKIMH H B JIBCTC I'PYIIH — HA KJonuyorpel v iancbo; karoe ve ¢ nadliojlasana 3HaunMa paslinka s
4CCTOTATa Ha KhpBEHC MEXAY I'pynuTe. T1py (bIrocpoyHo npocicigpanice Ha 0e3onacHoc ra lpH ToBa
IpOYUBANE, 26 NAIUCHTH C BCC ONIE HAJIMYCH II'bHT Ha CHOIO/IMIIING BBL3PACT ¢a [1oJyyaBaiy
kionuuorpeia 10 18-meceuna suipact. He ca nabmojiaBaliy HOBU ChODPANKCHHS OTHOCHO
0C3011aCHOCTTA 110 BPEME HA TOBA JBLATOCPOYHO NPOCIIC/ABAIIC.

Msnursanvsta CLARINET u PICOLO ca npose/ienu ¢ nanonisane ia 11purorscl pa3rsop Ha
KJlonujorper. B iupoyusasce na oTHocHreiniara OMOHaIMYHOCT 1IPH Bb3pacTHU, IIPHIOTBCHUAT
PA3TBOP HA KJIOIKWIIOIPC 1I0KAa3Ra CX0/111a CTCNCH ¥ MaJIKO NO-BHACOKA CKOpocT Ha abcopduius

na rifasiug MpKyJinpaill {Heakrunen ) MetaboNuT, B CPaBlICHHE ¢ paspeiictarTa 3a yi :
rafiIcTKa.




5.2 (DapMakoKHNCTHYHHU CBOCTBA

Abcopbuus

Cuielt €iHOKPATHO ¥ MHOIOKPATHO 11Epopanio NPUIIOKCHHUC Ha JIO3H OT 75 mg JIHCBHO, KIONHJOI'PCI!
ce abcopbupa 6np30. Cpeinvre MakCHMaliHK 1JIa3MCHY HYUBA HA HCIIPOMCHCHHWSA KIIOIIH/0IPC)]
(upubnusureino 2,2-2,5 ng/mi cnejt ¢jiioxparua 1epopaliia Jlo3a or 75 mg) HacThIIBaT
npudimsytenno 45 munyTy cnejt npucem. Abcopbumsita ¢ nait-maiiko 50%, Bb3 0CHOBA HA CKCKpeiiUsTa
C ypuHara na McTabonTvIe Ha KIJIOIWIorpen.

Pasiipe)ieiciiue

Knonuorpe)l ¥ IIaBHUAT IIMPKYJIUpaill (HeakTUBeH ) METaboJIHT ce CRLP3BAT 0OpaTUMO in Vifro ¢
YOBEIIKKTE 111a3MeEHH 1ipoTenlin (ChoTBETHO 98% U 94%). fn vitro, cabpiBanero He 3aBucy oT CrencHTa
l1a 11acHILaHe, NPYU NIKPOKK IPatnIY 11a KOHIICHTPAIUATA.

buorpaHcpopmalus

KJioumaorpen ekereH3nBHO ce MeTabosiuznpa B uepnus jpo0. In vitro v In vivo kionujorpen cc
McTabojIu3upa no j1Ba 0CHOBHH MCTaBOJIMNTHY ITBTH: CUHH, OCBLINIECTRABAH OT CCTCPA3U U BONCIIL N0
XMJLPOJIK3d W 110JIY4aBaHE HA HCAKTUBHW JICpUBaTH Ha KapbokcuiioBara kuceauna (85% or
HHPKYJIHPALINTE MCTAOOIHTH), U JIPYT, OCLIHECTBIRAH O MIOXKCCTBO LMTOXpOMi P450.
Kaornmnzorpen nLpio ce mcrabosnzupa 10 2-0KCo-KJIONUI0rpesl MCHIMIICH MCTabonT,

| locuepainusr MeTtabonu3LM Ha MEXIMIHNS METabOoUT 2-0KCO-KJIOIUI01'Pe)I BO)IH /10 oDpa3yBaHe
Ha aKTHUBHUSA MCTA00JIUT, THOJIORB JICPUBAT HA KNOIHAOTpeN. AKTHBHUST MeTabonnT ce obpa3yna
npeanmio ot CYP2CI19 ¢ yuactuerto na nskonko apyru CYP cuzumu, sxmounrentto CYPIAZ,
CYP236 1 CYP3A4. AXTUBHHST TROJIOB METAOOJINT, KOWTO ¢ U30JIMpall in vitro, CC CRLP3BA OLP30 H
HeOOPaTUMO KbM TPOMOOIIMTIIMTC PCIICIITOPH, KOCTO HHXHOHUPA TpoMOOIIHTHATA dIperalius,

C,..x Ha aKTUBHHUS MCTABONUT € ABa 1I'LTH NO-BUCOKA CIC/] ¢/IHOKpaTHa HaToBapBania Jio3a o1 300 mg
KJIOIMJIOUPC, OTKOIKOTO CIIEA 1IpHJIarale Ha nojyiLpxaiia Jiosa or 75 mg 3a yerupy Jinn. Cmax cc
JocTira npubanzyrentto 30 10 60 Muuy TH el npuiaratic.

L JIMMUHUpPAaNE

Cnien nepopasicn IpHeM Ha mapkupai ¢ C kionuaorpedt Hpu xopa, npudumsnreitno 50% cc
CKCKpPETHPa B ypuuaTta 1 okolio 46% ripes dexkanunre 3a 120 vacos Hirrepsan cicjt npuema. Caen
C/UIOKPATHA lIcpopaliia j103a OT 75 mg, KIIOIHA0rpe:l UMa HOJMYXKUBOT OT IPUBIIM3KTEIN0 O vaca.
FAMMHHAIIMOHHWAT 110J1YKHUBOT HA OCHOBHHMS LIMPKYJIMpalll (Heakruncli) MeTabosuT ¢ 8 vaca ciejl
C/IHOKPATHO MJY MHOI'OKPATHO HPHJIOXKCHHUC.

BapmakoreneTuka

CYP2CI19 e Bkniouen BbB GOpPMUpANCTO Ha aKTUBHWA MCTAabOIIMT N f1a MCAIMHHUS McTaboJInT 2-
OKCO-Kilonn1orpeil. GapMakoKHHCTHKATA U aHTUTPOMOOIMTHUTC CHCKTH 11d KON/ (OI'PCIT, H3MEPEHH
4YPC3 aBANN3 Ha ex vivo TPOMOOIIMTIA drperallks, ¢e pasiiHdasar 8 3asucumoct o1 CYP2C19 renorunna.

CYP2CI19*] aneirsT ChOTBETCTBA 1A 1suioctren gyukiMonaicn Mceradboiuiasm, Jlokaro CYP2C19*2 u
CYP2CI19*3 ancaunre ca nepyuknmonaiy. CYP2C19*2 u CYP2C19*3 anenvre ca o110BOpHHY 32 110-
roJIsMaTa vacT oT namalicuara pyikuus npu chabnre meradosimzatopu ot Osiiata (85%) M asnarckara
(99%) paca. /[pyry anciu, cBLP3aly ¢ JIUIICBAIIL AIKH 1amalicH MeTaboitn3nM, €a H0-MAJIKO YCCTH ¢
sinoupar CYP2C10*4_ *5, *6,*7 v *8. I laumeur cue craryc Ha ciiad meradosin3arop, HIC 1uu

JiBa aJledia, OTIOBOPHHM 3a 3aryba na Gynkius, Kakro ¢ olpeieIcHO Ho-1ope.

| lyOnnkyBaHure yectoTH 3a ciabute CYP2C 19 Meraboiinsupaltiv I'CHOTHIIOBE ca lip
2% 3a Bstnara paca, 4% 3a yepnara paca 1 14% 3a kuraiuure. CobUICCTBYBAT TCCTORBS




onpeicisine na CYP2C19 resoruna na naiicia.

Kpberocano npoyusatic npu 40 3ypasn jobpososium, 1o 10 8B Besika ot uctupure CYP2C19
MCTabOoMU3Npaly rpynu (KpanHo Obp3u, CKCTCH3UBHU, MEXANNNN KW ¢/1a0W MeraboJIM3aTOpH) OlCHABA
dhapMaKOKHHETHKATA U aiTUTPOMOOLUTIHUTE OTrOBOPH NpK J103a oT 300 mg, nocne)iBana or 75
mg/iaHesHo ¥ 600 mg, nociensana ot 150 mg/juiesiio, BCska 3a 00110 S Ay (cTaingonapHo
cheTosiHUe). He ca HabniojiaBaty ChIICCTRBCHU PA3NKKK B CKCIIO3KRUMATA HA AKTUBHHSA MCTAabOUT 1
cpeanoTo uixubrpanc na tpomoounTiiara arperanvs (IPA) mexay xpaino Obp3nTe, CKCTCHIUBHUTC H
MexinnnuTe metadbonuzaropu. [Npu cnabure MecTaboNnnU3aTopH CKCHO3UIIHSATA HA aKTUBHUS MCTaboAKT
¢ Hamasiena ¢ 63-71% B cpaBHelide ¢ ckcreH3upinTe MeTabosnzaropu. Crci exema ua Jiosupaie 300
mg/75 mg, aHTUHTPOMOOIIMTHHTE OTIOBOPH Ca MOHWKCHH MPH ChadHTe MeTadoJH3aTOPH CLC CPEeAHD
[PA (5 uM ADP) o1 24% (24™ yac) 1 3 % (nen 5) B cpaeienue ¢ IPA or 39 % (24™ yac) » 58% (Jien 5)
IpU ekeTeHanBHUTe Metabonnzaropu v 37 % (24-n uac) 1 60 % (1cH S) npu MCX)IMHHUTE
meTabonuzaropu. Koraro crnabure merabonuzaropu upuemar 1o cxema 600 mg/150 mg, ekcnozdnmsra
lla aKkTUBHUS MCTaboIIHT € No-rossma, oTkonkoro 1pu cxemara 300 mg/75 me. B jonbanenne, [IPA ¢
32% (24 yac) n 61% (J1eH 5), CTORHOCTH, HO-TOACMHU OTKOJIKOTO 1PH CabuTe Meraboinzaropu,
noJiyuasauid no cxema 300 mg/75 mg u cxoann na resy ipu Jipyrure CYP2C19 merabonnsupaiiin

I'PY I, oJIy4dasnaliy 110 cxema 300 mg/75 mg. Toaxoasia cxema Ha JI03UPAane IIPY Tasu 1onyJidiHs
HAIACHTH BCC OLIC 1IC C OTNPC/AC/ICHA B U3IIMTBAHNY 38 KJIHHHYHN PC3YITATH.

B3 CLOTBETCTBHE C NOPIUTE PEIYATATH, ITPU METa-aHalin3, BKIIOURBaL 6 npoyysanys na 335 1a1HCHTH,
JICKYBANK € KJOMTHJOTPC] B CTallHOHapHO CLCTOIHUE, € TI0KA3aH0, YC CKCIIO3UINsTA HA aKTHBH U
mcTabonuT ¢ rnoumxkena ¢ 28% 3a mexiunnure Merabonuzaropd v 72% 3a caadbure MeTabosin3aTopH,
Jlokaro vuxndupancTo na rpomboumTHara arperands (5 uM ADP) ¢ noinkeno ¢ passiukn 8 [PA or
5,9% u 21,4% C1H,OTBCTHO, B CPABHCHHE ¢ EKCTCH3UBHHUTE MeTab0/IM3aTOPH.

Bansnnero na CYP2C19 reHoTina Bbpxy KIMHUYHUA U3XO/1 TTPH NTAIIMCHTH, JICKY BAHH C
KHOITH)I0IpeIL, HE ¢ OLICHABAHO B LIDOCIICKTUBHMU, PAHJIOMUINWPAHK, KOHUTPOJIMpaHY A31IMTRAIKWSL.
CriticcrByBar obaue pejauiia perpoCieKTHBHK aain3Ki 3a OLICHKA Ha 103K cheKT 1IpH [talmcHIy,
JICKYBAHM € KIIONHAOIPECH, 3a KOWTO WMa peaysitati 3a recnotviia: CURLE (n= 2 721), CHARISMA (n
= 2428), CLARITY-TIMI 28 (n = 227), TRITON-TIMI 38 (n =1 477), n ACTIVLE-A (n = 601),

KAK 10 W n3ncerey Opoi nyOIKyBann KOXOpTHY IPOYUBAIIUS.

B TRITON-TIMI 38 n 3 ot koxopruwre npoyubakus (Collet, Sibbing, Giusti), komOunupanara rpyia
HAIHCHTH ¢ MexJiniel WK ¢iiab Merabosiu3upal| CTaTyc, ca UMail HO-BUCOKA Y4CCTOTa HA ChP/ACYHHO-

Ch)OBH HHIIHW)ICHTH (CM'hpT., MHOKA4p/ICH HH(]JHPKT H HHCy.II'l') HIIH 'I'pUMﬁ{}l‘IH ila crenra, B CpasHCcHrc C
CRCTCH3HBHHTC MC'I‘E‘IﬁDJIHEH’I'DpH.

13 CHARISMA ¥ e0 KOXOPTHO 1IpoyUBaHC (S1MON) [IOBHIICHA HCCTOTA Ha KILIIHJICHTY ¢ Habimoasana
camo 11pH cjiabu MeTadosn3aToph B CPaBHCHUE C CKCTCH3UBHUTE MeTabosn3aropm.

13 CURE, CLARITY, ACTIVL-A v cjino o1 koxopruure npoyusanus (Irenk) ne ¢ nadinojiasana
HOBHIIICHA YeCToTa Ha MHITMACHTUIC Bb3 0CHOBA 1A ¢Taryca Ha MeTabojin3atopa.

HUTO €/IMi OT TC3M aHaiu3K HE ¢ Ou ¢ ajiekBarcH OpoH NalMCHTH, 34 J1a OTKPHC pa3JIMKY B U3X0/1a
npy cnabure Merabosinzaropu.

Clciyanty uonyiannu

{DHPMHI{DKHHE’I‘H KaTa Ha akTuBiHs Mcraboiut na KJIOGITAHOIPCIT 1IC C© U3BCCTHA NPH TH




oy naluy.

hvOpeuno yapeocoane

Clic/1L MIOT'OKPATHO HPHIOAKCIIHE 1A JI03K 01T 75 mg KAONKUNOIPE JIHEBHO 1IPH TTALHCHTH € TCXKa
oLOpeuna nejocTarLYiocT (kpearuiiMHoB KIIMphhe Mex Ly 5 v 15 ml/min), unxnbupaicro na A} (-
niylyiupanata rpomOoiidTia arperainis ¢ 110-Hucko (25%), oTkoaKoTO Hado/I@BAHOTO IPH 3/IPaABH
WIJIMBH/IY, BBIIPCKH TOBA YbIDKABAHCTO HA BPEMETO Ha KbPBEHC € CXOJIHO C TOBA, Hadoj1aBalo 11pH
3IpaBu HHAKMBHAY, NpueMauly 75 mg knonuaporen adesto, JCBCH TOBaA, IIPHU BCUYKHK NALIMCHTH
KJIMHHYNATa MOHOCUMOCT ¢ Ouna jlobpa.

Yeprnodpobno yepesxcoane

Clie/1 MHOIOKPATHO NPHJIaraHe Ha /1032 OT 75 mg KJIOIUIOTPCIH JIHCBHO B poabiikenye na 10 jnm npu
HALMCHTH C TCXKKO UepnoapodHo yBpexaaHe, nHxubupanero Ha AJ[d—umiyuupanara rpombonnria
arperalius e cXo/iHo ¢ ToBa, HabnwoJIaratio I1PU 3PaBY HHAHBHJIHA. Y/IRIKABAHCTO HAa CPCIHHOTO BpEMC
Ha KhpPBEHE ChLIIO ¢ DUJIO CXO/IHO B /IBCTE I'PYIH,

Paca

[ IpeoBaayasancro na aiieante Ha CYP2CI19, onpenensiny mexautict u ciad CYP2C19 metabonusnm
CC pa3iMyaBart B 3aBHCUMOCT OT pacara/crhoca (k. Mapmakorehcruka). 1laivunu ca orpanyyciu
JIANIIK OT JIMTCpaTypaTa 3a a3uarcKUTe HOIYJIANKA 3a OHCHABANC HA KIMHKHYHATA 3HAYUMOCT Ha TOBA
CYP rcuoTHIIM3UPAHEC 110 OTHOIICHHUC HA U3XO/14 OT KIMHUYHUTC HHLIHJICHTH,

5.3 [lpeaxkaunudin JanHy 3a DeszonacHocT

| [pe)IKJIMHUYHUTE POYUBANNS [IPH IIBLX0OBE ¥ MARMYHU HAH-4ECTO YCTAHORABAT YCPHO/IPOOIIK
IPOMCHN 1IPH JI03M, HajIBU1iaBalLl HAH-MAJIKO 23 ITBTH CKCIIO3MIMSITA 1IPH XOpa, TPUCMallti
TCPANCBTHYHATA J103a 0T 75 mg/HHeBHO, KOWTO ca B pe3yirrar Ha ¢heKT BLPXY ucpHopodunTe
meTabonrM3npalily CH3MMH. TakbB ¢PCKT HE ¢ YCTaHOBCH TIPH X0pa, lIpHCMalilv Tepancnriyia j103a
KJIONKAOTPEL.

| [py MHOTO BHCOKHM JIO3H 1IPH CHLUHTE XKUBOTHH € YCTAaHOBCHA U HapyuIcna croMalllia 1HOHOCHMOCT
(ractpyT, CTOMAIlHK CPO3UK W/ NIHK HOBPHLILIAHE).

[sima jloxazareicTsa 3a KapilMHOICHEH ¢EKT 1ipH Npr/iaraice Ha KJAoIMjorpelt 78 CCAMHILE Ha MUITIKH
1 104 ceiMUIM HA TUTLXOBC B J103K 10 77 mg/kg JineBHO (CLOTBETCTBAIIO HA HAR-MAJIKO 25~ IBTH
CKCITO3HILHSITA 11PY XOpa, TIPUCMAIlIH TepalicBTHYHATa 1034 OT 75 mg/aHcBho).

MUOWKCCTBOTO i1 Vilro W in vivo lIPOYYBAHMS 32 PCHOTOKCHYHOCT 110Ka3BaT, 4C KJIOHHIOIPCI HAMA TAK LIS
CUKT.

Kaouujiporen He BIRSC BLPXY GCPTHIIMTCTE Ha MBXKKH Y HCHCKH 11ILX0BC K HAMA TepalToreicH eeky
BLPXY ITbXOBEC W 3aliM. KoraTto ce 1pusiara iipy Jiakrupaliii mibXoRe, PC/AM3BHKBa ¢1ado 3abansic
HA PA3BATHETO HA HOKOoJIcHUCTO. CriellubHunmn hapmMakOKHUHETHYNY HPOYUBAHHS C MapKUpal
KJIOINKI0rpe]l MOKAa3BaT, He ThPBRUHATA CYOCTAIIMU HITH HeHiiM MeTaDOJIMTH CC CKCKPCTHPAT B
MJISLKOTO, CJICJLOBATCIIHO ITPAK (Ciraba TOKCHUHOCT) MM KOCBEH CPEeKT (JICKO BKYCOBO YCCIIAHC) HE
MOXKE J1a CC N3KJIOYH.




6. OAPMAIIEBTHUYHH /JAHHHA

6.1 CHucwhbK HA IIOMOUIHHTC BCHICCTHA

ipo:
JlakTo3a MOHOXK(paT
HacTuuHo 3aMecTena XHJpOKCUIIPOITHALIENY,103a
KonoujicH 6e3B01CH CUTTHIIHCB JIMOKCHJL
JumeTukon
XHUAporcHUpano puilMHOBO Mac)Io

ObBHBKa:
Xunpomenosa (1:464)
Makporou 400
Turanos quoxcua (E171)
Uepscen xeneszen aAnoken (E172)
6.2 HecehbBMECTHMOCTH
Heupuiomkumo
6.3 Cpok ua roauocr
3 ropuny
6.4 Cuenyainuy yc/JOBHS ha CbXpalcHHC

[He U3MCKBA CIICHHAJIHK YCIIOBHS 1A ChLXpaticHUC.

6.5 By u Ch/IbLpaKAITHEC HA OIIAKOBKATA

hauctepu or OPA/A/PVC-Al doino, conbpxkainy 28 wik 30 punmupanu tablieTk, NOCTABCHH 13
KapTOHENA KYTHS,

l{c BcHUKY BH/jIOBE O1IAKOBKHA Morat Jia ObjiaT NyCHATH HA 11azapa.
6.6 Cunenuainy npeauasiy MCPKH IIPH HIXBLPJISHC

[ lenanonzsanusy NCKAPCTHCH MMPOJAYKT WIK OTHA/IGHHHUTC MATCPHAliH OT HET'O 'l‘pﬂﬁﬂﬂ Ja CC H3XBLPJAT
B CLOTBRCTCTBUC € MCCTHHUTC U3UCKBAIINUA.




7. IIPUTEKATEJ HA PABPEHIEHHUETO 3A YIIOTPELA

OAPMAKOHC A]l

oy ,JleHo K. SiBopos”Ned4, et.]
Codus 1164

bLiirapus

8. HOMEP(A) HA PASPEIHEHHMETO 3A YIIOTPEBA
Per. Ne: 20200077

9. JIATA HA ITBPBO PASPEIIIABAHE/TTOAHOBSABAHE HA PAZPEHIEHHETO 3A
YIIOTPEBA

Jlara na nbpso paspeinasane: 30 anpui 2020
Jlara na nocie/iio noAHnoBsBane:

10. JIATA HA AKTYAJIMBUPAHE HA TEKCTA

08/2024




