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6 X V72 10 -03- 2075
1.  MME HA JEKAPCTBEHHS IIPOAYKT

Knonuporpen Exodapm 75 mg punmupann tabnetkn
Clopidogrel Ecopharm 75 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CHCTAB

Beska ¢unmupana Tabnetka chappka 75 mg knonuaorpen (karo xuaporencyndar)/ clopidogrel (as
hydrogen sulfate).

Homownu selyecmsa ¢ uzsecmuo Oelicmesue.

Beaka ¢dnnmupana tabnetka chanpaa 191,375 mg nakro3za MOHOXHAPAT W 4 mg XHAPOTeHUPAHO
PHULIMHOBO MACIIO.

3a MBJIHKA CITMCBK HA MOMONTHIATE REINECTRA RUKTE TOUKA 6. 1.

3. JIEKAPCTBEHA ®OPMA
®unmupana Tabnetka

Po3osu, kpbluM, ABORHOM3NbKHAIH, GHIMHPAHH TabNeTKH, MIaAKK OT €IHATA CTPAHA U C BIUTLOHATO
peneduo oboznauenue “LII” Ha apyrara cTpaHa.

4. K/IMHUYHHU JAHHHA
4.1 Tepanesru'HH NoKa3anua

Bmopuuno npeonazeane om amepompombomuyny unyudenmu

Knonunorpen e nokazax npu:

e Bu3pacTHu naluMeHTH ¢ aHaMHe3a 3a MHoKapaeH nHGAPKT (OT HAKOJIKO IHH 10 35 AHK),
MCXeMHYEH HHCYIIT (OT 7-MHUs IEH 10 6-THS Mecell) WM YCTaHOBEHO MepuepHO apTEPUAHO
3abonsBate.

e B13pacTHH NaLMEHTH C OCTbP KOPOHAPEH CHHAPOM:

- OcTbp KOpoHapeH cuHapom 6e3 eneBawus Ha ST-cermeHTa (HecTabHIHA CTEHOKAPAMS HITH
mMuokapzeH ungapkT 6e3 Q-3n0eL), BIIFOUHTETHO MALFCHTH Ha KOMTO ¢ MOCTaBEH CTEHT Clef
NepkyTaHHa KOpOHapHA WHTEPBEHLIMA, B KOMOWHALKA ¢ aueTmiacatuimiosa kucenuna (ACK).

- OcTbp MHOKapaeH nHbapkT ¢ enesauus Ha ST-cermenTa, B kombuHauus ¢ ACK npu nauyeHTy,
NIOAJIOXKEHH Ha MEePKYTaHHA KOPOHAPHA UHTEPBEHLHUS (BKIFOUHUTENHO NALIMEHTH, HA KOUTO €
MOCTABEH CTEHT) MJIM MEAUKAMEHTO3HO JIEKYBaHU MALMEHTH, MOAXOAALIN 32 TPOMOOIMTHYHA
Tepanus.

IIpu nayuenmu ¢ npexoona ucxemuyna amaxa (Transient Ischemic Attack, TIA) ¢ ymepen 0o sucox

DPUCK unu ek ucxemuuer uncyam (Ischemic Stroke, IS)

Kronunorpen B kom6uHauus ¢ ACK e nmokasaH npu:

® Bwipactuu naumentu ¢ TIA ¢ ymepen 10 Brcok puck (ABCD2! ckop >4) unu ¢ 7
<3) B pamkuTe Ha 24 4yaca OT CLOUTHETO.

' ABCD2 (Age, Blood pressure, Clinical features, Duration, and Diabetes mellitus diagnosi
HansiraHe, KIMHUYHY XapaKTEPUCTHKH, NPOIbKUTENHOCT U JUATHO3a 3aXapeH AMabeT



IIpeonazsane om amepompomMoomuNHY 1 MPOMOOEMOOIUNHY UHYUOCHMYU NPU NPEOCHPOHO MbXCOeHe
[Ipy BBL3pacTHH NALIMEHTH C NPEACHPAHO MBXKAEHE, KOUTO UMAT MOHE €AWH PUCKOB (hakTOp 3a ChAOBH
HHUMIOCHTH, KOUTO HE ca NOAXOAALUH 34 JieueHUe ¢ aHTaroHucT Ha ButaMuH K (VKA) u kouTo umat
HHCBK PHCK 3a KbpBEHe, KJIonuaorpen € nokasaH B kombuHaims ¢ ACK 3a npennasease ot
aTepoTpOMOOTHYHH U TPOMOOEMOONHYHH HHUHAEHTH, BKJIKOUYHUTENHO HHCYIT.

3a ponbaHUTENHA HHAOPMALIMS BHXKTE TOuKa 5.1.

4.2 J03HpOBKa H HAYHH HA MPU.IOKEHHE

203I/IQOBK3

Buv3pacmuu u nuya @ cmapuecka év3pacm
Knonupnorpen Tpsibpa na ce npunara karo eAMHMYHA THEBHA 03 OT 75 mg.

Ipu nauMeHTH ¢ OcThp KOPOHAPEH CHHAPOM:

® OcTbp KOpoHapeH cuHipom Ge3 enerarins Ha ST-cermenTa (HecTabuiiHa CTEHOKAPAUS MK
mMuoKapaeH HHdapkr 6e3 Q-3b0ew): sieueHueTo ¢ Kionuaorpen Tpadea Aa 3anouHe ¢ eAUIHYIA
HaToBapsawa Jo3a or 300 mg uau 600 mg. 1lpy nanKeHTH Ha BE3pAcT <275 roqHHH MOKe 1A e
obmucny HatoBapBalia no3a 600 mg, KOraTo ce 1PeUBIKIA LIEPKYTAHHA KOPOHAPHA
MHTEPBEHLIMA (BX. Touka 4.4). JleueHueTto ¢ kmonuaorpen Tpsabsa ua Obue UPOLABIDKEHO Cbe 75
mg BeIHBK JHEBHO (¢ aueTuncanuuuiopa kucenuda (ACK) 75 mg-325 mg nuesHo). Thit kaTo
no-eucokuTe 1031 HA ACK ce cBbp3BaT C MOBHILIEH PUCK OT KbPBEHE, C€ MPEenophyBa A03aTa Ha
ACK na e npesumasa 100 mg. OntumanHaTa Npoab/KUTETHOCT HA JICYSHHETO HE €
odHUHaNHO ycTaHOBeHA. JJaHHHTE OT KIIMHUYHY M3MIMTBAHK Ca B MOJKpena Ha ynorpebara Ha
knonuaorpen ao 12 meceua, kato MmakcumalieH edekt ce Habnonasa Ha 3-us Mecell (BX. TouKa
5.1).
e OcTbp MHOKapaeH UHOAPKT ¢ eneBalus Ha ST-cermenTa:
- Tlpu MeaKaMeHTO3HO JIeKyBaHH MaLMEHTH, MOAXOASLIM 3a
TpoMObonuTHUHA/GUOPUHONMTHYHA Tepamus, KJonuaorpen Tpadea Aa 6bae npunarad
KaTO €IHOKpaTHA JHEBHA 1034 OT 75 mg Kato ce 3ano4sa ¢ 300 mg HaToBapealla 103a B
kom6uHauus ¢ ACK u c/6e3 TpoMOONUTHLK. 32 NALMEHTH Ha Bb3PacT Haja 75 roaMHu
kjonuaorpes Tpsabsa Aa ce 3anouHe O6e3 HaroBappaina 103a. KomMOuHUpaHO JieueHre
TpsAOBa J1a ce 3ano4YHe Bb3MOXKHO Hali-paHo ciie]] HaYalo0TO Ha CUMIITOMUTE U Aa Obae
NPOABIDKEHO MOHE 32 YeTHPH ceamuuu. [Tonzara oT koMOWHHMpaHEeTO Ha KJIOMUIOIpel C
ACK 3a nopeue OT 4eTHpH CEIMHLM He € O1ila NpoyyBaHa Npy TOBA MOKa3aHUe (BK.
Touka 5.1).

- Koraro ce nnaHupa nepkytaHHa kopoHapHa uutepseruus (PCI):
o Knomunorpen Tpsa6Ba na ce 3anouHe ¢ HaroBapsaiia ao3a (loading dose, LD) 600
mg NpH NauMenTH, noaioxel a nvpsyuna PCl 0 npy mamuenTH, nojyiokeHy Ha
PCI noseue ot 24 yaca cnen nonuyaBaHe Ha GuOpunMHOTHYHA Tepanus. [Ipu
MaLMeHTH Ha BB3pacT > 75 roquxn 600mg LD Tpabsa na ce npuiiara ¢ NoBUIIEHO
BHHAMaHUe (BXK. Touka 4.4).
o Knonugorpen 300 mg HatoBapBaiia n03a TpaOBa Aa ce MPHIOXKU MPH MALIUEHTH,
noanoxeny Ha PCI B pamkuTe Ha 24 yaca cien nonydaBaHe Ha GUOPUHOIUTHYHA
Teparnus.
JleueuneTo ¢ k1onuaorpen TpsadBa aa npoab/bKH ¢be 75 mg Beaumk aHesso ¢ ACK 75 mg — 100
mg aHeBHO. Kombunupanara Tepanus Tpsabpa fa 3anouHe Bb3MOXHO Hali-paHo ciie AnogBara Ha
CUMIITOMUTE U Aa Opoab/ku 10 12 Meceua (BX. Touka 5.1). -

Buo3pactHu nauuentu ¢ TIA ¢ yMmepeH A0 BUCOK pHUCK WM Niek IS:

2NIHSS (National Institutes of Health Stroke Scale) — Ckana 3a uncynt ua Haunonanu
3[paBeorna3BaHe




ITpun Bb3pacTHy nauuentu ¢ TIA ¢ ymeped no Bucok puck (ABCD2 ckop >4) unu ¢ nek IS (NIHSS
<3) TpsbBa na ce NpuIOXKU HaTOBapBaina Ao3a kionuaorpen 300 mg, nocnensaHa ot 75 mg BEAHBIK
auesHo 1 ACK (75 mg -100 mg BenHwx aHeBHO). JleueHuneTo ¢ kionugorpen 1 ACK tpabsa na
3aMo4He B paMKuTe Ha 24 yaca crell CbOUTHETO U 12 MPOAB/IKY 21 IHH, NOCIEBAHO OT
AHTUTPOMOOLIMTHA MOHOTEpATTHSL.

ITpu naumenTy ¢ NpeacbpAHO MBXKAEHE, KIOHHAOTPEN TPAOBa na ce npusara KaTo eJHOKpaTHa
AaHeBHa fo3a oT 75 mg ACK (75-100 mg nHeBHO) TpsibBa Aa ce 3ano4He U Ja Npoab/DKY B
KoMOuHauus ¢ knonuaorpes (Bx. Touka 5.1).

AKko e nponycHara 1o3a:
- B pamkure Ha no-manko ot 12 4aca cien peAoBHO OMpeAeNeHOTO BpeMe: MalMeHTHTe TpsAORa
Ja npueMar fo3aTa He3abaBHO W MOc/Ie Aa NpUeMaT Clie/iBalllaTa A03a B peAOBHO
OIIPENENIEHOTO BpEME.
- llpu nosede ot 12 yaca: nauueHTuTe TPAOBA Aa NMpUeMaT ClieBAaLIATa 1032 B PSIOBHO
OIpPEAETIEHOTO BpeMe U He TpsAOBa a ynBOsSBaT 403aTa.

CrenHaJ HH NonyJaiHH

Iayuenmu 6 cmapuecka év3pacm

Octbp KOpoHapeH cuHApoM 6e3 eneBauus Ha ST cermeHTa (HecTabunHA CTEHOKAPAUS HIIH
MHOKapeH uHbapkT 6e3 Q-3v6ew):
- Harosapsaiua no3a 600 mg moxe ga ce 0OMUCIH NPH NALKEHTH Ha BB3pacT < 75 roauHH,
KOraTo ce [laHHpa NepKyTaHHa KOpOHApHa MHTepBeHLus (BK. Touka 4.4).

Octbp MuokapaeH uHdapkr ¢ enesauus Ha ST cermeHTa:
- Ilpu nanueHTH Ha MEAMKAMEHTO3HO JICUEHHE, TOAXOIALIM 32
TpombonuTHYHA/PUOPUHONUTHYHA Tepanus: NPH NALKMEHTH Hall 75-roQMUIHA Bb3PacT
Knonuaorpen TpsAbaa aa ce 3anoyHe 6e3 HaTOBapBalla 103a.

ITpu nauxenTy, noanoxeHu Ha nbpeuuHa PCI u npu nauuenTu, noanoxenr Ha PCI moeeue ot 24

qaca cjief nosy4yaBaHe Ha ¢UOPUHONMTHYHA Tepanus:

- llpu naumenTty Ha Bb3pact > 75 roannu 600 mg LD tpsabea na ce npunara ¢ NOBUIIEHO
BHUMaHHe (Bx. Touka 4.4).

Ieouampuuna nonynayus
Knonugorpen He Tpa6Ba na ce W3nos3pa npu Aela MNopagu Cho0paxkeHus OTHOCHO eukacHOCTTA (BXK.
Toyka 5.1).

Bvopeuno yepescoane
TepanesBTHUHHAT ONUT € OrPaHUUEH TIPH MaLMEeHTH ¢ 6bOpeUHO yBpexaaHe (Bxk. Touka 4.4).

Heproopobro yspedcoane
TepaneBTHYHMAT OMUT € OrpaHUYEH MPY NAUKMEHTH C YMEPEHO U3pa3eHo uepHoapoOHO 3abonsBate,
IIPH KOUTO MOXKE []a UMa XeMoparu4ysa auaresa (Bx. Touka 4.4).

HauuH Ha npuiokeHue
3a nepopatHO NPUIOKEHHE
Moxxe na ce npunara cbc unu 6e3 xpaHa.

4.3 IIpoTuBONOKa3aHUA

e  CBpbXUyBCTBHUTEIHOCT KbM AKTHBHOTO BELIECTBO WM KbM HSIKOE OT MOMOLLH}
U30pOeHM B TOUKa 2 WK TOUka 6.1.



e Texko uepHOAPOOHO yBpexkaaHe.
®  AKTHMBHO NaToJIOrM4YHO KbPBEHE KAaTO NENTHYHA A3Ba M MHTPAKPAHUATHA XEMOPArHs.

4.4 Crnenuajinu npefynpexaeHHs H NpelNa3HH MEPKH NPH yoTpeba

Kvpeene u xemamonozuunu napywenus

[Topanu prCK OT KbPBEHE H X€MATOJOMMYHH HEXKEaHK JIeKAPCTBEHH PeakLMu, BeAHara TpsbBa na ce
B3eMe Mpe/IBU/ ONpPeIeNIHETO HA KPbBHATA KAPTHHA /MK OPYTH MOJXOAALUM H3CIeBAHUS, B CITy4ail
Ha nosiBa Ha KJIMHWUYHH CUMIITOMM, HACOYBALLKM KbM KbPBEHE 110 BpeMe Ha JieueHHeTo (BK. To4ka 4.8).
[Tono6Ho Ha apyru aHTUTPOMOOTHHYHH CPEACTBA, KIOMUAOrpes TpAGBA 1a Ce MpHuiara ¢ BHUMaHue
MpH NALKUEHTH, KOWTO MOXKE /14 Ca MU3JIOXKEHH Ha OMACHOCT OT YCHJIEHO KbpBEHE MOpaay TPaBMa,
XUPYPrUYHA MHTEPBEHLMS WM IPYIH NATONIOTMYHU CHCTOSHUS W NIPU NauveHT, nekysanu ¢ ACK,
xenapuH, rimokonporeuH IIb/Illa nHXU6UTOPY MK HECTEPOMAHY IPOTUBOBB3MATMTEITHH JIEKAPCTBA
(HCTIBJI), sxmountento COX-2 UIXUOUTOPH, HITU CEJIEKTHBHU HHXMOUTOPH HA 06PATHOTO
3axBallaHe Ha ceporoHHHa (SSRIs), unu cunuu unmykropu Ha CYP2C19 unu Apyrd jiekapcTBEHH
MpOAYKTH, CBbP3aHH C PHCK OT KBEPBEHe, Kato nentokcuuinil (px. Touka 4.5). [opagw nopuuens
pHUCK OT KPBBOHM3IIUB, TPOMHATA aHTHarperanTHa Tepanus (knonuaorpen + ACK + qunupugamon) 3a
BTOpHUYHA MPOYHIAKTHKA HA HHCYJIT HE ce PEeNnopbUBa MPH MALMENTH C OCTLP HEKApAHOeMOOIHUEH
HCXCMHUEH HIICYIIT M/IH MPEXOJHa HCXEMHUYHA aTaka (BXK. ToUka 4.5 u Touka 4.8).

TanpenTuTe Tpsa6Ba Aa 6bOAT BHUMATEIIHO HAOIIIOAABAHY 34 IPU3HALIA HA KLPBEIe, BKIIOYHTEIHO H
OKYJITHO KbPBEHE, 0COOEIIO Npe3 ITbPBUTE CEAMHILIN Ha JICYCHHCTO H/HIIH CJIC MHBA3HBHU
KapaHOJOrMYHH MPOLIEAYPH MM XUPYpPrus. EAHOBpEeMEHHOTO NpHIIOkKEHHE Ha KIOIUAOrPpes ¢
MepOpaTHH aHTHUKOATYJIAHTH HE Ce MPENopbUBa, Thi KATO MOXKE [ja yBEJIHYH HHTEH3UBHOCTTA Ha
KbpBeHe (BxK. ToukKa 4.5).

AKO MauMeHTHT NOAJIEKH Ha TJIAHOBA ONEpaLsl U AHTUATPETAHTHUAT €PEKT € BPEMEHHO HEXEIIaH,
KJtonyaorpen Tpsa6sa aa ce cnpe 7 AHYU NPEeAU XHUpypruuHaTa MHTepBeHuus. [lanuenTure Tpsabea na
MH(OPMHPAT JIeKapHTe U 3500JICKAPUTE, Y€ IIPUEMAT KIONMAOTPEN NIPEAX HACPOYBAHE HA XUPYPTrUYHA
MaHUITyJIalMA U [IPEIU IPUEMAHETO Ha HOB JIEKapCcTBeH NpoAykT. Knonuaorpen yas/iokasa BpeMeTo
Ha KbpBEHE ¥ TPAOBa Aa ce Npuiara ¢ BHHMaHUe TPH MALUeHTH, KOUTO UMAT HAPYLIEHHUS, ChC
CKJIOHHOCT KbM KBbPBEHE (CIIELIMAIHO CTOMALUHO-YPEBHU U BHTPEOYHH).

[Mauenture Tpadpa na 6bIAT yBEJOMEHH, Y€ BPEMETO 3a CHMPAHE HA KbPBEHETO € I10-
NPOABJDKUTENHO OT 00MYaHHOTO NPH JeYeHHUe ¢ KIOMUAOrpes (CaMOCTOATENIHO MM B KOMOHHALMSA C
ACK), a Te o cBos cTpaHa Tpsa6sa na HHDOPMHPAT CBOsI JIEKap 3a BCAKO HEOOUUYANRHO KbpPBEHE
(JrokanHu3anys WM NPOABIDKHTENHOCT).

Vnotpebara Ha HaTOBapBaila no3a kionuaorpen 600 mg He ce npenopbYBa MPH MALHEHTH ¢ OCThD
KOpOHapeH cuHApoM 6e3 eneBalius Ha ST-cerMeHTa U BB3pacT >75 rofMHH MOpaay MOBMILEH PUCK OT
KBbPBEHE [PH Ta3d MOITyJIaLus.

Ilopanu orpaHH4eHHTe KJIMHUYHN JaHHU NPU NALKMEHTH Ha Bb3pacT > 75 roauuu STEMI PCI
TIOBUILEH PUCK OT KbPBEHE, ynioTpebara Ha HaTOBapBalla J1o3a kinonuaorpen 600 mg Tpsadea aa ce
0OMHUCITH caMo ciie]] MHAMBUIyalHa OLeHKa OT JIeKapsi Ha PUCKA OT KbPBEHE MPH MaLUEHTa.

Tpombomuuna mpomboyumonernuuna nypnypa (TTII)

Cayuau Ha TpomboTH4Ha TpombouuToneHuuHa myprypa (TTII) ca qokiaaBaHu MHOTO PAAKO ClIel
ynotpeba Ha KJIOMUAOTPe, MOHAKOra U cilef] KpaTKOTpaiHo jedeHue. Ts ce xapakTepusupa ¢
TPOMOOLMTONEHHUS H MUKPOAHMHOMNATHYHA XEMOIUTUYHA AHEMUS, PUAPYKEHA C HEBPOIOTHYE

BKJIIOUMTEIHO 1a3madepesa.

IIpuoobuma xemounus w
Hma cbobuienus 3a npunobura xemodunus cnea ynorpeba Ha kionuaorpen. B LII){ aﬁ [!Q
MOTBBLPAEHO W30JIMPAHO YAbJDKABAHE HA AKTHBUPAHOTO MapLMaIHO TPOMBOIIacT unb{a I{w‘&
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cbC WK Oe3 KbpBeHe, TpAOBa Aa ce UMa npeasua npunodura xemodunus. [lauuenTure ¢ noTBbpACHA
AuarHosa npugo6ura xemounusa Tpsadea fa ce HabAlOOABAT U JIeKYBaT OT CIELHATHCT U
NPHJIOKEHUETO Ha KJIOMUAOrPes TpsOBa /1a ce IpeyCTaHOBH.

Cxopowen ucxemuyen UHCynm
e 3ano4BaHe Ha TepanusTa

- Ilpu nauuentu ¢ octop ek IS unu ¢ TIA ¢ ymepeH 10 BUCOK pUCK, ABOWHATa
aHTupombouuTHa Tepanus (kionuaorpen u ACK) Tpsdea na 3anouHe He N0-KbCHO OT
24 yaca cieq HA4aJIOTO Ha CHOUTHETO.

- Jluncear JaHHM OTHOCHO CHOTHOLLEHUETO NOJ3a-PUCK MPH KPaTKOCPOUYHA ABOHHA
AHTUTPOMOOLIMTHA Tepanus Npy NagueHTn ¢ ocThp Jiek IS unu ¢ TIA ¢ ymepen no
BMCOK PHCK C aHaMHe32 3a (HETPaBMaTHUeH) BbTpeUepereH KpbBOM3JIUB.

- Ilpu naunenTy c IS, KOHTO He € Jek, MOHOTEpaNuUATa ¢ KIONUAOorpen TpabBa na
3all04HE Camo cjlell TbPBUTE 7 AHU OT CHOUTHETO.

e [lauuenru c IS, kokTo He nek (NIHSS >4)
[Ipenpun Numncata HA JAHHU, HE ¢¢ MPSMOPBUBA U3NOM3BAHETO HA IBOUHA AHTUTPOMOOLIMTHA
Tepanus (BXx. Touka 4.1)

e CkopouueH nek IS unu TIA ¢ ymepeH 10 BUCOK PUCK OpPH NALMEHTH, 32 KOUTO € MoKa3aHa WUId
IUIaHMpaHa HHTEPBEHLIUA
Jlunceat JaHHH B MOAKpPEIa HA U3MOJI3BAHETO Ha JBOMHA aHTUTPOMOOLINTHA TEparus MpH
MaLHEeHTH, 32 KOUTO € NOKa3aHO JIeYeHHE C KApOTHIHA €HAaPTEPEKTOMHS WU
HHTpaBacKyJiapHa TPOMOEKTOMMS, UITH MPH MALMEHTH, IJITaHUPaHHX 3a TpoMOboIM3a uiu
aHTHKOAryJiaHTHa Tepanus. B Te3u cutyanuu He ce npenopbyBa ABOHHA aHTUTPOMOOLUTHA
Tepamnus.

Lumoxpom P450 2C19 (CYP2C19)

®apmakorenerrka: [Ipu naienture, kouto ca ciabu CYP2C19 merabonuzaropu, KIOMUAOTPeN B
NpEenopbUMTESTHUTE 03U 00pa3yBa HO-MaIKO OT aKTHUBHHS METabO0IUT Ha KJIOMUAOTPEN U UMa [10-
Manbk eeKT BbpXy TpoMbouuTHaTa GyHKuuMs. ChILECTBYBAT TECTOBE 3a HASHTHOHULIMPAHE HA
CYP2C19 reHoTuna Ha matMeHTa.

Twit kaTo Knonuaorpen ce MeTaboaM3Mpa YaCTUYHO 0 cBOA akTUBeH Metabomut ot CYP2C19,
ynotpebara Ha JeKapCTBEHH MPOLYKTH, KOUTO MHXHOUPAT aKTUBHOCTTA Ha TO3U €H3UM, CE O4YaKBa [a
JOOBeE A0 NOHWKEHU JIeKapcTBEHH HUBA HAa AKTHBHUS MeTaboMT Ha Kkiionuaorpei. Knunudnara
3HaYMMOCT Ha TOBa B3aUMOJAEHCTBHE € HeussacHeHa. Karo npennasHa Msipka He TpsOBa aa ce
U3M0/13BaT €AHOBpeMeHHO CHiIHH Wik ymepeHd CYP 2C19 unxuburopu (Bk. Touka 4.5 3a CHMCHK Ha
CYP2C19 nuxuburopu, BX. CbLIO TOYKA 5.2).

Vnortpebara Ha ekapcTBEHH MPOAYKTH, KOUTO HHAYLHpaT akTuBHOcTTa Ha CYP2C19, ce ouakBa na
JOBeie 0 NOBHUIIECHH HHUBA HA aKTUBHHMS MeTabONUT HA KJIOMUOOrPes U MOXKE 1a YBEJIMUH pHCKa OT
kbpBeHe. Kato npeanaszna mspka Tpsi6Ba na ce n3darea ChIrbTCTBAIIATA YIOTpeda Ha CHITHU
unnykropu Ha CYP2C19 (Bk. Touka 4.5).

Cybcmpamu na CYP2C8
Heo6xonumo e nopuieHO BHUMaHHE NPH NMALUEHTH, JIEKyBaHH €AHOBPEMEHHO ¢ KJIONKWAOrpen U
JieKapCTBEeHHU NPOAYKTH, cyoctpaty Ha CYP2C8 (Bxk. Touka 4.5).

Kpvcmocana peaxmugnocm medcoy mueHonupuouHume

[pu nauuenture TpabBa na ce CHEME aHaMHE3a 3a CBPbXUYYBCTBUTEJIHOCT KbM THEHOMH
KJIOMUAOrPEN, TUIJIONUINH, Mpacyrpei), Thid Kato ce choOILaBa 3a KpbCTOCaHA PeakT
THEHONHUPUAKHUTE (BX. TouKa 4.8). THeHONUPHUAWHUTE MOraT 1a HPUYKHAT JEKH 0 |
aJIEPruvHU peaKkuy, KaTo 0OpUB, aHTHOEAEM HJIM XEMATOJOTHYHH KPBCTOCAHHU PEAK sfé._ ;
TpoMOoLMTOIEHUs U HeyTponieHus. [launenTy, KouTo ca pa3BUIIK NpeHllHa anepr l'ﬁl; ‘




W/WNIM XeMaTOoNIOrM4Ha peakuis KbM €MH THEHOIMHPUANH, MOKE 1A HMAT MOBHLIEH PHCK OT pa3BUTHE
Ha ChILATa WK Apyra peakuus KbM Apyr THeHonupuauH. [Ipenopbusa ce HabmoeHHe 3a MPU3HALIK
Ha CBPBXUYBCTBHTEJIHOCT MPH NALIMEHTH C U3BECTHA AJIEPTUsl KbM THEHOMHUPHIUHH.

bvopeuno yapeacoane
TepaneBTHUHHUAT OMUT NpH NaLMEHTH ¢ OBOPeUHO yBpexaaHe ¢ orpaHuyied. CleaoBaresiHO Npy
TaKWBa MALMEHTH KJIONUAOrpen TpadBa 1a ce npuiara ¢ MOBUUICHO BHUMaHUe (BXK. Touka 4.2).

Yeproopodno yspeoicoane

OnuTbT € OrpaHrveH Npy MaLMEeHTH C YMEPEHO U3pa3eHo UYepHOAPOGHO 3a00siBaHe, KOMTO MOTaT 1a
UMaT XemoparuyHa auaresa. [lo Tasu npuynna knonuzaorpen TpsOBa 12 ce npuiara ¢ moBKILEHO
BHUMAaHHE NPY Ta3K nomynauys (Bx Touka 4.2).

Ilomownu seugecmsa

Knonuporpen Exodapm cbabpixka nakro3a. [latMeHTd ¢ peaxy HacaeACTBEHH NpobaeMH Ha
rajlakTo3Ha HEMOHOCHMOCT, Lapp nakTa3Ha HEAOCTATHUHOCT WITH [NIIOKO30-TajaKTO3Ha
manabcopbuus, He TpsaOBa Ja npyUemMar TO3d JIEKapCTBEH MPOAYKT.

Tosn nexapcTBeH NpOAYKT ChAbPAKA XHAPOreHUPAHO PHULIMHOBO MacJio, KOETO MOXe a MPUYHHM
CTOMALITHO pa3CTPOMCTBO U TUapUS.

4.5 B3anmogeiicTBHe ¢ ApYrH JieKaPCTBeHH MPOAYKTH H APYTH GOPMH HA B3AHMOAEHCTBHE

Jlexapcmeenu npooykmu, C6bp3aHU C PUCK OM KbpéeHe.! ChUIECTBYBA MOBHUIIEH PUCK OT KbpPBEHE
Nopajiv OTEHLMATHUS afUTHBEH epekT. ENHOBpeMEHHOTO MPUIOKEHHE Ha 1IeKAPCTBEHH MPOAYKTH,
CBbP3aHH C PUCK OT KbpBEHE TPsAOBa [la ce U3BBPLUBA C MOBUILIEHO BHUMaHue (BK. Touka 4.4).

Iepopannu anmuxoazyraumu: € IHOBPEMEHHOTO MPHIIOKESHHE HA KNOMMAOIPE C NEPOPATTHU
AHTHKOATyJIAaHTH HE C€ MPenopb4Ba, Thi KATO MOXeE Aa YBEJIMYM MHTEH3UBHOCTTA Ha KbpBeHe (BX.
Touka 4.4). Benpeku, 4e Npuno>xeHUeTo Ha KIONUaorpen 75 mg/aHeBHO He MPOMEHS
dapmakokuHeTHKaTa Ha S-Bapdaput (cyberpat Ha CYP2C9) unu MexnyHapoanoto Hopmanuzupano
CrpotHowenue (INR) npu nanpeHTH, nomyyasaluy NpoAbIDKUTENHA Tepanus ¢ BapdapHH,
€IHOBPEMEHHOTO NMPHUJIOKEHHE HA KIOMHAOrpe ¢ BapdhapHH NoBHLIABa pUCKa OT KbpBEHE MOpaIu
HE3aBUCHMH e(eKTH BbpPXY XeMOCTa3aTa.

I'moxonpomeun I1b/Illa unxubumopu: KIONKUOOrpen TpsAOBa ce npuiiara ¢ MOBHIEHO BHUMAHKE NPH
NalMEHTH, KOMTO NpHemMar efHoBpeMeHHo rnokonporeuH IIb/1lla nuxubutopu (Bx. Touka 4.4).

Ayemuncanuyunosa xucenurna (ACK): ACK He npomeHst Kiionuaorpea-MeaudpaHaTa HHXMOHIUA Ha
AJ1D-unayuupanata TpoMOOLIMTHA arperalys, HO kionuaorpen ycunsa edekra Ha ACK Bbpxy
KoOJlareH-MHAyHMpaHaTa TpombouuTHa arperauus. EnHoBpementnoto npunoxerue Ha 500 mg ACK
OBYKPAaTHO JHEBHO 3a eMH JieH ofaue, He y/ThiKaRa 3HAYHTEIHO BPEMETO Ha KbpBEHE, IPeIU3BMKAHO
OT JIEUEHHETO € Kionuaorpen. BeamoxHo e papmMakoJUHAMHUHO B3aUMOAEHCTBUE MEXKITY
ionuaorpen u ACK, koeto yBenuyasa pucka ot kbpeeHe. ClieqoBaTe/HO, €qHOBpEeMEHHATa UM
ynoTpeba Tps6Ba Ja cTaBa ¢ MOBHLIEHO BHUMaHHe (BX. To4Ka 4.4). Bbrpeku ToBa KJIOMMAOTPEN U
ACK ca npunaranu eHOBpEMEHHO [10 e/iHa roavHa (Bx. Touka 5.1).

Xenapun: B KIIMHUYHO NTPOYYBaHE NPH 3[paBy XOpa KJIOMMAOrpesl HE Hajlara MPOMsiHA Ha 103aTa Ha

knonuaorpes. BeamokHo e hapMakoJMHAMHYHO B3aUMOJEHCTBHE MEXIY KNONUAOrpPeN
KOETO yBeJMYaBa PUCKa OT KbpbeHe. ClleqoBaTeHo, €JHOBPEMEHHATa UM ynoTpeda Tp
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MHOKapeH HHapkT. UecToTaTa Ha KIHHHYHO 3HAYUMOTO KbpBEHE € OHjla CXOAHA C Ta3H,
HabJI01aBaHa MPH JHOBPEMEHHO MPHII0KEHHE Ha TPOMOONUTHYHH areHTH U xenapuH ¢ ACK (k.
Touka 4.8).

Hecmepouonu npomusoswsnarumennu cpeocmea (HCIIBC). B KIIMHUYHO MPOYYBaHe, MPOBEAEHO MPU
37paBy 10OPOBOJILIH, €AHOBPEMEHHOTO MPUJIMKEHHE Ha KIONUIOTPEN U HANPOKCEH MOBHLIABA
OKYJITHHTE CTOMAIUHO-YPEBHH KPBbBOM3IKBH. [lopanu nunca Ha npoy4yBaHus 3a B3aUMOAEHCTBUS C
apyru HCTIBC o6aue, noHacTos1LIeM He € ICHO AAJIM MMa TTOBULUEH PUCK OT CTOMALIHO-YPEBHO
xbpBeHe ¢ Bcuyky HCTIBC. CnenosarenHo HCIIBC, Brmountenno COX-2 uHXHOHUTOPH, U
Kyonuaorpen TpsabBa Ja ce npunarat eJHOBPEMEHHO C MOBUILIEHO BHUMaHUeE (BK. Touka 4.4).

Cenexmusnu unxudbumopu na obpamuomo 3axsawarne na cepomonurna (SSRIs): Toii kato SSRIs
MOBJIMABAT TPOMOOLMTHATA aKTHBALMS W NOBUILABAT PUCKA OT KbPBEHE, €JHOBPEMEHHOTO
npunoxxenne Ha SSRIs ¢ konuporpen TpsadBa Aa cTaBa ¢ NOBULIEHO BHHMaHHE.

Jpyzo cenememaaiyn aeuene.

Hunyxropr va CYP2C19

Twii kaTo KnONUAOrpen ce MeTadboNM3Kpa IO 11eroBUs akTHpell MeTabonuT yacThuno or CYP2C19,
O4aKBa ce yrnoTpedaTa Ha JIEKapCTBEHH NPOIYKTH, KOUTO MHAYLHPAT AKTUBHOCTTA HA TO3M EH3UM, J1a
JIOBeJie 0 MOBULUEIIH [IMBA 11a AKTUBHHS METABOTUT Ha KNOTMAOTpEr.

Pudamnuuun cunno unayuupa CYP2C19, koeTo BOAM KaKTO 10 MOBUIIEHH HHBA HA AKTUBHHUS
MeTaboJIUT Ha KIIONMHAOTPEN, TaKa U 10 HHXUOUpaHe Ha TPOMOOLIMTHTE, KOETO B YACTHOCT MOXKE Ja
YBEJIMYH pHCKa OT KbpBeHe. KaTo npeanasHa msapka Tpsa6Ba na ce u3barea cppTCTBaINATa yroTpeda
Ha cunHU HHOykTopu HA CYP2C19 (Bk. TOouka 4.4).

Huxuburopu va CYP2C19

Toii kaTo Kionugorpen ce Metabonusupa yactuyHo oT CYP2C19 o0 Herosus akTUBEH MeTA6OIHT,
O4aKBa ce ynorpebara Ha J€KapCTBEHH MPOIYKTH, KOUTO HHXMOMPAT aKTUBHOCTTA HA TO3M €H3UM, Ja
JOBEE 0 MOHWKEIIH JIEKAPCTBEHU HHBA HA aKTUBHUS MeTabonuT Ha knonuaorpen. Kinunuynara
3HAYHMOCT Ha TOBA B3aUMOJeHCTBUE € HeusscHeHa. Kato npeanasna mspka He Tpsa6Ba na ce
M3II0JI3BAT €IHOBPEMEHHO CHIHU HH ymepeHd CYP2C19 unxuburtopu (Bx. Touku 4.4 u 5.2).

JlekapcTBEHHTE NPOAYKTH, KOWTO Ca CHJIHU WM YMepeHH HHXHOHUTOpH Ha CYP2C19 prrousar
HanpyuMep OMenpasosl U €30MerpasoJl, GulyBoKcaMuH, GuryOKCeTHH, MOKJI00eMuU, BOPUKOHA30JI,
dnyKoHa30, TUKIONUAKH, kKapbamasenuH | eaBUpeHLL.

Huxubumopu na npomonnama nomna (PPI):

Owmenpason 80 mg BeAHBK JHEBHO, IPUIIOXKEH MO €HO U CHLIO BPEME C KIOMHAOIPEN WIIH C
MHTEpBaJ OT 12 Yaca MexKAy NMPUIIOKEHHUATA Ha JBETE JIeKapCTRa, HAMANTARA EKCNO3INTIUSNTA Ha
aKTUBHHUSA MeTabosuT ¢ 45% (HaToBapBaiua no3a) u 40% (noaabpikaia no3a). Hamanenuero e
cBbp3aHo ¢ 39% (HaToBappawia 03a) U 21% (noaabpikalia 103a) MOHWKABaHE HA HHXMOMPAHETO Ha
TpombouuTHAaTa arperaius. O4aksa ce e30Menpasod Aa Mokas3ea Mnofgo0HO B3aUMOEHCTBHE ¢
KJIOMUAOrpen.

CrobuiasaHH ca MPOTUBOPEUHBY AAHHH OT KJIMHUYHUTE 3aKJIFOYEHHS 32 TOBA (PapMAKOKUHETHUHO
(OK)/papmakonunamuuso (/1) B3aumMoseHCTBHE OT Il HA TOUKA HA 3HAYMMH CbPAEYHO-CHAOBU
CBOMTHUS H OT 0OCEpPBALIMOHHU H OT KIIMHUYHKM npoyuBanus. Kato npeanasHa Msapka He TpsbBa aa ce
U3I10/13BAT €JHOBPEMEHHO OMEINPA30Jl UM e30Menpazon (Bx. Touka 4.4).

HabnronasaHo e mo-cnabo U3pa3eHo NOHKWKEHHE Ha MeTa0OIUTHATA EKCIIO3ULMS C A
nanzonpason. [1na3sMeHHTe KOHIEHTPALMY Ha aKTHBHHS METaGOMUT ca MoHWwKeH: ¢ 4950
(naroBapsaa no3a) u ¢ 14% (nomnbpikalua 103a) Mo Bpeme Ha ChITBTCTRALIO JieHe Q% ‘{[ar
80 mg BeaHBk AHEBHO. TOBa € CBBP3AHO C MOHIDKEHHUE HA CPEHOTO MHXUOUpaHe H f_é ORI



arperaums ¢ 15% u 11% croTBeTHO. Te3u pesynTtaTu nokasBar, 4e KIOMUIOrpe Moxe aa Obae
NpUarad ¢ NaHTonpazon.

Hsma nokaszaTencrsa, ve JpyrH JIEKapCTBEHU NPOLYKTH, HAMAISBAIIKM CTOMAIIHATA KUCEAMHHOCT KAaTO
H2 610kepute MM aHTHALMINTE NOBJIMSBAT AHTUTPOMOOLIMTHATA AKTUBHOCT Ha KJIOMUAOTPEN.

Anmupempoeupycua mepanus (APT), kombunupana ¢ papmaxoxunemunen enxancep: NAUMEHTH C
HIV, nekyBaun ¢ antupetposupycHa tepanus (APT), komOuHKpaHa ¢ hapMakOKMHETHYEH EHXAHCED,
Ca U3JI0XKEHU HAa BUCOK PUCK OT ChAOBU ChOUTHS.

I1pu nudexrupany ¢ HIV nauuentn, nexyBanu ¢ antupetposupycHa tepanus (APT), noacuneHa ¢
PUTOHABHD MJIM KOOMUMCTAT, € Hab/llolaBaHa 3HAUMTENHO HamMajieHa TPOMGOLIMTHA HHXHOULIKA.
Bbnpeky ye KIMHMYHATA 3HAYUMOCT Ha TE3H HAXO/IKH € HEsICHA, HMa CTIOHTAHHH CHODILEHHS 32
uHbextupanu ¢ HIV nauuenTn, nexyBanu ¢ ycunena APT, KOWTO ca MMajii OBTOPHO OKJTy3UBHH
CHOUTHS CliCH BB3CTAHOBABAHE HA MPOXOAUMOCTTA WM Ca MPETLPMENTH TPOMOGOTHUHH CHOM U,
JI0KATO ¢a OWIK Ha cxema Ha JicUcHHE ¢ kionuorpen. CpeaHaTta TpOMOOLUMTHATA MHXHOMLIHS MOYKE
Ja Ce HAMAJIAT Py ChIIBbTCTBAIA ynoTpeba Ha puToHasup. [opauu ToBa chnbTCTRALUA YHIOTpeba Ha
konugorpen ¢ yeuwnena APl we ce npenopsura.

Apyau nexapcmeenu npoOykmu: 3a IpOyBaHe HA TOTEHUMAIIH GapMAKOAMIAMHUYHH H
(bapMakOKMHETHYHH B3aUMO/JEHCTBUS Ha KIOMHAOIPEN W APYTH CHIILTCTBALIM JIEKAPCTBEHH
NIPOJTYKTH, Ca NPOBEIEHH 3HauuTeNIeH Opol INTMHUYHH NpoyuBaHus. He ca HabGmoaaBaHi KJIMHUYHO
3Ha4YMMHK (hapMaKOAWHAMHYHH B3aHMOAEHCTBHS, KOTaTo KJIOMHUAOrpeN € NpUaraH €IHOBPEMEHHO C
aTeHoJ10J1, HUQEUIHH, UM C aTeHOJI0N U HUdequnuH 3aenHo. GapMakoAMHAMUYHATA AKTUBHOCT HA
KJIOTIMAOTPEN HE Ce MOBJIMABA 3HAUUTEHO MPH €JHOBPEMEHHO NMpPUIIOKeHHe ¢ deHoGapOuTan unu
€CTpOreH.

{dapmMakOKMHETHKATa HA JAMFOKCHH WJIH TeOMHIHH He ce MPOMEHs OT eIHOBPEMEHHO TPUIIaraHe Ha
KJI0NMAOrpesl. AHTHALMIANTE HE TIPOMEHAT CTeNeHTa Ha abcopOLus Ha KIIOMUAOrped.

Hannu ot npoy4saneto CAPRIE nokasgar, ue peHUTOHH M TONOYTaMK/, KOMTO Ce METaboU3UpaT OT
CYP2C9, 6e30nacHo Morar fia ce MpUarat eJHOBPEMEHHO C KJIOMHIOTPE.

Jlexapcmeenu npooykmu, cybcmpamu na CYP2C8: nokas3aHo e, ue KIOMHAOrPe NOBUILABA
€KCMO3HULHKATA HA PENArJIMHU NP 34paBy 10OPOBOILK. [n Vitro npoy4BaHus MOKA3BAaT, ye
NOBULUABAHETO HA €KCIO3MIMATA Ha PENArjIMHUL ce ABJDKU Ha nHxubupaHe Ha CYP2C8 ot
TTIFOKYPOHOBHA MeTabonuT Ha kionunorpest. [Topagu pucka ot NoBHINABAaHE HA [LIA3MEHUTE
KOHLIEHTPALUK, €AHOBPEMEHHOTO NPHIIOKEHHE HA KJIONHIOTPEN H JIEKapCcTBa, KOMTO Ce eTMMHHHUPAT
npeaumuo ype3 CYP2C8 meTabonusbm (Hamp. penariauHUI, nakidTakcen), TpsGBa na ce npearnpyuema
C [IOBUMIEHO BHUMaHue (BXK. Touka 4.4).

Ocsen uHpopmanuara 3a cneLMUIHUTE NEKapCTBEHH B3aMMOJESHCTBHS, NPEACTABEHA I0-TOPE,
MpOY4BaHHUS 32 B3aUMOJEHCTBHUA C KJIONMOOIPE M HAKOW APYTH JIEKAPCTBEHH NPOLYKTH, MPUIAraHu
YECTO MPH NalUHEHTH C aTepOTPOMOOTHUHH 3ab0nsBaHus, He ca npoBexaaHu. [TauueHTuTe, yyacTBanu
B KIMHUYHUTE U3MIMTBAHUA C KJIONMAOTpeN obaue, ca nonyyaBaid royiam Opoi ChIbTCTBALIN
JIeKapCTBEHU MPOIYKTH, BKJIOYBALIM Wy peTHLM, 6eTa 6aokepu, ACE-uHXubHTOpH, Kanlues
@HTarOHMCTH, XOJIECTEPOIT MMOHMKABALIY CPEACTBA, KOPOHAPHU Ba30UIATOPH, AHTHUAMAGETHH
CpeACcTBa (BKJIOYHUTEHO UHCYIMH), aHTUeNMAenTUYHH cpeactsa, u GP IIb/Illa antaronuctu 6e3
JI0Ka3aTe/CTBA 33 KNMHHUYHO 3HAYUMU HEXeJTaHW B3aMMOAEHCTBHS.

Kaxto u npu apyru nepopanuu P2Y 12 UHXHOGUTOPH, €AHOBPEMEHHOTO NPUIOKEHHE H
aroHMCTH MMa NOTeHUMan Ja 3a6aBu U Hamau abcopOLUUATa HA KNOMUAOTPEN BEPOAT
3abaBeHo n3npa3BaHe Ha cToMaxa. KnuHUYHOTO 3HaueHue He e u3BecTHo. Tpabea na e@ Mr@]
ynorpebaTa Ha NapeHTEPaHO AHTUTPOMOOLIMTHO CPEACTBO MPU MALIKEHTH C OCTBP KOPEHAP

CHH/IPOM, U3UCKBALIM €HOBPEMEHHO MPHIIOMKEHHUE HA MOP(UH HITH PYTH OMHOWIHM) n?y\ac % :
N\ Do
W



Pozysacmamun: ycTaHOBEHO €, e KJIONUAOTPeN MOBULIABA €KCMO3ULMATA HA PO3YBACTATHH MPU
nauuenTuTe 2 1T (AUC) 1 1,3 01U (Crax) ciien npunarade Ha go3a 300 mg kionuporpen u 1,4
mbTH (AUC) 6e3 eext BbpXy Crax C/1€1 MHOTOKPATHO MpUIaraHe Ha 103a 75 mg KJIOMuaorpes.

4.6  ®DepruianTeT, GPEMEHHOCT H KbpMeHe

bpemeHHOCT
ITopaau nunca Ha KIMHWYHY AaHHW OTHOCHO €KCTO3ULIMATA Ha KJIONKAOTpedI [0 BpeMe Ha

OpeMeHHOCT, 3a NPEeANOYMTaHEe € KaTo Mpeana3Ha MspKa [a He Ce U3MOJI3Ba KIONKUAOTPEN M0 BPEME Ha
OpemMeHHOCT.

ExcnepumeHTaiHiTe Npoy4BaHuUs P XKUBOTHH HE MOKA3BAT NPSAKO WJIKH HEMPSKO BPEOHO
BB3AEHCTBHE BbPXY OpEMEHHOCTTa, eMOPHOHANHOTO/(ETANHO pa3BUTHE, PAXKIAHETO HIH
[OCTHATAJTHOTO pa3BUTHE (BXK. ToUuka 5.3).

Knpmene
He e u3BecTHO nanH KIOMMAOrpeN ce eKCKpeTUpa B kbpMmara. [IpoyuBaHusTa p )UBOTHH MOKAa3BAaT,

ye KJIOMKIOTPENI Ce eKCKpeTHpa B MilsikoTo. Karo npennasna msipka, KbpMeHeTo He TpiaOBa Ja
npoab/DKABA 110 BpeMe Ha JiedeHueTo ¢ Knonuaorpen Exodapm.

®deprunurer
[poyuBaHus MpH )KUBOTHH HE Ca MOKA3aJIH, Y€ KJIOMHIOrpe MoBaHsBa GepTUIIHTETA.

4.7 Edexrn BbpXy cnocobHOCTTA 32 mopHpaHe H paoTa ¢ MAIKHHA

Knonuporpen He noBausBa WK NMOBJHsABA NPEHEOPERUMO CIOCOOHOCTTA 3a 1o rpaHe H paboTa ¢
MalIHHH.

4.8 Hesxkenanu JiekapcTBEHH peakiHu

O6obuieHue Ha npoduaa Ha Ge3onacHOCT

besonacHocTTa Ha Konuaorpesn € 6una oueHeHa npu noseye ot 44 000 NaLKEeHTH, KOUTO ca
Y4acTBaIH B KIMHMYHM [IpOYyUBaHus, BKIO4BAIlK Hag 12 000 naipeHTH, TekyBaHu 3a | roauHA WK
noseuye. Karo uso, knonuporpen 75 mg/nneBHo e cpaBHuM ¢ ACK 325 mg/nuesno 8 CAPRIE
HE3aBHCHUMO OT BB3PacTTa, 1oJ1a U pacaTta. KIIMHUYHO 3HAYMMUTE HEe)KeNlaHH JICKApCTBEHK PEaKlliy
HabmonasaHu B mpoyueauusta CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A ca 06¢baeHu
no-101my. B noMb/IHEHNE KbM OIUTA OT KJIMHUYHUTE (1POYYBaHHs, HEKEJIaHH JIEKAPCTBEHH PeakLKH ca
cboOlIaBaHN H CIOHTAHHO.

KbpBeneTo ¢ Haii-gecTo chobliaBaHaTa peakiys KakTo MpH KIHHAYHHTE POY4BAHUs, TaKa U MPH
MOCTMAPKETHHIOBHSI OIHT, KbAETO € ChoOILaBaHa Hai-4ecTo mpe3 MbpBUs MeCeLl Ha JICYeHUETO.

B CAPRIE, npu naruentH sekyBanu ¢ knonuaorpen wid ACK, obuiata yectora Ha KbpeeHe € 9,3%.
YecToTaTta Ha TEXXKUTE Cllydau € cxonHa npu kionunorpen 1 ACK.

B CURE He e HabmogaBaH no-rojisiM 6poii Ha ciiyyad Ha MACUBHO KbpBEHE C KIIOMHIOIPEI ILIHOC
ACK npe3 nbpBute 7 AHU cilen KopoHapeH 6ainac npH MNauWeHTH, KOUTO Ca CIPENH TEparsTa
noBeue OT MET AHHU Npeu onepaumaTa. [Ipy nauMeHTH, OCTaHaIM Ha Tepanus B MPOAb/DKEHUE Ha 5
JHU cjieq KopoHapHus Galinac, dyectoTara Ha ciy4aute e 6una 9,6% 3a wionuaorpen mwnoc ACK, u
6,3% 3a mauebo mioc ACK.

HHUBO U BHJA Ha (bH6pPIHOJ11/ITI/I'{HOTO WJIN XE€INMapUHOBO JICUCHHUE.




B COMMIT, of1uara yecToTa Ha HeuepedpaiHO MaCHBHO KbPBEHe HITH LiepeOpaiHO KbPBEHE € HUCKA
U CXO/IHA U pU ABETE IpyMH.

B ACTIVE-A uectoTaTa Ha MacHBHO KbpBEHE € Mo-BHCOKa B rpynata Ha kinonugorpen + ACK,
OTKOJKOTO B rpymnara Ha miauebo + ACK (6,7% cnpsmo 4,3%). MacuBHOTO KbpBeHe € OHJIO TIaBHO
OT €KCTpaKpaHUaIeH NPoU3XoA B ABeTe rpynu (5,3% B rpynara Ha wionunorpen + ACK, 3,5% B
rpynara Ha niauedo + ACK), rnaBHo ot ractpo-untTecTuHanHus TpakT (3,5% cnpsamo 1,8%).
HabaronaBaHo e npekoMepHO MHTpaKpaHUaHO KbpBeHe B rpymnara Ha kionuaorpen + ACK cnpsamo
rpynara Ha niaue6o + ACK (1,4% cnpsamo 0,8%, croTBeTHO). He e HabmonagaHa cTaTUCTUYECKU
3HaA4MMa pa3nuKa B yecToTarta Ha datainHo kbpeeHe (1,1% B rpynara na knonwgorpen + ACK u 0,7%
B rpynara Ha miauebo + ACK) n xemoparuuen uneynr (cvotBetHo 0,8% u 0,6%) mexny nsere

IpyIu.

B TARDIS npu nauueHTHTE CHC CKOPOLIEH HCXEMHYEH HHCYJIT, MONy4aBal{ HHTEH3UBHA
aHTHArperaHTHa Tepamnus ¢ Tpu JekapcTeenu npoaykra (ACK + kinonuaorpen + aunupuaamonn),
YeCcTOTaTa Ha KhPREHE € OUIa MO-BUCOKA U KBPBEHETO € OMIIO MO-TEXKKO B CPaBHEHHE C KJIONHIOrpen
CaMOCTOATEIHO MIK ¢ KOMOHHALIKS aUeTUICATMLAIOBA KUCEIMHA 1 IUMUPHAAMOIT (KOPUTHPaHO
nbimo OR 2,54; 95% C12,05-3,16; p<0,0001).

TabnuueH cNUChK HA HOKCIAHUTE PCAKLIMH

Heokesramprre Jiekapersely peakiyy, HaCTbOMAY N0 BpeMe HA KIIHHUYHUTE NPOYYBAHUA WM
CLOOIIEIIH CIIOHTAHHO, Ca MPEICTaBeHH Mo-A0Jy. TAXHaTa YecToTa € Onpe/ie/ieHa Bb3 OCHOBA Ha
cnegnara koHBeHUMs: yectd (>1/100 no <1/10); evectu (=1/1 000 no<1/100); peaxu (>1/10 000 no
<1/1 000); mHoro peaxu (<1/10 000), ¢ Heu3BecTHa YecTOTa (OT HAJTWYHUTE JAHHH HE MOXe Na Obae
HaIpaBeHa OLeHKa). BbB BCEkH CUCTEMO-OpraHeH Kilac, HesKeJIaHUTE peakliu ce U30posBaT B
HHM3XO/UIL pell MO OTHOLICHHE Ha TAXHATA CEPHO3HOCT.

Cucremo- Yectn HeuvecTn Penkn Muoro peakHs, ¢
OpraHeH KJac HeH3BeCTHA yecToTa*

Hapyenus Ha Tpombouurtonen | Heyrponeuns, Tpomborruna
KpBBTa U Us, NEBKOTEHHS, | BKJIIOYUTEITHO TPOMOOLIMTONEHUYHA
aumdHara €03uHOD AU TexKa mypmypa (TTII) (Bx.
cucreMa HEYTpONeHus TouKa 4.4),
aniacTU4YHa aHEMMA,
NaHUUTOMEHHUS,
arpaHyJoLHTO3a,
TeXKKa
TpoMOOLMTONEHMS,
npuaobuTa
xeMouus A,
rpaHyJOLHUTONEHH S,
aHeMus

Copneunu Cunppowm Ha Kounis
HapyIEHUs (Ba3ocnacTyuiHa
aNiepruyHa aHruHa /
ajlepruyeH M




HapyieHus Ha
MMYHHaTa
cucrema

CepymHa bonecr,
aHaUIAKTOUIHH
peakLiH, KpbCTOCAHO
peakThBHA
JiekapcTBeHa
CBPBXYYBCTBUTENHOCT
MEXIY
TUEHOMUPUAUHUTE
(kaTo TUKJIONMIKH,
npacyrpen) (Bx. Touka
4.4)*;

WHCYJIUH aBTOUMYHEH
CUHAPOM, KOMTO MOXKe
Ja 0Beie 10 TeXKKa
XHUIOTTTHKEMUS,
0co0eHO npu
naidedT ¢ HLA
DRA4 noarun (110-
YeCT NpH AMoIIcKaTa
nomynarus)*

Ilcuxuinn
HapyLUEHHUs
HapyiueHus Ha
HepBHaTa
cucTema

XanouuHalnH,
obbpkaHoOCT

HHuTpakpaHuanto
KbpBEHE
(chobiueHH ca
HSIKOJIKO Ci1y4au
¢ daranen
U3xXon),
rinaBoboiue,
napecTe3us,
3aMastHOCT

Hapyenus Bb8
BKYCOBHTE
BBL3NPHSITHS, arey3us

Hapyenus Ha
OuHTe

KpbBouanus B
OYHTE
(KOHIOHKTHBATA,
OKOTO, pETHHATA)

Hapyuienus Ha Bepturo

yXOTO U

nabupuHTa

1653:():77 Xemarom Cepuo3Ha xemoparus,

HapyIleHUs KbpBEHE OT
OTCpaTHBHA paHa,
BaCKYJIUT, XMUIIOTOHHUS

Pecnuparopuy, Enucraxcuc KpbBOM3nuBY B

IPBAHU U JuxarejiHaTa cuctema,

MeIHaCTHHATTHH (xemonTo3a,

HapyLUeHHs 6enoapobua




CromatiHo- CromaruHo- Cromaiuna s3Ba | Perponepurone- | CToMaliiHO-YpeBHa U
YpEBHU 4ypeBHa H OyOJeHallHa ajlHa XeMoparus | peTporepHTOHeaTHa
HapylLUeHHus xemoparus, s13Ba, raCTPHT, xemoparus ¢ daraneH
auapus, [OBpPBLIAHE, U3X0J1, NaHKPEaTHT,
KopeMHa OoNika, | raaeHe, 3anek, KOMHT (BKJIIOUHTETHO
aucrnencus dnaTyneHuus SI3BEH WJIH
JTUMQOLMTEH KOMUT),
CTOMATHT
XenarobunuapH Ocrtpa uepHOApOOHA

1 HapylUEeHUs

HEA0CTaTbUYHOCT,
XeNaTHT, OTKJIOHEHHsI
B YEpHOAPOOHHUTE
(bYHKUHOHAIHH
TECTOBE

Hapywienus Ha

Ob6pazyBaHe Ha

Ob6pus, cbpbex,

bynozen nepmatur

KoXara U CHHHHH KOXHHU (TokcuuHa

NOAKO)KHATA KPbBOU3TUBH enuaepmanta

TbKaH (nypnypa) HEKpOJIU3a, CUIIAPOM
Ha Stevens-Johnson,
epuremMa
Mmynatudopme, octpa
reHepajiu3npana
eK3aHTEeMaTO3Ha
nycrynosa (AGEP),
aHTHOeNEM,
JIEKapCTBEHO
MHIYLMpPaH CHHOPOM
Ha CBPBXUYBCTBUTEII-
HOCT, JIEKapCTBEH
0o6puB ¢ eo3uHOG UMM
U CUCTEMHH
cumnromu (DRESS),
€pPUTEMATO3EH WIIN
ekcdoMaTHBEH
o0puB, ypTHKapHs,
eK3eMa,
Lichen planus

Hapyiuenus Ha ['MuexkomacTus

BB3MPOU3BOIUTE

JIHaTa cucTemMa u

rbpoara

Hapyenus Ha KpbBou3znueu B

MYCKYJIHO- MYCKYJIHO-CKeJleTHaTa

CKeJleTHaTa cucrteMa

cuctema (xemapTpo3a), apTpur,

ChEUHUTENHAT apTpairus, Mia

Hapyenus Ha Xematypus [tom },@8 . \\

=+ B

6b0peuuTe U
UKOYHHUTE
IbTHLIA




O6uiu KpbBousnue Ha Bucoka temneparypa
HapylueHus MSCTOTO Ha

edexTH Ha HH)KEKTHpaHe

MSCTOTO Ha

npunoxeHHe

H3cnensanus VY abipkeHo Bpeme
Ha KbpBEHE,
noHWkeH 6poit
HeyTpod UM,
HOHMKeH 6poit
TpoMboLUTH

* JlaHHH, CBBP3aHH ¢ KJIOMHIOrPeN C HEMZBECTHA TIeCTOTa

Cho0LABAHC HA MOJO3HPAHY HEKETAHH PEeakLIH

Cpo01aBaHeTo Ha NOAO3MPaHU HEXENaHW PEAKLHHU CIe] PaspellaBaHe 3a ynotpefa Ha TeKapcTReHHS
NpoAyKT e BaxxHo. Tosa no3eo/1sBa aa NPOABDKY HAGJLOASIHUELO Ha ChOTHOLIEHUETO M038/PUCK 3a
JIeKapCcTBeHUs NpoAyKT. OT MEUIIMHCKHUTE CIELHATTUCTH CE U3MCKBA a ChOOLIABAT BCAKA
N0JI03MpaHa HexkeNlaHa peakuus Ype3 M3nbanuTenHa areHuus no jekapcrsara, yiu. ,,Jlamsu [pyes”
Ne 8, 1303 Codus, Ten: +359 2 8903417, yebceaiit: www.bda.bg.

4.9 IIpenosupane

[Ipeno3rpaHeTo B pe3y.1TaT Ha MPHIOKEHHE Ha KIIOMUAOIPEN MOXKE [a IOBEIE 10 YIBHKEHO BPEME Ha
KbPBEHE M MOCJIEIBALLIMTE YCJIOXKHEHH OT KbPBEHETO. AKO Bb3HHKHE KbpPBEHE, TpAOBa [1a ce
APWIOXKH NOAXOSIA TEPArTHsI.

He € ycTanoBen aHTHIOT Ha (hapMaKoJIOrMYHATa aKTUBHOCT Ha KJIOMMAOTPeN. AKO € HeobXxoauma
He3abaBHa KOPEKLIMs Ha yIb/DKEHOTO BpeMe Ha KbpBeHe, TpaHCdy3us Ha TPOMOOLMTHA Maca MOXe /14
NpPOTHBOJEHCTRBA HA ePEKTUTE HA KITOMHAOTPE.

5. ®APMAKOJIOTHYHUA CBOMCTBA
5.1 DapMakoAHHAMHYHH CBOHCTBA

®apmakoTepaneBTH4HA Fpyna: HHXUOUTOPH Ha TPOMOOLIMTHATA arperanys, ¢ H3KIIOUYEHWE Ha
xenapuH, ATC kon: BO1AC04

Mexanussm Ha geicTue
Knonunorpen e npezsiekapcTBo, €1HH OT YHHTO METabOIMTH € HHXUOUTOP Ha TPOMBOLMTHATA
arperauus. Knonunorpen tpsa6sa na 6sae merabonuzupad ot CYP450 eH3umuTe 10 NonyyaBaHe Ha
aKTUBHHUA MeTabOJIMT, KOHTO HHXUOMpa TpoMOoUUTHATA arperausa. AKTUBHUAT METAGOIUT Ha
KJIOMUIOrPel CEIEKTUBHO HHXHMOUpa CBBbP3BAaHETO Ha afeHO3uH audocdar (AJ[D) kbm
TpomGouuTHUTEe My P2Y 12 peuentopu, u nocneasaiara AJ[d-meanupaHa akTUBaLns Ha
rnukonpoterH GPIIb/Illa komrmekca, kaTo Mo TO3W HauYMH HHXUOUPA TPOMOOLMTHATA ar
[Topanu HEOOPATUMOTO CBBP3BAHE, MOBIUSHUTE TPOMOOLMTH OCTABAT 3aCErHATH 10 KP
XHUBOT (Mpubau3uTenHo 7-10 AHU) U BH3CTAHOBSBAHE HA HOPMATHATA TPOMOOLIMTHA (
HaCTBhNBA NpPH CJIEIBALIOTO NokoneHue TpombounTy. TpomGouuTHaTa arperauus, npe 4
ApyrH aroHucTH ocBeH AJI® cbLio ce nHXubupa ypes O10KMpaHe Ha yBenHYeHaTa TPO l);@_l r
aKkTHhBaLus ot ocBoboaeHus AJ[D. 2




Tbi KaT0 aKTUBHUAT MeTaboNHT ce oOpasysa upe3 CYP450 eH3UMUTE, HAKOH OT KOUTO ca
NIOJIMMOP(HH UK ca 00eKT Ha MHXUOUpaHe OT APYTH JIEKAPCTBEHU NPOIYKTH, HE BCHUKM MALMEHTH
L€ UMaT afieKBaTHA TPOMOOLIUTHA arperarigsi.

DapmakoarHaMuyaHK eeKTH

MHOrokpaTHOTO NpUIOKEHHE Ha 75 Mg AHEBHO BOAM A0 YCTOWYMBO MHXxuGHUpaHe Ha AJ[D-
MHOyLUMpaHaTa TpOMOOLMTHA arperalys oT IbPBUS A€H, KOETO NPOrPECUBHO HAPACTBA W JOCTHIA
CTaLlHOHAPHO ChCTOsAHME MY 3 M 7 neH. [Ipu craunoHapHO ChCTOSHHE CPEIHOTO HUBO Ha
MHXKOULIMS, MOCTUTHATO ¢ 75 mg aHeBHo e mexay 40 % u 60 %. TpomGounTHaTa arperalus u
BPEMETO Ha KbPBEHE NOCTENEHHO CE€ Bb3BPBILAT KbM U3XOAHUTE CTOMHOCTH OOMKHOBEHO 5 HM clief
NPEeKbCBAHETO HA JEYESHUETO.

KnunuuHa eduxacHocT v 6e3onacHoeT

BesonacHocTTa 1 edrkacHOCTTa Ha KJIONMIOrpesn ca GUiH OLeHEHH B 7 IBOMHO-CIIENH MpOYyYBaHms,
Birouny Haja 100 000 naientu: npoyysaHeto CAPRIE, cpasHenue Ha knonuaorpen u ACK u
npoyuBanusta CURE, CLARITY COMMIT, CITANCE, POINT u ACTIVE-A, cpasHsiBaiiu
KJIONUAorpe 1 miauedo ¥ ABaTa JeKapcTBEHH MpoxykTa B komGuHauus ¢ ACK u apyro cranmapTHo
JIeUeHue,

Ipecen muoxapoen ungpapxm (MI), npecen MO3bUEH UHCYIM UL YCIMAHOBEHA NEPUpEepHU
apmepuanua borecm

Ipoyusanero CAPRIE Bkmousa 19 185 mauuentu ¢ arepotpombosa MaHudecTHpana ¢ npeceH
mMuokapaeH HHGapKT (<35 qHHU), NpeceH HCXeMUYeH MHCYNT (MexIy 7 IHHU ¥ 6 Mecelia) WM JOKa3aHa
nepudepna aprepuanna 6onect (I1AB). ITauuenTture ca paHIOMU3UpaHd Ha 75 mg KIONKAOTPEN
AHeBHO niu Ha 325 mg ACK u ca npocneneHu oT eaHa 1o Tpy roaMHu. B noarpynara ¢ MHokapen
MHGAPKT, MOBEYETO OT MalieHTHTe ca nonyyasanrd ACK npes nbpeute 1HH cies ocTpus MHGAPKT Ha
MHOKapaa.

Kitonugorpen 3Ha4MTeIHO peyLiMpa YeCTOTaTa Ha HOBUTE HCXEMUYHH MHUMAEHTH (KOMOUHHpaHa
KpaiHa TOYKa, BKJIIOUYBAlla MHOKap/IEH HH(APKT, HCXEMHUEH HHCYJIT U ChAOBA CMBPT) B CPABHEHHE C
ACK. Ilpn nposeaeHNTe aHATU3K Ha JeUeHHe ca HabmonaBanyu 939 MHLMAEHTA B rpynara ¢
koruaorpen ¥ 1 020 B rpynara ¢ ACK (penykuus Ha otHocutenuus puck (RRR) ¢ 8,7 % [95 % CE
0,2 mo 16,4]; p=0,045), koeto choTBeTCTBa 3a Beekd 1 000 naivenTa ieKyBany ABE TOJAMHH,
JOMBJIHUTEIHO NPEIOTBPATEHH HCXeMUYHN HHIUAEHTH nipy 10 manuenta [CI:0 no 20]. AHanu3sT Ha
obuIaTa CMBbPTHOCT KaTO BTOPHYHA KpaiiHa TOUKa He [0Ka3Ba 3HAYUTENIHA PA3IMKa MEXKIY
xnonuaorpei (5,8 %) n ACK (6 %).

B noarpynos aHanus cropes ChbCTOAHHETO (MHOKapaeH uHbApKT, ucxemuueH UHCyIT uik [1AB) Haii-
Gnaronpusren e edexra npu nauuenture ¢ [IAB (mocTura ce cTaTUCTHYECKA 3HAYMMOCT MIPH
p=0,003), (ocobeHo Te3u, KOMTO ca ¢ aHamHe3a U 3a MuokapzieH undapkr) (RRR = 23,7 %; CI: 8,9 o
36,2) u mo-cnab (6e3 3HauuMa pasnuka crnpsamo ACK) npu nauuenture ¢ uacynt (RRR = 7,3 %; CI: -
5,7 no 18,7) [p=0,258]. [Ipu naupeHTUTE, BIUTIOUEHHU TIOpaH CKOPO TpeKapaH MUOKapAeH UH(APKT,
KJIONMAOTPEN € No-MaNiko epeKTHBEH, HO 6e3 ctatuctuuecka pasznuka cnipamo ACK (RRR = -4 %; CI:
- 22,5 po 11,7 [p=0,639]). HombnHuTENHO Ype3 NOArpyNOBUs aHANM3 [0 OTHOLIEHHE Ha Bh3PacTTa ce
YCTaHOBsBA, Y€ €PEKTHT OT KIOMMAOrPe NPH MaLMeHTH Haj 75 FOAHHM € 10-ciab OT TO3W npu
nauyMeHTUTe <75 rofuHH.

Twit kato B npoy4saneto CAPRIE He € UMafo Bb3MOXHOCT 32 OLEHKA Ha €DMKACHOCTTa B OTAETHHTE

CBhCTOSHHS Ca PEATHU WJIU ca CllydabliHu.

Ocmvp kKoponapen cuHopom

| g (5
[Ipoyusanero CURE srutrouBa 12 562 naumeHTH ¢ OCTbp KOPOHAPEH CHHIAPOM 6e3 € eBalnug 1 |
cermeHTa (HecTabuIHA CTEHOKAPAUS WK MHOKapaeH undapkr 6e3 Q 3u6eu) u HaIu 1é%9\ﬁ_i:f¥l% HiTe \ J



24 yaca OT Ha4aao0TO HAa OCTPUSI ENU30A Ha IPbIHA GOJIKA MJIM CHMITOMH B PE3YJITAT HA UCXEMUSL,
IMTauuenture Tpsabea aa umar EKI" npomenu, roBoperuy 3a HOBOMOSBUIIA CE HCXEMUS UM NOBULIEHH
CbpACYHH €H3UMH WK TPONOHMH [ unu T, B CTOMHOCTH NOHE ABa MbTH MO-BUCOKH OT rOpHa rPpaHuLa
Ha Hopmara. [laumenTtHTe ce pannoMusupar Ha knonugorpen (300 mg HaroBapsaila n03a,
nocieaBaHa ot 75 mg gHesHo, N = 6 259) uiu nnauebo (N = 6 303), u aBeTe rpyny B koMOUHAUMS C
ACK (75325 mg BenHBX JHEBHO) U IPYTH CTaHAAPTHA Tepanu. [lauMeHTuTe ca neKyBaHu 1o |
roauna. B npoyusanero CURE, 823 (6,6 %) naunentu nonyuasar egHospemerto 1 GPII/I1a
peLenTopHy aHTarOHUCTH. XenapuH ce npuiara npu noeede ot 90 % ot nauueHTHTE, KATO
OTHOCHUTEJTHATA YECTOTA HA KbPBEHE MEXIY KJIOMUAOrpen u niauedo He e Guiia 3HAYUTETHO MOBIHSIHA
OT €JHOBPEMEHHATA Tepanus ¢ XernapuH.

BposT nauuenTy, npy KoMTO ca HabNIIOAABaHH CHCTOSIHUSA, OTTOBAPSLIA HA KDUTEPUHTE Ha
IbpBUYHATA KpaiHa TouKa [ChpAeUHO-ChA0Ba cMbpT (CV), Muokapnen uxdapkr (MI) unu uncynr],
ca 582 (9,3 %) B rpynara Ha wionugorpen u 719 (11,4 %) B nnaue6o rpynara, peayKuds Ha
otHocHTesHMsA prick ¢ 20 % (95 % CI: 10-28 %; p = 0,00009) B rpynaTa Ha xnonunorpen (17 %
peAyKuHs Ha OTHOCHUTETHHA PHCK NPH KOHCEPBATUBIIO JIeUellne [1a nalyeHTure, 29 % npu HanpaseHa
NepKyTaHHa TpaHCTyMHHATHA KopoHapHa anrkoruiactuka (PTCA) ¢ unu 6e3 crent u 10 % npu
HanpaeeH KopoHapHo aptepranen Hainac (CABG)). Hoeu cvpaeuno-cLaoBu uiuuaenty (MbpBUYHa
KpakHa TOUKa) ca NPEAOTBPATCHU C PEOYKUMS Ha OIHOCHIEnHns prek ¢ 22 % (Cl: 8,6, 33,4;), 32 %
(CL: 12,8, 46,4), 4 % (CI: -26,9, 26,7), 6 % (CI: -33,5,34,3;) u 14 % (CL: -31,6, 44,2) cboTBETHO Npe3
0-1, 1-3, 3-6, 6-9 1 9-12 MeceuHH HHTEpBATH Ha npoyusaHeTo. Clie/ TpeTHs Mecell, GIaronpusTHHAT
etekT, HabnromaBax B rpynara Ha wionuaorpen +ACK He HapacTBa roBede, HO PUCKBT OT XEMOparus
ocTaBa (BX. Touka 4.4).

Vnotpebata na wionuporpen B CURE npoyusaHeTo € cBbp3aHa ¢ HamansiBaHe Ha HEO6XOAMMOCTTa
oT TpombonuTHyHa Tepanus (RRR = 43,3 %,; CI: 24,3 %, 57,5 %) u GPIIb/Illa unxubutopu (RRR =
18,2 %; CI: 6,5 %, 28,3 %).

BposT Ha mauMeHTUTE, MPH KOUTO Ca HACTBIHIH ChCTOSHHUS, OTTOBAPAILH HA KPUTEPHUTE 34
JOMBbJIHUTEHATAa IbPBUYHA KpakHa Touka (CV cMbpT, M1, MO3bueH UHCYNT Wik pedpakTepHa
ucxemus) e 1 035 (16,5 %) B rpynara Ha wionugorpen u 1 187 (18,8 %) B mnaue6Go rpyuara,
penykuus Ha OTHOCHTENHUA pUCK ¢ 14% (95 % CI: 6 %-21 %, p=0,0005) B rpynara Ha knonuorper.
To3u GnaronpusaTe ebekT ce ABDKU NPEAUMHO Ha eeKTa Ha KIIONUAO0TPeN BbPXY MHOKAPIHHS
uHdapkr [287 (4,6 %) npu rpynata Ha kionuaporen u 363 (5,8 %) npu nnaue6o)]. He e nabmoaasan
eeKT BbpXY YECTOTATa Ha PeXOCIUTAITH3ALMATA IPH HECTAOHIIHA CTEHOKAPIHS.

Pesynrature, nomy4eHy B IPyNUTE C Pa3iIM4HU XapaKTePUCTHKH (HAMpP. HecTaOHIHA CTEHOKAPUs K
MI 6e3 Q 316eL, paziuuHa CTeneH Ha PUCK, JHabeT, HEOOXOAUMOCT OT PEeBACKYJIapPH3allUs, BE3PacT,
M0JT) Ca CXOJIHM C PE3yNTaTHTE OT MbPBUYHUTE aHanu3u. [lo-cnenuanto, B post-hoc ananus npu 2 172
nauuentH (17 % ot uanara CURE nonynaius) Ha kouto uM e noctased creHT (Stent-CURE),
JaHHUTE MOKA3BaT, Ye KIOMMIOrpesT CpaBHEH ¢ mauebo, neMoHcTpupa 3HauuMo RRR ot 26,2% B
T0JI3a Ha KJIOMUIOrpen 3a Ko-bpBMYHATA KpaiiHa Touka (CV cMbpT, MI, MO3BUEH HHCYIIT) H CBLIO
3HaurMO RRR ot 23,9% 3a ko-BTOpuyHaTa kpaiiHa Touka (CV cMbpT, MI, MO3bUYeH MHCYNT WK
pedpakTepHa ucxemus). OcseH ToBa, NPOoGUIBT Ha GE30MACHOCT Ha KJIOMUAOrPEN B Ta3H MOATPYNa
NaLMEeHTH He MPEAN3BHKA HAKaKbB 0cobeH npobiem. CieaoBaTeNHO, pe3y/ITaTHTE OT Ta3H MOArpyna
ca B CbOTBETCTBHUE C OOILUTE PE3yJiTaTH OT NMPOYYBAHETO.

BiaronpuaTHUAT eeKT Ha KIONUAOrpel € HE3aBUCHM OT APYTO CIELIHO U NPOIbIKATETHO
ChpAECUYHO-CHA0BO JleueHue (kato xenapud/LMWH, GPIIb/I1]a antaroHueTy, TMnuao-peny
JIEKapCTBEHHU NMPOXYKTH, bera-6nokepu 1 ACE unxubutopu). EdrkacHocTTa Ha Kiomnk
oileHeHa He3aBUCHMO OT Ao3aTta Ha ACK (75-325 mg BenHBK AHEBHO).

Huapkr Ha muokapaa ¢ enesauus Ha ST-cermenTa




ITpu naumentu ¢ octep Ml ¢ enepauus Ha ST-cermenra (STEMI), 6e3onacHocTTa M €(hHMKACHOCTTA HA
KJIOMUAOrpest ca 6MM OUEHEHH B 2 paHIOMH3HPaHH, nnauebo-KOHTPOUpaHH JBORHO-CENH
usnutBanua, CLARITY, npocnexrusen noarpymnos aHanu3 Ha CLARITY (CLARITY PCI) u
COMMIT.

IMpoyusanero CLARITY skntousa 3 491 naunenty ¢ Hayano Ha MI ¢ ST eneBaluus B pamkuTe Ha
nocjaeanuTe 12 yaca M 3anaaHyBaHO TPoMOOMUTUYHO JeuyeHne. [launeHTure ca nomy4uin
knomuaorpen (300 mg natoBapsalua ao03a, nocieaaHa ot 75 mg/aex, n=1 752) unu nnanedo (n=1
739), n aete B komGuHaLmsa ¢ ACK (150 no 325 mg karo HaToBapBallia 1103a, N10c/€ABana ot 75 1o
162 mg/nen), GUGpUHONMTUYEH areHT, U KoraTo ¢ 6uno noaxonsuio xenaput. IaudeHture ca
npocneneny 3a 30 nuu. [TepBuyHaTa kpaiiHa Touka € KOMOMHUpaHa MOsIBA Ha 3anylileHa apTepus,
CBbP3aHa ¢ MH(APKTa Ha @aHrHorpamara Ipy U3NKHCBaHe, WK CMbPT WK noTopeH MI npeau
KOpoHapHaTa aHryorpadus. [lpy naunenTy, Npu KOUTO He € npaBeHa aHruorpadus, MbpBU4YHATA
KpaiiHa Touka € 611a CMBPT MM MOBTOPEH MHOKap/eH uH(apkT 40 JleH 8 Wik 10 U3MKHCBAHETO.
[lonynauusra nauueHTy e Bnousaia 19,7% sxkenu u 29,2% naumeHTtH > 65 roguan. O6mo 99,7% ot
NauMeHTHTE ca nomy4minn GpubpunonuTyuy (ubpun cneundutinu: 68,7%, He-bubpHH cneurdururuy:
31,1%), 89,5% xenapun, 78,7% 6cta 6nokepu, 54,7% ACE unxuburopu u 63% craTuHu.
[eruanecer npouenTa (15,0%) oT nanweHTHTE B IpynaTa Ha knonuaorpen 1 21,7% r nnaneho
rpymnaTa ca JOCTUTHAIN JI0 MhPRHUYHA KPaHHA TOUKA, KOETO NpeacTapaasa abcomoTHo HaMaleHHe OT
6,7% 1 36 % oTHOCHTCIIHO HaMaJIleHHe B non3a Ha kionuporpen (95% CI: 24, 47%; p < 0,001),
rN1aBHO CBBP3aHO C HaMaJieHHe Ha 3aIlylleHH apTepuH, CBbp3aHu ¢ HHbapkTa. 1'a3u monsa e 6una
HaJIHLE BbB BCUUYKH MPEBAPUTEITHO ONPEENCHN NOATPYNH Ha MALIHEHTHUTE 10 BB3PAcT U MO,
JIOKanu3aUMs Ha HH(ApKTa ¥ BHAA Ha M3MOI3BaHOTO GHOPHHOIMTHYHOTO JICUEHHE MM XETapHH.

[Monrpynos ananus na CLARITY PCI Bkiroua 1 863 nauuentu cbe STEMI, nomioxenn Ha PCI.
[MTauyenrure, nonyyasaum 300 mg Hatoapsaia no3a (LD) knonumorpen (n=933), ca umanu
3HAYMTETTHO HAMAJIEHWE Ha Y€CTOTATa Ha ChbPACYHOCHAOBA cMBPT, MI unu uncynrt cien PCI B
CPaBHEHHE C Te3H, NoMy4apamu nnauedo (n=930) (3,6% npu npeaBapHTEIHO JeUYeHHe C KIOMHAOrPe
cripsamo 6,2% c nnauedo, OR: 0,54; 95% CI: 0,35-0,85; p=0,008). [Tauuenrure, nonyuasamu 300 mg
LD knonuporpen, ca MMany 3Ha4MTENHO HAMATEHHE Ha YECTOTaTa Ha ChpAeYHOCHA0BA CMBPT, MI
wiy MHCYnT A0 30 axu cnen PCI B cpaBHeHue ¢ Te3u, nony4vasaiy miaue6o (7,5% npu
[peABapUTENIHO JieYeHue ¢ kionuaorpen cnpsamo 12,0% c nnauebo, OR: 0,59; 95% CI: 0,43-0,81;
p=0,001). Brrpeku ToBa, KOraTo ce oueHssa 8 obuiara nomysauus Ha npoy4sadeto CLARITY, Tazu
CbCTaBHA KpaiiHa TOYKA He € CTATUCTUYECKH 3HAa4YKMMa KaTo BTOpU4YHA kpaliHa Touka. He ce
HabnrofaBa 3Ha4MMa pa3iivKa B UECTOTATA Ha FOJISIMO MJIH MAJIKO KbpBEHE MEXIY IBETE JICUEHHUS
(2,0% npwu npeapapuTenHo ne4deHHe ¢ kionuaorpen cnpsamo 1,9% ¢ nnauebo, p>0,99). Pesynrarure
OT TO3H aHaJIM3 MOAKPENAT PAHHOTO M3IM0JI3BaHE HAa HaTOBapBalla Jo3a kionuaorpen npu STEMI u
CTpaTerusaTa 3a pyTHHHO MPEJBApPUTEIHO JICUEHHE C KIOMUIOTPe Npy NallMeHTH, ioajoxenn Ha PCI.

IIpoyusanero ¢ 2 x 2 dakxropuanes auzaiii COMMIT e sxrounno 45 852 nauyeHTr ¢ HAYAI0 Ha
cumnroMu noaosputens 3a MI ¢ noakpensawu EKI” abnopmuu Haxoaku (Hanp. ST enepauus, ST
Aernpecus uiun nas 6enpeH O10k) B paMkHTe Ha nocneanurte 24 yaca. [layueHTuTe ca noy4Yuiny
konuaorpen (75 mg/nen, n=22 961) unn nnauebo (n=22 8§91), 8 kombunauus ¢ ACK (162 mg/nen),
3a 28 AHW WK 10 M3NKCBaHe OT 6onHULaTa. [IbpBUUHKTE KpalHH TOUKH ca GUIIK CMBPT M0 BCAKAKBA
NPUYKHA ¥ ITBPBA NOsIBA HA pe-UHGAPKT, HHCYAT Wik cMbpT. [lonynauusTa e sxirouana 27,8%
xeHH, 58,4% nauyentn > 60 roguHu (26% > 70 rogunu) u 54,5% naudeHTH, KOMTO Ca MOJTyYHIIH
bubpuHonuTHLA.

Kiionuaorpesn 31a4umMo HaMansBa OTHOCUTENIHUS PUCK OT CMBPT [0 BCAKAKBA NIPUUHHA
(p=0,029), 1 oTHOCUTENHUSA PUCK 38 KOMOUHALUATA OT pe-UHHDAPKT, UHCYJIT HITH CMb
(p=0,002), koeTo nmpeacTasisiBa abCOMOTHO HamalieHHe ChOTBETHO OT 0,5% u 0,9%./
HaJIMLE HE3aBUCUMO OT Bb3pacT, MOJI, ¢ Wik 0e3 GUOPUHOIUTHLIM, H € HabM0gaBaH
24 yaca. \

\ :
Kiionugorpesn 600 mg HaToBapBalla no3a NpH OALHEHTH C OCTbP KOpOHAapeH cmmpok_ li[(!ﬂﬂG;kEHH l—ffi /
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PCI

CURRENT-OASIS-7 (Kitonuaorpen 1 acnupuH, H3M0JI3BaHK B ONTUMAJTHA 1032 332 HAMAJIIBaHe Ha
nopTapauuTe ce cbouTHs CeaMH PEerucThp 3a OLIEHKA Ha CTPATErHUTE MPU MCXEMHYHH CHHAPOMH -
Clopidogrel and Aspirin Optimal Dose Usage to Reduce Recurrent Events Seventh Organization to
Assess Strategies in Ischemic Syndromes)

ToBa paHAOMH3HPaHO (aKTOPHAITHO Npoy4BaHe Bi/rOuBa 25 086 sria ¢ OCTbp KOPOHAPEH CHHAPOM
(OKC), npeasuaenu 3a panHa PCI. [TauueHTuTe ca panmoMusupaHu Ha aBoiiHa 1o3a (600 mg Ha aeH
1, cnen ToBa 150 mg va aHu 2-7, cien ToBa 75 mg AHEBHO) CIpAMO ctaHaapTHa ao3a (300 mg Ha aen
1, cnen ToBa 75 mg qHeBHO) Konuaorpen u Bucoka ao03a (300-325 mg AHEBHO) CNPAMO HUCKA 1032
(75-100 mg nuesHo) ACK. Bruttouenute 24 835 naurentu ¢ OKC ca nomioxeHn Ha KOpOHapHa
anrnorpadus 1 Ha 17 263 e nposenena PCI. Ipu 17 263 naunenty, nonyuasaiy aeyeHue upes PCI,
B CpaBHEHHE ChC CTAHAAPTHATA 103a, ABOHHATA 1032 KJIONWAOrPe)l HaMansBa YecToTaTa Ha
MbpBUYHATA KpakHa Touka (3,9% cpeury 4,5% kopurupan HR= 0,86, 95% CI 0,74-0,99, p=0,039) u
3HAYMTCIIHO HamasiaBa TpombozaTa Ha cteHTa (1,6% cpewy 2,3%, IIR: 0,68; 95% CI: 0,55 0,85;
p=0,001). T'onaMoTO KbpBEHE € MO-4eCTO NpU ABOWHATA 1038, OTKOJIKOTO MPH CTAHAAPTHA 034
iwionuaorpen (1,6% cpemy 1,1%, HR—1.41, 95% CI 1,09-1,83, p=0,009). B ToBa npoyusauc
HaToBapBalara 103a kironuaorpen 600 mg e nokasana cxoqHa ehUKaCHOCT [PH NALHEHTH Ha Bb3PacT
Z 75 rOAMHM Y MALMEHTH Ha Bb3PacT < 75 I'0AUHMK.,

ARMYDA-6 MI (AHTHarperanTHa Tepailus 32 HAMAISBAHE HA YBP&KAAHETO HA MHUOKAp/a Mo BpeMe
Ha aHTUOIIACTHKA - MHOKapaeH uHpapkr - The Antiplatelet therapy for Reduction of MY ocardial
Damage during Angioplasty - Myocardial Infarction)

ToBa pangoMu3npaHo, NPOCHEKTUBHO, MEKAYHAPOAHO, MHOTOLIEHTPOBO MTPOYYBaHe OLIEHSBA
npeaBapuTenHoTo JeyeHue ¢ 600 mg cnpsamo 300 mg knonuporpen LD B ycnosusita Ha cnieuina PCI
3a STEMI. ITanuentute ca nonyuasanu kinonuaorpen 600 mg LD (n=103) unn knonuporpen 300 mg
LD (n=98) npeau PCI, cnen xoeto ca um npeanucanu 75 mg/nex ot aeus cnen PCI no 1 roguua.
IMauunenrure, nonyuasauiy 600 mg LD knonmuaorpesn, uMar 3Ha4MTENIHO HAMAJIEH pa3Mep Ha
uHbapKTa B cpaBHEHHe ¢ Te3H, nostydasaiiny 300 mg LD. Hanuue e no-uucka uecrora Ha TIMI
crenen < 3 cnen PCI npu 600 mg LD (5,8% cnpamo 16,3%, p=0,03 1), nogoGpena jeBokamepHa
dpakums Ha n3tnacksane (LVEF) npu usnuceaue (52,1 £9,5% copsimo 48,8 £11,3%, p=0,026) u no-
MaJIKO FOJIEMH HEXEJIAaHH ChpACUHO-ChAOBY chOUTHS Ha feH 30 (5,8% copsamo 15%, p=0,049). He ce
Habm01aBa yBeNIMYEHHE Ha KbPBEHETO WJIH YCIOXKHEHHS HA ChAOBUS JOCTHIT (BTOPUYHU KpaHHU
TOYKHU Ha AeH 30).

HORIZONS-AMI (XapMOHH3HpaHe Ha pe3yJITaTHTE OT PEeBACKy1ApU3ALIKS H CTEHTOBE [IPH OCTHP
muokapaeH uHdapkT - Harmonizing Outcomes with Revascularization and Stents in Acute Myocardial
Infarction)

Toa npoy4sane — post-hoc aHanu3 e nposesieHo, 3a fa ce oueHu aaiu LD 600 mg kronuaorpen
OCHIypsABa N0-6bp30 U MO-CHIHO MHXHOKMpPaHe Ha aKTUBUPAHETO HA TPOMOOLIUTHTE. AHATU3BT
u3cnensa su3achicTBreTo Ha LD 600 mg B cpaBHenue ¢ 300 mg Bbpxy 30-AHEBHUTE KITMHHYHH
pesyntaty nipu 3 311 nauuenTty ot ocHoBHOTO M3nuTBaHe (n=1 153; 300 mg LD rpyna; n=2 158; 600
mg LD rpyna) npenu cbpaeuHa kateTepusauus, nociesaHa oT 103a 75 mg/oeH 3a > 6 mecewa cief
W3MUCBaHeTO. Pe3ynTaTHre noka3Bar 3Ha4YUTENIHO NO-HUCKH 30-THEBHH HEKOPUTMPAHH HUBA Ha
embpTHOCT (1,9% crpsimo 3,1%, p=0,03), norropen undapkr (1,3% cnpsamo 2,3%, p=0,02) u
Ae(MHUTHBHA HIIH BeposTHa TpoMbo3a Ha creHTa (1,7% cnpsmo 2,8%, p=0,04) ¢ 600 mg LD 6e3 no-
BHMCOKa 4ecToTa Ha KbpBeHe. [Ipu MmynTusapuanTten ananus, LD 600 mg e He3aBUCUM NpeAUKTOp Ha
Nno-HUCKK HHMBA HA FOJ1IeMU HeXKeslaH! chpaedHu cuouTus Ha aeu 30 (HR: 0,72 [95% Cl: 0,53-0,98
p=0,04). YecToTaTa Ha ronsimo kbpeene (Hecebp3aHo ¢ CABG) e 6,1% B rpynara ¢ 600 m
9,4% B rpynata ¢ 300 mg LD (p=0,0005). YectoTara Ha Manko kbpeete € 11,3% B rpyrna;
LD u 13, % B rpynara ¢ 300 mg LD (p=0,03).

HwsarocpouHo (12 mecela) JeveHHe ¢ Knondaorpen npu naureHT cse STEMI cnen P




Clopidogrel for the Reduction of Adverse Events During Observation)

ToBa pannOMU3HpaHo, JBOHHO-CIIAMNO, NAALE6O-KOHTPOJIUPAHO MPOYYBAHE € NPOBEAEHO B
Coenunenure waty ¥ Kanana, 3a na ce otieHu nonsara ot AbArocpouHo (12 Meceua) eueHue ¢
wionkgorpesn cnen PCI. 2 116 nauuenTH ca panaoMusipany aa nonyyasar LD 300 mg knonugorpen
(n=1 053) unw nnaue6o (n=1 063) 3 o 24 yaca npenu PCI. Benuku naiueHTH ca nonyyapanu v 325
mg acnupiuH. Cjiell MHTEPBEHLIMATA BCUUKHY NALMEHTH ca M0J1y4YaBany KJION|Uaorpea 75 mg/nex no
nex 28 u B apete rpynu. Ot JleH 29 no 12 meceua nauneHTyTe B rpynara ¢ KJIOMHAOTpes ca
roayuaBaan 75 mg/aeH KIoMMaorpen, a B KOHTPOJIHATA TpyTia ca noiy4asanu miauebo. M asere
rpynu ca nony4asand ACK no Bpeme Ha npoyuaneto (81 no 325 mg/nen). Cnen 1 roguua e
HabJ1101aBaHO 3HAUMTENTHO HaMallsiBaHe HA KOMOUHUPAHUs PUCK OT CMbPT, HHGAPKT HAa MUOKApAA MU
HHCYNT ¢ Kitonuaorpen (26,9% oTHocuTenHo HaManeHue, 95% CI: 3,9%-44,4%; p=0,02; abcomoTHo
Hamanenue 3%) B cpaBHeHHe ¢ nnaue6o. He e HaGmonasaHo 3HaYMTENHO YBEJIHYEHHE HA YECTOTATA
Ha ronsamo KkbpeeHe (8,8% ¢ konuaorpen cnpamo 6,7% c nnaue6o, p=0,07) uiu Manko KbpBeHe
(5,3% ¢ xnonuporpen cnpsamo 5,6% c nnaue6o, p=0,84) Ha 1 roguHa. OCHOBHOTO 3aK/IIOUEHHE Ha
TOBA MPOYyYBaHe €, Y€ NpoAbLKaBaHeTo Ha kionuaorpen u ACK 3a noHe 1 roaMua sogu 10
CTaTUCTUUECKH M KJIMIIHUIIO 3HAYUMO HAMAIABAHE HA FOJICMUTC TPOMOOTHYHH CHOUTHS.

EXCELLENT (E¢ukacuoct Ha Xience/Promus cupsimo Cypher 3a nHamanssaHe Ha KbcHaTa 3aryba
cnen crentupane - Ellicacy of Xience/Promus Versus Cypher to Reduce Late Loss After Stenting)
Tosa npocnexkTHnIIO, OTBOPEIIO, PAIIIOMH3HPAHO IPOYYBaHC ¢ MPOBCACHO B Kopes, 34 Ja ce oueHu
Aayk 6-meceunara ABoiHa aHTHarperantHa Tepanus (DAPT) e HenHdepropHa (He Mo-Manko
eexTuBHa) OT 12-meceunara DAPT creji MMIIaHTHPaHe Ha CTEHTOBE, OTAENSALM JIEKAPCTBO.
IlpoyuBaneTo BkirouBa | 443 malyeHTH, NOANI0KEHH HA MMILIAHTALIMS, KOUTO Ca PaHIOMU3HPAaHH Ja
nonyuasat 6-meceuen DAPT (ACK 100-200 mg/nen mnroc knonuaorpen 75 mg/aeH 3a 6 Meceua n
cnen roea camo ACK no 12 meceua) niam 12-meceuen DAPT (ASA 100 —200 mg/nen nimoc
Kionuaorpen 75 mg/nex 3a 12 meceua). He e HabniogaBaHa 3HauuTeNHa pasidka B 4ECTOTATA HA
HEJ0CTaTbYHOCT Ha TAPreTeH Cbjl (ChBKYMHOCT OT ChpJeUHa CMBPT, MI Wil peBackyiapusaius Ha
TApreTeH Ch/1), KOATO € MbPBUYHA KpalHa TOuKa MEeXIy IpyIuTe Ha 6-meceuna u 12-meceuna DAPT
(HR: 1,14; 95% CI: 0,70 1,86 p=0,60). CbLu0 Taka MpoyuBaHeTO HE MOKA3Ba 3HAYMTESIHA PA3/IHKA B
KpaiHaTa To4Ka 3a 6€30MacHOCT (CBBKYTHOCT OT CMBPT, HHGbAPKT HA MUOKAp/1a, HHCYJIT, TpoMG03a Ha
CTEHT uiu rojsiMo kepeere no TIMI) mexxay rpynure Ha 6-meceuna u 12-mccecuna DAPT (HR: 1,15;
95% CI: 0,64- 2,06; p=0,64). OCHOBHOTO 3aK/IIOUEHHE HA TOBA MIPOYYBaHe €, ye 6-Meceynata DAPT e
HE Mo-MaJIKo edexTuBHa OT 12-meceuyHata DAPT no oTHouIeHHe HA PUCKA OT HEJOCTATLYHOCT HA
TapreTeH ChA.

Heeckanayus na P2Y12 peyenmopru unxubumopu npu ocmep xoponapen curnopom (ACS)
[IpemuHaBaneTo oT nmo-motueH P2Y 12 peuentopen HHXUGHTOP KbM KIOMKUAOTPEN B KOMOHHALIHA C
acnupuH cient octpa dasa npu ACS e OLieHEHO B ABE PaHIOMHU3UPAHH, CIIOHCOPHPAHH OT
u3cieioBaTens npoyusaHus (investigator-sponsored studies, ISS) - TOPIC u TROPICAL- ACS ¢
JAaHHH 33 KJIMHHYEH pe3yJITarT.

Knunnynata nonsa, koaTo nokassart no-motuHute P2Y 12 peuentopHu MHXHOUTOPH, THKArpesop U
npasyrpes B TEXHUTE OCHOBHH NPOYUYBaHUS, € CBBbP3aHa ChC 3HAYMMO HAMaJIBaHe Ha
peUuMIMBUPALIMTE HCXEMHUYHH CHOUTHS (BIUTIOUYUTENIHO OCTPa U MoaocTpa Tpombo3a Ha ctenta — ST,
muokapaeH HHpapkT - MI 4 cnewiHa peBackynapuzaius). Bornpeku ue uvcxemudHaTa nonsa e
MOCIIeIOBATE/HA TIPe3 ThpBaTa roJMHa, MO-rojsiMO HaMalleHHe Ha HCXeMHUUYHUTE peluansu cien ACS
e HabIII0IaBaHO MpPE3 MbPBUTE [HM ClIeJ] 3an04BaHe Ha edenueto. O6paTHo, nocneapaumure (post-
hoc) anann3u NoKa3BaT CTATHCTUYECKU 3HAYHMO YBEINUYEHHE HA PHCKA OT KbPBEHE NP 10-MOIIHHUTE
P2Y 12 peuentopun MHHXMOUTOPH, KOETO Ce NOSBSIBA NPEIUMHO M0 BPEME Ha MOAABPXKaLIATa (has
cnen mbpeua mecell cnea ACS. TOPIC u TROPICAL-ACS ca nipeaHasHaueHu Ja H3CIE
HamMansT CbOMTUATA HA KbpPBEHE, KaTo ce 3ana3u eQpUKacHOCTTA.




Tosa pannoMusupaHo, oTkpuTO Npoy4BaHe Biousa naudentd ¢ ACS, kouto ce Hyxaast ot PCI.
[MaunenTtute na acnupuH u no-motueH P2Y 12 Grokep u 6e3 HexenaHo chbOUTHE B PAMKHTE Ha €UH
Mecell, ca OnM pasnpesieNieHH a NIPeMUHAT Ha GUKCHPaHK JO3M aCTIMPHH IUTIOC KIIOUAOTPEN
(neeckanupana ABoiiHa aHTHTpoMOOLMTHa Tepanus - de-escalated dual antiplatelet therapy, DAPT)
WK [a NpPOABJDKAT CBOSITA JieKapcTBeHa cxema (HenpomeHeHa DAPT).

Ananusupanu ca obuo 645 ot 646 naunentu cbe STEMI unu NSTEMI, unu Hecrabunna
creHokapaus (neeckanunpasa DAPT (n=322); nenpomenena DAPT (n=323)). [pocnenseane Ha
nbpBara rofiMHa € U3BbpIUeHo npu 316 nauuentu (98,1%) B rpynara Ha neeckanupada DAPT v 318
naunenTtH (98,5%) B rpynara Ha HenpoMeneHa DAPT. Meauanara Ha npociieisiBate 3a ABETE FPYMH €
359 nuu. XapaKkTepuCTHKHMTE HA M3CIIEBAHATA KOXOPTA Ca CXO/HH B J{BETE IPYIIH.

[TbpBUYHMAT pe3ynTaT, ChCTaBHA TOUKA OT ChPACYHOCHAOBA CMBPT, HHCYJIT, CIIELIHA
pesackynapu3auus u kepeene no BARC (akagemudeH u3ciieqoBaTeCKi KOHCOPLMYM MO KbPBEHE -
Blccding Academic Research Consortium) >2 Ha 1-Bata ropuna cicu ACS, ¢ Hacrbuwi npu 43
nauuent (13,4%) B rpynaia na sccckanmpana DAPT u 85 uanuexiu (26,3%) B 1pynara Ha
Henpomenena DAPT (p<0,01). Tazu crarmerudecku 3naunma pasiinka ce IbIKH OCHOBHO HA M10-
MaJLKO CLOHMTHA Na KbPBCHC, be3 /1a ce Habu1loaaBa Pa3NKa NPH KPaMHKHTE TOUKH 33 HCXEMUS

(p 0,36), noxaro kbpacHe no BARC 2 cc Habnrogasa no-psaako B rpynara Ha aeeckanupana DAP|
(4,0%), cnpsamo 14,9% B rpynara Ha nenpomenera DAPT (p<0,01). Cubutus Ha kbpreHe,
omnpejesieHu KaTo Bcuuku crernenu no BARC ce Habmonasar npu 30 nauwenTs (9,3%) B rpynaTa Ha
aeeckanupana DAPT u 76 nauuentu (23,5%) B rpynara ua nernpomeneda DAPT (p<0,01).

TROPICAL-ACS (Hscnedsane na omzo80pa KoM mpomOOYumna uHxubuyus npu Xxponuuna
GHMUMPOMOOYUMHA Mepanus 3a OCMbD KOpoHapen cunopom - Testing Responsiveness to Platelet
Inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

ToBa paHnOMH3MpaHO, OTKPUTO MpOyUYBaHe BKIIOUBA 2 610 nosnoxuTe/iHu 32 6OMapKep NALIMEHTH C
ACS cnen ycnewna PCI. TlauueHTHTe ca paHAOMH3HpaHu [a Nolyyasat npasyrpen 5 uia 10 mg/nen
(anu 0-14) (n=1309), unu npazyrpen S unu 10 mg/neu (auu 0-7), clien KOETO ca AeecKalupaHy Ha
kionuaorpen 75 mg/aen (nuu 8-14) (n=1304), 8 kom6unauus ¢ ACK (<100 mg/nen). Ha 14-us acH ¢
NpoBEEHO U3CeaBaHe Ha TpombouuTHata GyHkuus (platelet function testing, PFT). INauuenrtuTe,
JIeKyBaHH CaMO ¢ TIpasyrpe’i, ca NPOAbIDKUIIN Ha IIpa3yrpes B npoab/DkeHre Ha 11,5 Mecenia.

HeeckanvpaHuTe NauMeHTH ca GHIIH NOUTOKEHN Ha BUCOKOYYBCTBUTENIEH TECT HA TPOMBOLIMTHA
peaxtuBHocT (high platelet reactivity, HPR). Axo HPR e >46 equnuuy, nauueHTHTe ca SWim
eckanupanu o6paTHO Ha npa3yrpen 5 unu 10 mg/neH 3a 11,5 meceua; ako HPR e <46 enuuuuy,
NaLKMEHTUTE Ca NPOIBJLKIIM Ha kjonuaorpen 75 mg/aeH 3a 11,5 mecena. CienosareHo, BOAEIIATA
rpyma Ha Jeeckaaiys BKJIIOYBA NauMeHTd Ha npasyrpen (40%) unu knonuporpen (60%). Beuukn
MAaUMeHTH Ca NPOAB/DKHIIM HA ACIIUPHH U Ca TPOCIIEIeHH B MPOAb/DKEHHE HA €IHA FOJHHA.

[IbpBu4HaTa KpakiHa ToYKa (KOMOMHHpaHa YeCTOTa Ha ChbPAEYHOCHIA0BA CMBPT, MI, HHCYINIT 1
kbpBeHe no BARC >2 crenen Ha 12 meceua) € W3MbJHEHa, KOETO OKa3Ba He No-Manka e(HUKaCHOCT.
HesetneceT u net nauueHtH (7%) BbB BoAeLIaTa IPpyMa Ha Aeeckanaius U 118 naumentu (9%) B
KOHTpOJiHaTa rpyna (p Ha HeuHpepuopHocT = 0,0004) ca umanu cvburre. Bomewara rpyna Ha
JleecKanaums He € I0BEJa 10 NOBUIIEH KOMOMHUPaH PUCK OT UCXeMHYHHU chOuTHA (2,5% B rpynara Ha
Aeeckanaius crnpamo 3,2% B KOHTpOJIHAaTa rpyna; p Ha HeMHbepuopHoct = 0,0115), auto Ha
OCHOBHATa BTOpHYHA KpaiHa Touka kbpseHe no BARC >2 crenen ((5%) B rpynara Ha aeeckananus
cripsimo 6% B koHTposHata rpyna (p=0,23)). KymynaruBHata yectora Ha ChOUTHS Ha KbPBEHE OF-

cnpamo 11% (137 cuburus) B koHTpoOsHarta rpyna (p=0,14).

JBoiina anturpombountna Tepanus (Dual Antiplatelet Therapy. DAPT) npu octsp je
YMEPEH /10 BHCOK PHCK




DAPT ¢ kombunaums knonunorpen u ACK kaTo neyeHre 3a NpeaoTBpaTsIBaHe HA MHCYAT CIIEM OCTbp
nek IS nnn TIA ¢ ymepeH 10 BUCOK PUCK € OLieHeHa B IBe PaHIOMU3MPAHH MPOY4BaHH,
CMOHCOpHpPaHK OT u3cienosarens (investigator-sponsored studies, ISS) - CHANCE u POINT - ¢
JaHHM 32 KIIMHUYHYW Pe3yaTaTH 32 6€30MacHOCT W eUKACHOCT.

CHANCE (xronuoozpen npu 6UCOKOPUCKOSU NAYUEHNU C OCHPU HeUHBANUOUZUPALYU MOZLHUHOCHOOBU
cvbumus - Clopidogrel in High-risk patients with Acute Non-disabling Cerebrovascular Events)

ToBa paHnoMu3MpaHo, ABOHHOCIIANO, MHOTOLEHTPOBO, MIALE00-KOHTPOIUPAHO KIIMHUYHO H3MUTBAaHE
Bktousa 5 170 nauments ot Kuraii ¢ octpa TIA (ABCD2 ckop >4) unu octsp Jiek uHcyat (NIHSS
<3). [launenrure B ABeTE rpynH ca nosy4unn otkputo ACK na nen 1 (B n1o03a, Bapupaiua ot 75 10
300 mg, no npeLeHka Ha JiekyBaluus Jiekap). [lauueHTrTe, paHIOMM3HpaHH B rpynara Ha
konuaorpen-ACK, ca nomyunnu HatoBapsama a03a 300 mg kionuaorpen Ha ieH 1, nocieasana ot
nosza 75 mg Kionuaorpes Ha JeH B JHHTE OT 2-pr 1o 90-tr, 1 ACK B mo3a 75 mg Ha JeH B AHHUTE OT
2-pu j0 21-u. [lanuenrure, panyomusupanu B rpynara Ha ACK, ca nosiyqasasu miaue6o BepcHs Ha
KJIOMUAOrpeN B AHUTE OT 1-BK 10 90-Tn u ACK B oza 75 mg Ha fieH B iHute o 2-pu 10 90-ru.

[TopBAYHKMAT pe3yITaT 33 €HHKACHOCT € BCAKO HOBO CHOMTHE HA HHCYNT (MCXEMHYEH W XEMOPATHYEH)
npen whprute 90 quu cnen octup sek IS unm TIA ¢ Bucok puck. Tosa e HacThinio npu 212
uawcHry (8,2%) B rpynata Ha wionugorpen — ACK B cpasienue ¢ 303 naunentu (11,7%) B rpynara
Ha ACK (koeduumcHr Ha puck [HR), 0,68; 95% nosepurenen untepsan [CI], 0,57 no 0,81; P<0,001).
IS e nacTenmn npw 204 nanmenty (7,9%) B rpynara Ha kinonugorpen — ACK B cpasnenue ¢ 295
(11,4%) B rpynara Ha ACK (HR, 0,67; 95% CI, 0,56 mo 0,81; P <0,001). Xemoparu4eH HHCY.T €
HabJiroflaBaH Npy 8 MaLUeHTH BBB BCAKA OT JiBeTe rpynu B usnutBaHeTo (0,3% OT BCAka rpymna).
VYMepen niv TeXbK KpbBOH3/IUB € HabmoaasaH rpu cenem naudenty (0,3%) B rpynara Ha
knonuporpen — ACK u npu ocem (0,3%) B rpynara na ACK (P = 0,73). UectoTaTa Ha BCAKO ChOMTHE
Ha KbpBeHe € 2,3% B rpynara Ha kionunorpen — ACK, B cpaBHenue ¢ 1,6% B rpynara Ha ACK (HR,
1,41; 95% C1, 0,95 no 2,10; P = 0,09).

POINT (Huxubupane, nacoueno xom mpomboyumume npu nogonosisuna ce TIA u nex ucxemuuen
uncynm — Platelet-Oriented Inhibition in New TIA and Minor Ischemic Stroke)

ToBa panaomuspaHo, JBOHHOCANO, MHOTOLIEHTPOBO, MI1ale60-KOHTPOJIMPAHO KIMHUYHO W3IWTBAHE
BiouBa 4 881 nauuenTu ot uan cear ¢ ocrpa TIA (ABCD2 ckop >4) unu siek uncynt (NIHSS <3).
Bewnuku nanuenTy B aete rpynu ca nonyvapany otkputo ACK B auure ot 1-8u no 90-tu (50-325 mg
10 MpeUeHKa Ha JieKyBsaiuus jekap). [launeHTHTre, paHIOMU3HpaHy B rpymnaTa Ha KJIOn4Maorpen, ca
NOMyYHIIK HAaTOBapBalla fA03a 600 mg knonuaorpen Ha 1-Bu AeH, ocaeaBaHa OT 75 mg KIONUAOrpel
Ha JieH B AHUTE OT 2-pH 110 90-Tu. [TaumeHTUTe, paHIOMHU3UpaHH B Ipymnarta Ha rianebo, ca
rnoJly4aBaiy nnauebo Bepcys Ha KIOMMAOrpen B AHUTE OT 1-Bu 10 90-Tu.

[T5pBAUHHAT pe3ynTarT 3a epUKacCHOCT € ChCTaBHA OT rosieMu ucxeMuuHy cuoutus (IS, MI) unu

CMBPT OT HCXEMHUUHO CbA0BO ChOUTHE) Ha feH 90. Tosa e HacTbnuo npw 121 naunentn (5,0%),
nosyyasaiu kinonuaorpen muoc ACK, B cpapHenue ¢ 160 nanuentu (6,5%), nonyuyasanu ACK
camocrostenHo (HR, 0,75; 95% CI, 0,59 no 0,95; P = 0,02). BropuuHusr pe3yarar IS e HacTbnun npu

112 naunenty (4,6%), nonyyasanu wionunorpen mwuoc ACK, B cpaBHenue ¢ 155 naunents (6,3%),
nony4asany ACK camocrostenno (HR, 0,72; 95% Cl, 0,56 no 0,92; P = 0,01). [TbpBuuHHAT pe3ynTar

3a 6€30MacHOCT roisiM KPBbBOU3NMB € HacTbau npu 23 ot 2 432 naunentu (0,9%), nonyuasanu
knonuaorpen mnoc ACK u npu 10 ot 2 449 nauentu (0,4%), nonyuasand ACK camocTosTenHo

(HR, 2,32;95% CI, 1,10 no 4,87; P = 0,02). Herossm kpbBOU3/IKB € HacTOMA NpH 40 naLnek i \
(1,6%), nonyuasanu knonugorpen niuoc ACK u npu 13 (0,5%), nonyuasanu ACK camo W{’m

(HR, 3,12; 95% CL, 1,67 n0 5,83; P < 0,001), d Ys:"/ ol

Ananu3z éve spememo na npoyuganuama CHANCE u POINT
He e nabmronaBana nos3a no oTHolueHWe Ha eUKACHOCTTA OT NPOABIKABAHETO HA D P?: eﬂe
Aauu. HanpaeeHo e pasnpeneneHue BbB BpeMETO Ha FOJIEMUTE HCXEMUYHH ChOMTHSA U rcmemu 3



KPbBOH3ITHBY CTIOPE/] HARHAYEHOTO NEUYEHHE, 33 Aa CE€ aHAJIM31pa BIMSHUETO HA KPATKOCPOUHHHS
kypc Ha DAPT.

Tabanua 1- PasnpenesieHne BbB BPeMETO HA FOJIeMH HCXeMHYHY CHOUTHS H TOJIeMH
KPHROHIJIMRH cniope] Ha3nauenoro Jedenne B npoyysanusgra CHANCE u POINT

No chouTHa
Pesynraru B | Hasnaueno O6mo 1-Ba cegmuua | 2-pa ceqmMuua | 3-Ta cexMuna
CHANCE n | neyenne
POINT
Tonemu ACK 458 330 36 21
HUCXEMUUHHU (n=5 035)
crOUTHA CLP+ACK 328 217 30 14
(n=5016) -
Paznuka 130 113 6 7
T'onam ACK 18 4 2 1
KPLBOU3/IHB (n=5 035)
CLP+ACK 30 10 4 2
(n=5016)
Paznuka -12 -6 -2 -1
Ipeocvpono mvorcoene

ITpoyusanusara ACTIVE-W u ACTIVE-A, otaennu u3nureanus B nporpamata ACTIVE, Bkitousat
NALMEHTH C IPEACHPAHO MbxAeHE (AF), KOUTO MMAT NoHe eNH PUCKOB (GaKTOP 3a ChAOBH
UHLMACHTH. B3 0CHOBA Ha BKJIIOYBALIUTE KPUTEPHUH, JiekapuTe ca Bkmoueand B ACTIVE-W
NAaLMeHTH, aKO Ca KaHIMAATH 3a Tepanus ¢ antaroHucT Ha ButamuH K (VKA) (karo BapdapuH).

ITpoyusaneto ACTIVE-A BkIOuBa nalUeHTH, KOUTO He MOraT Aa nosiy4aear JieueHue ¢ VKA
MopagH HEBL3MOKHOCT UnH Hexenanue. [Ipoyusaniero ACTIVE-W mnoka3ea, 4e fe4eHHETO ¢
aHTaroHUCT Ha BuTaMuH K e no-edexrusHo ot Toea ¢ kionuaorpen U ACK.

ITpoyusanero ACTIVE-A (N=7 554) e MHOroueHTpoOBO, paHAOMU3UPAHO, ABORHO-CIIAIIO, Malebo-
KOHTPOJIMPAHO MpOy4YBaHe, KOeTo cpaBHsBa wionuaorpen 75 mg/aHesHo + ACK (N=3 772) ¢
nnauebo + ACK (N=3 782). [Ipenopruutennara no3a 3a ACK e 75 no 100 mg/nuesro. [launeHrure
Ca JIEKyBaHH B NPOABLIDKEHUE HA 5 TOAUHU.

IMaumenture, pannomusupanu B nporpaMara ACTIVE, ca Ounu nauueHTu ¢ J0Ka3aHo MpeachpaHo
mbxaeHe (AF), 1.e. win nepcuctupamo AF unu Haii-mManko 2 enu3zona Ha HHTepMuTeHTHO AF npes
nocjaeaHUTe 6 MeCeLa, U ca MMaJli [OHE €IUH OT CJeIHUTE PUCKOBH (QaKTOPH: BB3PACT 75 TOOWHH
UK BB3pacT 55 1o 74 roanHy; 3axapeH AuabeT, U3UCKBAIL JIEUeHUe, WM JoKa3aH npekapad M, win
JOKa3aHO KOPOHApHO apTepHalHo 3abosBaHe; JeKyBaHH 3a CHCTEMHA XUIIEPTOHHS, NpexapaH
HHCYJIT, MpexojHa HcxemuuHa ataka (T1A), unu cuctemer em6ou, koiito He 3acara LIHC;
JeBOKamMepHa JuchyHKLMA ¢ ppakLus Ha U3TIACKBaHE Ha JisBa Kamepa <45%, Wik JoKazaHa
nepudepHa cbaosa 6onect. Cpeanust CHADS?2 pesyarar e 2,0 (rpanuuu 0-6).

I'naBHuTE UBKJTIOYBAIU KPUTEPHUHU 34 NALITHCHTUTE Ca ounu JOKa3aHa MnernTuyHa A3BeHa fonecr B =
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raBara, WK crelnu4er puck OT KbpBEHE; 3a 26% OT NalMeHTHTe, PeLLIEHHETO Ha JieKapst € OUo
OCHOBaHO Ha HEXKEJIAHHETO Ha naliueHTa aa nmpuema VKA.,

[Monynauuara naurenTy e Biunousania 41,8 % sxenu. Cpennara Bb3pact € 6una 71 roaunu, 41,6% ot
nauueHTute ca ounu > 75 roaunu. O6wo 23,0% oT nauMeHTuTe ca noxy4YaBaad aHTHAPUTMHUM,
52,1% 6era-6nokepu, 54,6% ACE-unxuburopu, u 25,4% craTvnm.

bposT Ha mauMeHTHTE, KOUTO ca JOCTHIHANIM MbPBUYHATA KpaiiHa TOYKa (BpeMe [0 MbpBa MosBa Ha
uHCynT, MI, cucremen embonuzsm, koito He 3acsara LIHC unu chaosa cmbpt) € 6un 832 (22,1%) B
rpynara, siekysana ¢ ionuporpen + ACK u 924 (24,4%) B rpynara Ha nnaue6o + ACK (11,1%
HaMaJiiBaHe Ha OTHOCHTENHHS pHcK; 95% CI ot 2,4% nHa 19,1%; p=0,013), rnaBHo nopaau rojasamo
HamasisiBaHe Ha 4ecToTaTa Ha uHCynTuTe. MHCynTH ca Bb3HuKkHANH npu 296 (7,8%) oT maljueHTHTe,
nomyyasawu xiondaorpen + ACK un 408 (10,8%) or nauuenture, nonyuasainy miaue6o + ACK
(28,4% namanssaHe Ha OTHOcUTenHus puck; 95% CI, ot 16,8% na 38,3%; p=0,00001).

[leaunaTpuyHa nomynauus

B npoy4sane ¢ noBuiapaHe Ha qo3ata npy 86 HOBOpPOJEHH Wik Aeua 1o 24 Mecela ¢ puck 3a
Tpombo3a (PICOLO), kionmuaorpen e oueHseaH B nocnenorarentd nosu ot 0,01, 0,1 u 0,2 mg/kg npu
HosBopoaeHu v aeua u 0,15 mg/kg camo nipu HoBopoaenu. Hozara or 0,2 mg/kg noctura cpeacu
npoucHT Ha nHxuOupane 49,3% (5 M AId-uHayMpana TpoMOoLMTIIAa arperauus), KOUTo e
CPaBHKM C TO3M NpPU BB3PACTHH, MPHEMALUY KIOMHAOTpen 75 mg/nHeBHO.

B pannomusupano aeoiiHo-cnsno, napasneinno rpynoso npoyusade (CLARINET) 906 neanatpuusu
fauMeHTH (HOBOPOAEHH M JIELia), C LIMAHOTHYHO BPOJEHO ChPAEYHO 3a00IABaHE, C NATMATHBHO
MOCTaBeH CUCTeMHO-6en0apobeH apTepUalleH LBHT, Ca paHAOMH3UPAHH /12 IPHEMAT KJIOMUAOTPell
0,2 mg/kg (n=467) unn mnauedo (n=439) eqHOBPEMEHHO ChC CHILTCTBALLIO OCHOBHO JIE€YEHHUE 10
MOMEHTA Ha BTOpUS e€Tan Ha onepauuata. CpeHUAT IEPUOI MEX/TY MOCTABIHETO HA NAJIHATHBEH
LUIBHT U [IbPBOTO MPHIIOKEHHE HA M3MIWTBaHKA JiekapcTBeH MpoAykT € 20 auu. Ipubnuzurento 88%
OT NauMeHTUTE ca noy4yasayid enHospeMeHHo ACK (auamazon ot 1 go 23 mg/kg/nueHo). He e
HabJio1aBaHa 3HaYMMa Pas/iMKa MeXKIy IPYIMTE [0 OTHOLIEHUE HA MbPBUYHATA ChCTABHA KpakHa
TOYKA HA CMBPT, TPOMOO03a Ha II'BHTA WK ChPASYHA HHTEPBEHLMS MO-paHo OT 120-1HeBHa Bb3pacT
ciiel cubuTHE ¢ onpeaeneHo TpoMboTHueH xapakTep (89 [19,1%)] 3a rpynara Ha kiiondaorpesn u 90
[20,5%] 3a rpynara Ha nnaue6o) (Bx. Touka 4.2). KbpBeHeTo € Hail-uecTo choblIaBaHaTa HEXEIaHa
peakiys W B ABETE I'PYIIH — Ha KWIOMHAOTPeS U niauebo; kaTo He € HabnoqaBaHa 3HaUMMa pa3ivKa B
4ecToTara Ha KbpBeHe Mexay rpynure. [Ipn nparocpouHo npocnenssave Ha 6e30macHOCTTa MPH TOBA
npoyusaHe, 26 MALKEHTH C BCE OIllE HANMYCH LIBHT Ha €AHOTOJUIIHA BH3PACT Ca MNOJTyYaBallH
kionuaorpen Ao 18-meceuna pv3pact. He ca HabnogaBaHd HOBU CHOGPAKEHHS OTHOCHO
6e30MacHOCTTa 110 BpeMe Ha TOBA JABJATOCPOUHO MPOCTIEISBaHE.

Hznureanuara CLARINET u PICOLO ca npoBezfieHH ¢ H3MOI3BaHE HA IPUIOTBEH PasTBOP Ha
Konyaorpen. B npoyusaHe Ha oTHOCHTETHaTa OMOHANUYHOCT MPHU Bb3PACTHH, IPUTOTBEHUAT
pa3TBOpP Ha KJIOMHAOrpeEsl NOoKa3Ba CXOAHA CTENEH H MaJKO NO-BUCOKA CKOPOCT Ha aGcopOius Ha
[JaBHKS UMPKyaupaul (HeakTUBEH) MeTaboJUT, B CpaBHEHHE ¢ pa3pelueHara 3a ynorpebda tabnerka.

5.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbuus
Cnen eqHOKPAaTHO ¥ MHOMOKPATHO MEPOPaTHO MPHIOKEHHE Ha JO3M OT 75 Mg JHEBHO, KJIOMKAOTPe

ce abcopbupa 6bp30. CpenHuTe MaKCHMATHH TUIa3MEHH HUBA HA HEMPOMEHEHUS KITOMHAOTPE3 ~——=
(mpubnuzuTenHo 2,2-2,5 ng/ml cnen eqHokpaTtHa rnepopaiHa 103a OT 75 mg) HACThMBAT
npubaU3UTEeTHO 45 MUHYTH ciiefl pueM. AGcopbuusTa e Hali-Manko 50 %, Bb3 OCHOB
€KCKpeUMsaATa C ypuHaTa Ha MeTaboTUTUTE Ha KJIONUAOrpen.

PasnpeneneHue



Knonuporpen v rnaBHuaT uMpKynupatl (HeakTHBEH) MeTabONUT Ce CBbLP3BAT OOPATUMO in Vilro ¢
YOBELUKHTE MIa3MEHH NPOTEHHH (CbOTBETHO 98 % 1 94 %). In vitro, CBbP3BAHETO HE 3aBUCH OT
CTEMNeHTa Ha HACULIAHE, NPH IIWPOKH MPAaHULIM Ha KOHLIEHTpALIUTA.

Bbuorpanchopmattiis

Knonuporpen exctensusno ce Metabonusupa B yepHust Apo0. In vitro W in vivo KIONMAOTpeEN ce
MeTabon3Kpa Mo JBa OCHOBHH METabONIMTHH ITHTS: e[MH, OCHLUECTBABAH OT €CTEpa3y U BOJEL 10
XUJpOJI3a U MoJyHaBaHe Ha HEAKTUBHM JIEPUBATH Ha kapbokcuiioarta kucenuHa (85% ot
LIMPKYJIMpaIMTe METAOOINTH), H APYT, OCHLUECTBABAH OT MHOXECTBO LIMTOXPOMH P450.
Knonuaorpen nbpso ce MeTabonusnpa a0 2-0KCo-KIOMUAOrpen MEXIMHEH MeTabOouT.
Iocnensaunst Metabonu3bM Ha MEXIMHHHS METabOTUT 2-0KCO-KJIOMUAOTPEN BOAH [0 06pa3yBaHe
Ha aKTUBHUA METAOOJIHT, THOJIOB JEPUBAT Ha KJIONKAOrpen. AKTHBHUST MeTaboNHT ce obpasysa
npeguMHo ot CYP2CI19 ¢ yuactuero Ha Hakosnko aApyrd CYP enzumu, Bmountenno CYP1A2,
CYP2B6 u CYP3A4. AKTUBHHUAT THOIOB MeTabOJIHT, KOWTO € U30JIMpPaH in Vitro, ce CBbp3Ba 6bP30 1
HeoBpaIMmMo KbM TPOMOOLIMTHHTE PELETITOPH, KOETO HHXWOWPa TPOMBOLIMTHATA arperawys.

Ciax H2 aKTMBHMA META0ONMT € BA MBTH NO-BHCOKA CIIOJ €AIIOKPATIIA lIaTonappama 103a ot 300 mg
KIOMHAJIOTPEN, OTKONKOTO CET MPUIATAHC HA NOMANbPAALLA A03d OF 75 MY 34 yeTupy AHK, Cpay €
noctura npubnusurento 30 1o 60 MUHYTH Clieq NpUIIAraHe.

LnnmuHupane
Cnen nepopanien npucm Ha Mapkupat ¢ C14 knonuaorpesn upu xopa, npubausurento 50 % ce

SKCKpeTHpa B ypuHaTa u okoso 46 % rnipe3 pexanuure 3a 120 yacos uHTepBan cien npuema. Crnen
€/IHOKpaTHa NepopaiHa 103a OT 75 mg, KIOMUIOrpesl UMa MOJY)KUBOT OT MPUOIM3UTENHO 6 yaca.
EJIMMUHALMOHHMAT NOTY>KHBOT HA OCHOBHUSI IMPKYJIHpaL (HeaKTUBEH) MeTaboNuT € 8 4aca cief
€HOKPATHO HJIX MHOTOKPATHO MPHUJIOKEHHE.

DapmakoreHeTHka

CYP2C19 e BiitoyeH BbB (JOPMHPAHETO HA AKTUBHUA META0OIUT U HA MEKIMHHUS METabOIUT 2-
OKCO-KJIonHaorpes. MapMakOKHHETUKATA M AHTUTPOMOOLIMTHHTE (EKTH Ha KIIOMUAOrPeI, H3MEPEHH
4pe3 aHalM3 Ha ex vivo TpoMOOLIMTHA arperaius, ce pasinyasar B 3aBucuMoct or CYP2C19
T€HOTHIIA.

CYP2C19*1 anensT chOTBETCTBA Ha LIOCTEH (QyHKUMOHATIEH MeTabou3bM, AokaTo CYP2C19%2 u
CYP2C19*3 anenure ca Hepynximonanuu. CYP2C19*2 u CYP2C19*3 anenure ca OTTOBOPHH 3a MO-
rojsiMaTa 4acT OT HamaleHaTta GyHKUMs npH craburte Metabonuzaropu ot Osiiata (85%) v asuaTckara
(99%) paca. Jlpyru anenu, cebp3aHu ¢ JIMICBALL MM HAMaJIeH MeTaboM3bM, ca NMO-MaiKO YECTH U
BiimouBat CYP2C19*4, *5, *6,*7 u *8. [NaumeHT che cTaTyc Ha cnab MeTaboNn3aTop, i€ NPUTEKaBa
ABa asesia, OTTOBOPHH 3a 3ary0a Ha QyHKLHS, KaKTo € onpefeneHo no-rope. [ly6aukyBaHuTe 4ecToTu
3a cnabure CYP2C19 merabGonusupaliu reHoTHNOBE ca npubiusuTenHo 2 % 3a 6sanara paca, 4 % 3a
uepHaTa paca u 14 % 3a kuraiuute. ChluecTByBaT TecroBe 3a onpeaeisde Ha CYP2C19 renotuna Ha
MalueHTa.

Kpberocano npoyusane npu 40 3apasn 106poBoiuy, no 10 b8 Beska ot uetnpure CYP2C19
MeTabou3upaiy rpyny (KpaiHHO 6bp3H, EKCTEH3UBHH, MEXIMHHH U clabu MeTabo1nu3aTopH)
oueHsBa (papMaKOKMHETHKATA H aHTUTPOMOOLIMTHHTE OTroBOpH Npw n03a oT 300 mg, nocneaBaHa ot
75 mg/nnesHo 1 600 mg, nocnensana ot 150 mg/aHeBHO, Besika 3a 06110 5 AHM (CTALMOHAPHO
cbeTosHue). He ca HabmiogasaHu cbLueCTBEHU pasiMKW B €KCIIO3MUMATA HA aKTUBHHA METabONUT U
cpeaHoTo HHxubupaHe Ha TpomGoLuTHaTa arperauus (IPA) Mexxny KpaiHo 6bp3uTe, EKCTEH3UBHHTE
¥ MEXIMHHHTE MeTabomu3atopu. [Ipu cnabute MeTaboNN3aTOPH EKCNO3ULIMATA Ha AKTHBHUS—
MeTaboNuT € HamasleHa ¢ 63-71 % B cpaBHeHHUe ¢ eKCTeH3uBHUTE MeTabonuzaTopu. Ciea 4.::@’@ :
nosupare 300 mg/75 mg, aHTHTPOMOOLIMTHUTE OTTOBOPH Ca MOHKKEHH NpH cnabuTe g-féTé% )
cbe cpeano IPA (5 uM ADP) ot 24 % (24 yac) u 37 % (aeH 5) B cpasHenue ¢ [PA 0’n'ﬁ§{n (.
58 % (nen 5) npu excTeH3uBHUTE MeTaGonuzatopu u 37 % (24 yac) n 60 % (aeH 5) npi] c;,g;[
metabonusaropu. Koraro cnabure merabonusaropu npuemar mno cxema 600 mg/150 m :\: &
SKCMO3ULIUATA HA AKTUBHUSA METAOOJIHUT € M10-rojiiMa OTKOJIKOTO MpH cxemara 300 m gﬂ\SngB

NN




nonbanenue, IPA ¢ 32 % (24 yac) u 61 % (aen 5), cToliHOCTH, MO-rONIEMU OTKOJIKOTO NPH CllabuTe
MeTabosM3aTopH, nosy4asally no cxema 300 mg/75 mg u cxonHu Ha Te3u npu apyrure CYP2C19
meTabosm3upaiuy rpyny, noyuasaiy no cxema 300 mg/75 mg. [loaxoasiua cxema Ha 103UpaHe Npu
Ta3d MOMYJIALHS MALHeNTH DCe OLUE 1IC ¢ ONPCACICHA B M3MUTBAHMA 38 KIHHHUHK PC3YIITai.

B cLoTBeTCTBHE C rOpHHTE pE3yNTaTH, IPH MCTa-aHATIM3, BKJIIOYBAIL, 6 POyYBaHUA Ha 335 malueHTH,
JIEKyBaHU C KJIOMHIOrPEIT B CTALIMOHAPHO CbCTOSHHUE, € MOKA3aHO, Y€ €KCMO3MLIMITA HA AKTHBHUSA
MeTabOoIHT € MoHMKeHa ¢ 28 % 3a MexIHHHUTE MeTabonu3aTopu U 72 % 3a cnabure
meTabonM3aTopH, 10KkaTo MHXHOUpaHeTO Ha TpoMGouwTHaTa arperaius (5 uM ADP) e NoHHKeHO ¢
paznuku B IPA ot 5,9 % 1 21,4 % cbOTBETHO, B CpaBHEHHE C EKCTEH3UBHUTE METAGONIN3aTOPH.

Biunsnuero na CYP2C19 reHoTuna BbpXy KIHHUYHKUA U3XO[ TIPH NALMEHTH, JEKYBAHH C
KJIONUIOrpest, He € OLEHABAHO B NIPOCNIEKTUBHH, PAHIOMU3HPAHH, KOHTPOJHUPAHH H3[IUTBAHHSL.
CrinecTByBaT 06a4C PCAHLIA PETPOCHISKTUBITH AIAIHIH 38 OLEHKA HA TO3H COCKT MpH MALHCHTH,
JIEKYBaHH C KJIOMKOrPeJl, 32 KOUTO UMa pesynTaty 3a renotuna: CURE (n=2 721), CHARISMA (n=2
428), CLARITY-TIMI 28 (n=227), TRITON-TIMI 38 (n=1 477), u ACTIVE-A (n=601), kakTo u
u3BecTeH 6poil myOnuKyBaHW KOXOPTHU IPOYYBAHUA.

B TRITON-TIMI 38 u 3 ot koxoprHuTe npoyusanus (Collet, Sibbing, Giusti) kom6uHupanara rpyna
NALMEHTH ¢ MEXIWHEH UK ciab MeTaboMu3Mpall| CTaTyC ca MMaTH MO-BHCOKA YECTOTA HA ChPIAEYHO-
CLAOBH HIUMASHTH (CMDPT, MHOKAPUCH HH(APKT 1 HHCYAT) WK TPOMOORA 114 GTAITA, B CPARISLHE ©
CKCTEH3MBHUTE MeTaboMH3aTOPH.

B CHARISMA 1 enHo koXopTHO npoyuBaHe (Simon) MOBUIIEHA YECTOTA HA MHLMIEHTH €
HabsoiaBana camo 1pH c1abu MeTaboH3aTOPH B CPaBHEHHE C EKCTEH3MBHHUTE METAG0M3aTOPH.

B CURE, CLARITY, ACTIVE-A u ento ot koxoptHute npoyusauus (Trenk) He € Habmonasana
TIOBHIIEHA YECTOTA HAa MHLIMAEHTUTE Bb3 OCHOBA Ha CTaTyca Ha MeTabosin3aropa.

Huto emun ot Te3n aHanusu He € 61 ¢ anekBaTeH OOl MalLMeHTH, 3a 1a OTKPHE PasIMKH B U3X0Ja
npu ciaaburte MeTaboTH3aTOpH.

Cneuyaiiy nonynamug
({DapMakOKMHETHKATA HA AKTHBHUSA METaOOIUT Ha KIOMKIOTPE/ HE € H3BECTHA NPU TE3M CIIELMATHU
MOITyIALIKH.

Bvopeuno yepexcoane

Cnien MHOrOKpaTHO MPUIOKEHHE Ha O3 OT 75 Mg KJIONMKMAOrPeSl AHEBHO TPU NAlMEHTH ¢ TeXKa
ObOpeyHa HEAOCTATHYHOCT (KPEaTHHUHOB KITUPBHC MeXAY 5 u 15 ml/min), uuxuGupanero Ha AJID-
MHIyLMpaHaTa TPOMOOUMTHA arperaiys € no-HUcko (25%), OTKOIKOTO HAGIIONABAHOTO NPH 3APaBH
MHIOHMBU/IH, BBIIPEKH TOBA yb/DKABAHETO HA BPEMETO Ha KbPBEHE € CXOIHO C TOBA, HAGJIFOJaBaHO MIpU
3ApaBU UHAWBHAM, TPHEMALIM 75 mg wionuaporen AHeBHO. OCBEH TOBA, MPH BCHUKH MALMEHTH
KJIMHAYHATa oHOcUMocT e Ouna nobpa.

Heproopobuo yepexcoane

Crlen MHOTOKpATHO MpHIaraHe Ha f03a OT 75 mg KJIOMKAOrPeN JHEBHO B IPOAB/DKEHHE Ha 10 oK
NpH MALMEHTH C TEXKO YepHOAPOOHO yBpexaaHe, UHXuOUpaHeTo Ha AJI®-uHayuMpaHaTa
TPOoMOOLMTHA arperaius € CXoaHa ¢ TOBa HabJIl01aBaHO NIPY 34PaBH HHAMBHAN. Y IbIDKABAHETO HA
CPEIHOTO BPEME HA KbPBEHE CbLIO € OHII0 CXOJHO B JIBETE IPYIIH.

Paca
IlpeobnanaBanero Ha anenute Ha CYP2C19, onpenensuu mexxaunen u cnab CYP2
Ce pa3nu4aBat B 3aBHCHMOCT OT pacara/eTHoca (Bx. ®apMakorederrika). Hannuuu
JNAHHHU OT JIMTEPATYpaTa 3a a3MaTCKUTE MOMyJalluy 32 OlEeHIBaHE HA KIMHUYHATA 31
CYP renoTunusupaHe Mo OTHOLICHHE HA U3XO/a OT KIHHHYHATE MHLMAEHTH.



5.3 HpeakauHuvany JaHHH 32 6€30MACHOCT

[IpenxknMHrYHMTE NPOYUBaHMA NPH MIBXOBE U MaiMyHHU Hal-4yeCTO yCTAHOBABAT YE€PHOAPOGHU
NMPOMEHH MPH A03H, HAABHLIABAILM HAH-MaKO 25 NbTH eKCIIO3HLIMATA [PU XOpa, MpUeMaliu
TepaneBTUYHaTa 1032 OT 75 Mg/AHEBHO, KOMTO ca B Pe3YJITAT Ha eDeKT BbPXY YepHOAPOOHHUTE
meTabonuzupaiiy ensiMu. Takbe edeKT He e yCTAHOBEH NPy XOpa, NPHEMALLM TEPANeBTHYHA 032
KJIOMUAOrpes.

[1py MHOrO BUCOKM 103M TIPH CBLUMTE )KHBOTHH € YCTAHOBEHA M HAPYLIEHA CTOMALIHA TOHOCHMOCT
(racTpur, CTOMaIllHK €PO3HH W/KJIK MTOBPBLIAHE).

Hsama nokasarencrtsa 3a KapUMHOTeHeH eeKT npu npuiaraHe Ha KJIOMUAOrpes 78 ceAMULM Ha
MULUKK U 104 cenMuuM Ha nbXoBe B 103U A0 77 mg/kg AHEBHO (CHOTBETCTBALIO HA HAN-MANKO 25-
MBTH €KCMO3ULIMATA MPH XOpa, NpHEMALLH TepaneBTUYHATA /1032 OT 75 mg/AHEBHO).

MHOXeCTBOTO in Vitro u in vivo mpoy4YBaHHs 3@ FreHOTOKCHYHOCT NOKA3BAT, Y€ KIONUIOTPEN HAMA
TaKbB eheKT.

Krnonuaporen He Bause BbpXy (epTUNIUTELa HA MBXKKH U XKEHCKH TUTHXOBE U HIMA TEPATOreHell
eheKT BbPXY MIBbX0BE U 3aiilii. KoraTo ce npuiara npu naktupaiy mibsXose, Npear3BHKBa ciabo
3abaBsHe HA Pa3BUTHETO Ha nokoneHHeTo. Crieuuduunu HapMaKOKHHETHYHY NIPOYYBAHHS C
MapKWpaH KIIOMUIOrPe MOKa3BaT, Y€ MbPBHUYHATA CYOCTAHLIUA MU HEHHM MeTaboJIMTH ce
€KCKpPETHpAT B MJIKOTO, CJIE0BATETHO NpsK (c1aba TOKCHYHOCT) i KOCBEH edeKT (JIEKO BKYCOBO
ycelllaHe) He MOXKe /1a Ce H3KJTIOUH.

6. DPAPMALEBTUYHM JAHHHA

6.1 CnHCBK HA NOMOIHHUTE BELIECTBA
Anpo:

JlaxTo3za MoHOXMIpAT
XHPOKCHUITPONUILEITYJI03a, YACTHYHO 3aMeCTEHA
Cunuuues THOKCHI, KOJTOUIEH Ge3BOAEH
PuLivHOBO Maciio, XMApOreHHpaHo

HumeTuicon

ObBugka:

XuapoKkcHIponuIMeTHI Lemynosa 2910/Xunpomenoza (6¢p)
Makporon 400

Turanos nuokcun (E171)

YepseH xenezed okcug (E172)

6.2 HecnBmecTuMocTH

Henpunoxumo

6.3 Cpox Ha rogHocT

3 rogunu

6.4 Cnenua/iHH yc/JI0BHS HA ChbXpaHeHHe

He u3ucksa CINELHa/IHH YCJIOBHA Ha CbXpaHCHUEC.




6.5 Bua H chAbLpikaHHe HA ONMAKOBKATA
Bamcrepu ot OPA/AL/PVC-AL ¢onuo, B kaproHeHa KyTHs, Chabpxauia 28 GpUIMHpaHH TabneTKu.
6.6 Croennaanu npeinasHn MEPKH IPH H3XBhPJISTHE

Hewnsron3BaHusT ekapcTBeH NPOAYKT WM OTHAXBYHHTE MATEPHANH OT HEro TPAOBA /1a ce U3XBBPIIAT
B CLOTBETCTBUE C MECTHHTE M3HCKBAHHS.

7. HPUTEXATEJI HA PASPEHNIEHUETO 3A YIIOTPEBA

Exodapm I'pyn AT

yi. AtaHac JlykoB No29, et. 3

1407 Codus, bpnrapus

Ten.: (02) 906 90 70

daxce: (02) 906 90 71

8. HOMEP(A) HA PABPEHIEHHMETO 3A YIIOTPEBA

Per. Ne: 20190040
9. AATA HA ITHPBO PA3PEIIIABAHE 3A YIIOTPEBA
Hata Ha mepBo paspeluasade: 18 dpespyapu 2019 r.

Mara Ha nocnegHo nogHossaxe: 07 mapt 2024 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA




