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1. UME HA JIEKAPCTBEHHUA ITPOAYKT % O%Z 10 -03- 2005

Knonuaorpen Exkodapm 75 mg ¢puamupanu tadieTkm
Clopidogrel Ecopharm 75 mg film-coated tablets

2. KAYECTBEH U KOJIMUECTBEH CbCTAB

Besika ¢puiimupana tadsietka cbabpka 75 mg kinonuaorpen (kato xuaporencyadar)/ clopidogrel (as
hydrogen sulfate).

lomownu sewgecmesa ¢ uzeecmuo oeucmeue.

Besaka ¢punmupana tabnerka cbabpxka 191,375 mg nakro3a MOHOXHApAT U 4 Mg XMAPOr€HUPAHO
PULIUHOBO MACJIO0.

3a NbJIHKUA CNUCHK HA NMOMOLLHUTE BELLECTBA BHXKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

duamMupaHa TadseTka

P030BH, KpBIJIK, IBOHHOW3IbKHAIK, (UIMHUPAHH TA0JIETKH, IN1aJKH OT €1HaTa CTpaHa U C BUTbOHATO
penedHo odo3zHauenue “LII” Ha apyrara crpaha.

4. KJIMHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3aHHUA

Bmopuuno npeonaszeane om amepompomoomuiHu UHYUOCHmMu

Knonuaorpen e nokasas rnpu:

e Bb3pacTHW NauMeHTH C aHaMHe3a 3a MHOKapaeH HH(DAPKT (OT HAKOJIKO AHH 0 35 1HH),
HCXEMHYEH HHCYJIT (OT 7-MHA A€H A0 6-TUs Mecell) UM YCTAHOBEHO NepH(EPHO apTEpHATHO
3a0015BaHe.

e Bb3pacTHH NaLMEHTH C OCTbP KOPOHAPEH CHHAPOM:

- OcTbp KOpOHapeH CHHAPOM Oe3 eneBauus Ha ST-cermeHTa (HecTabMIHA CTEHOKApAHS WK
MUOKap/aeH HHPapkT 0e3 Q-3b0eu), BKIHOUYMTETHO MALUMEHTH HA KOMTO € MOCTABEH CTEHT CJe/
NepKyTaHHa KOpOHApHa UHTEPBEHLIUS, B KOMOHHaUMs ¢ aueTuiicanuuunnosa kuceauHa (ACK).

- OcTbp MHOKapaeH HH(pApKT ¢ eneBauua Ha ST-cermenTta, B komOMHauus ¢ ACK npu nauueHTH,
MO/A/IOKEHH Ha NMEepKyTaHHA KOPOHAPHA HHTEPBEHLIMS (BKJIFOYHUTETHO MALHEHTH, HA KOUTO €
MOCTABEH CTEHT) UJIH MEIMKAMEHTO3HO JIeKYBaHH MalUMEHTH, MOAXO/SALLH 3a TPOMOOIUTHYHA
Tepanus.

[Tpu nayuenmu ¢ npexoona ucxemuuna amaxa (Transient Ischemic Attack, TIA) ¢ ymepen 0o 6UCOK

puck uu nex ucxemuyen uncyam (Ischemic Stroke, IS)

Knonuaorpen B komOMHaums ¢ ACK e nokasaH rnpu:

e Bun3pacTuu naurentu ¢ TIA ¢ ymepen 10 Bucok puck (ABCD2' ckop >4) uiau ¢ nie
<3) B paMKuTe Ha 24 yaca oT CbOMTHETO.
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[Ipeonazeane om amepompomoOomuuru U mpomboemMOoIUNHY UHYUOCHMU NPU NPEOCOPOHO MBICOEHE
[IpH BB3paCTHH NAUUEHTH C NMPEACHPAHO MBKIAEHE, KOUTO UMAT [MOHE €JUH PUCKOB (PakTop 3a ChAOBH
HHLIWIEHTH, KOUTO HE Ca MOAXOAALINH 3a JieueHHe ¢ aHTAaroHuceT Ha BUTaMuH K (VKA) u xouTo umar
HUCBHK PHCK 3a KbpPBEHE, Kionuaorpen e nokasan B komOuHauus ¢ ACK 3a npeanaseatHe ot
aTEpPOTPOMOOTHYHH KW TPOMOOEMOONHUYHH HHUNWIEHTH, BKIKOYHUTEAHO HHCYAT.

3a nonbiaHuTeNAHa HHdOpMaLHs BHKTE Touka 5. 1.

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

Ho3npoBka
Bw3pacmuu u auya 6 cmapuecka év3pacm
Knonuaorpen tpabsa na ce npuiara KaTo eJMHH4HA AHEBHA 034 OT 75 mg.

[1py nauMEeHTH C OCTbP KOPOHAPEH CUHAPOM:

e (OcTbp KOpoHapeH cHHApOM Oe3 enepauns Ha ST-cerMeHTa (HecTabuHA CTEHOKAPAUS HWIH
MuokapzaeH HHapkT 6e3 Q-3b0el): nedeHreTo ¢ kKnonuaorpen Tpabea Aa 3anoyHe ¢ eAWHHYHA
HaTtoBapBaiua fo3a ot 300 mg uau 600 mg. [Ipy nauueHTH Ha Bb3pacT <75 roauHu MoXe aa ce
oOMHMCIM HaToBapBala A03a 600 mg, koraTo ¢e NpeABHIKAA NEPKYTaHHA KOPOHApHA
HHTepBeHUHA (BX. TouKa 4.4). JleueHueTo ¢ knonuaorpen Tpadsa ga 6bae NPOABLIKEHO CbC 75
Mg BeAHbXK AHEBHO (C aueTuacanMuunosa kucenuHa (ACK) 75 mg-325 mg aqueBHo). Tbi kaTo
no-sucokuTe 1034 Ha ACK ce cBBp3BRAT C MoBULIEH PUCK OT KbPBEHE, C& MPENOpbYBa 103aTa Ha
ACK na He npesuwapa 100 mg. OnTuManHaTa NpOAbAXKHUTEAHOCT HA JIEYEHHUETO HE €
OhHUHATIHO YCTaHOBEHa. JJaHHUTE OT KIWHHYHHU W3NHTBAHHWA Ca B NMoJKpena Ha ynorpebara Ha
Kronuaorpes ao 12 mecena, kato MakCHManeH ehbexT ce Habnogasa Ha 3-ug Mecel (BX. TOUKa
5.1).

¢ OcTtbp MHOKapaeH UHDAPKT ¢ eneBalus Ha ST-cermeHTa:

- Ilpy MEIWKAMEHTO3HO JIEKYBAaHU NALMEHTH, NOAXOAALLH 32
TpoMboONUTHYHA/PHOPpUHOIIMTHYHA Tepanns,Knonuaorpen Tpadea aa Obae npunaran
KaTo €AHOKpaTHA AHEBHA 1032 OT 75 mg karo ce 3anousa ¢ 300 mg HaToBapBaiia 103a B
koMOuHauug ¢ ACK 4 ¢/6e3 TpombonuTrum. 34 naLUeHTH HAa BL3PAcCT Haa 75 roavHH
knonuaorpen Tpabea na ce 3ano4He 6e3 Harosapeaiua n03a. KomOuHWpaHO neyeHue
Tpabsa aa ce 3ano4He Bb3MOXKHO HaH-PAHO Cl1e HAYANOTO HA CHMITTOMHTE U 11a Obae
NPOABLIMXKEHO NOHE 3a 4eTUpH ceamuum, Ilonzara oT koMOUHUpAHETO HA KITONHAOrpeN ¢
ACK 3a noBeve OT YeTHpH CEAMHUM He € OWa NpoyyBaHa NMpH TOBA MOKA3aHHE ( BXK.
Touka 5.1).

- Koraro ce niiaHupa nepkyranHsa kopoHapaa udrepseHumns (PCI):

o Kionuaorpen tpadBea aa ce 3anoyHe ¢ Hatopapsauia ao3a (loading dose, LD) 600
mg Npu NaLuMEeHTH, NOAI0KEHH Ha nbpBUYHa PCl v npu nauueHTH, noaioxeHH Ha
PCI noseue ot 24 yaca cnea nonvuaBaHe Ha GUOpUIMHOTUYHA Tepanus. [1pu
MAaUMEeHTH Ha Bb3pacT > 75 roguHd 600mg LD Tpabea aa ce npwnara ¢ noB1iU€HO
BHHUMaHHe (BXK. Touka 4.4).

o Knonuaorpen 300 mg Hatosapaallia 103a TpAOBa Ja ¢e APUIOKH NMPH NALMEHTH,
noanoxkeHd Ha PCI B paMkute Ha 24 vaca clie nonyvaBaHe Ha GUOPHHONIHTHYHA

Tepanui.
JleueneTo ¢ kaonuaorpen TpadBa Aa NpoaALMKHY CbC 75 mg BeaHbx AHeBHO ¢ ACK 75 mg - 100
mg nHeeHO. KoMOnHUpanaTa Tepanus TpabBa Aa 3anouHe Bb3MOXHO HAH-paHoO Cle ANOAB3N: \

CUMINTOMUTE KU Ja MPOABLIAKHA 10 12 Mecera (Bx. Touka 3.1).

Bb3pacTHu nauneHTH ¢ TIA ¢ ymMepeH 10 BUCOK pUCK WiH nek IS:

*NIHSS (National Institutes of Health Stroke Scale) — Ckana 3a vncynTt Ha HalHOHanHUTE MHC
3/jpaBeona3BaHe




[Ipu Bb3pacTHU nmauueHTH ¢ TIA ¢ ymeped no Bucok puck (ABCD?2 ckop >4) unu ¢ nek IS (NIHSS
<3) TpsbBa aa ce NpUWIOKH HAaTOBapBalla ao3a knonvaorpen 300 mg, nocneasaHa oT 75 mg BEAHBK
aHeBHO U ACK (75 mg -100 mg BeaHb aHeBHO). JleueHueTo ¢ knonuaorpen H ACK tpabsa na
3aMo4He B paMKHUTE Ha 24 yaca cned cbOUTHeTO K Aa npoAbku 21 AHU, NOCIEABAHO OT
aHTUTPOMOOLIUTHA MOHOTEpANKA.,

[lpu mauueHTH ¢ NpeaCbPAHO MBXAEHE, Kilonuaorpen Tpadea 4a ce npuiara KaTto eaHOKpaTHa
aHeBHa fo3a oT 75 mg ACK (75-100 mg nHeBHO) TpsadBa aa ce 3an04HE U 1a NPOABLIXKH B
koMOHHaUMa ¢ Knonuaorpen {Bx. Touka 5.1).

AKO € nponycHara a03a:
- B pamkure Ha no-manko ot 12 yaca cnea penoBHO ONPeaeIEHOTO BpeMe: NalMeHTUTe TpabBa
Aa nNpyemMar ao3arta He3abaBHO M NTOC/Ie Ja NpyeMar caeaBallara 103a B peAOBHO
ONpeaeneHOTO BpeEME.

- [lpu noeeue ot 12 yaca: nauneHTUTE TPAOBA Ja NPHEMAT CJIEABALLIATA 103a B PEIOBHO
OnpeaesieHOTO BpeMe W He TpsOBa aAa yaBOABaT 103aTa.

CoensHaMHH NONYJRANHH

Hayuenmu & cmapuecka ev3pacm

OcTbp KOpoHapeH cHHApOM Oe3 eneBauua Ha ST cermenTa (HectabunHa creHOKapAHUa HIH
MHOKapaeH uH¢papkT 6e3 Q-3bv0eu):
- Haroeapgatnia no3a 600 mg moxe na ce OOMMCIHM MPH MALMEHTH HA BB3PACT < 75 rofHHH,
KOraTo C€ MjaHupa NepKyTaHHa KOpOHapHa HHTEPBEHUMA (BXK. Touka 4.4).

OcTbp MHOKapeH HHGapPKT ¢ eneBauus Ha ST cerMeHTa:
-  [lpv nauMeHTH HA MEAUKAMEHTO3HO JieYeHUe, NOAXOAM LU 3a
TPOMOOIUTUYHA/ PUOPHHONUTHYHA TEPANHA: NPY NAUWEHTH HaA 75-roAMilHA Bb3pacT
Knonuaorpen tpadsa aa ce 3anoyHe 0e3 HaToBappalla 403a.

[Tpn naunenTH, noanoxkeHu Ha nbpeHuHa PCI ¥ npu nauueHTH, nopnoxenu Ha PCI noeeue ot 24

yaca cie] noay4aBaHe Ha GUOPHHONUTHYHA Tepanus:

- Ilpu nauvenTH Ha BB3pacT = 75 roawnu 600 mg LD Tpabsa aa ce npunara ¢ NOBHLIEHO
BHHMaHHe (BRXK. Touka 4.4).

Heduampuuna nonynayus
Knonunaorpen He Tpabea aa ce U3non3Ba NpM AeLa NMopaau Cbo0paXkeHUs OTHOCHO ehHKacHOCTTA (BK.
TOouKa J.1).

bvbpeuno yepescoane
TepaneBTUUHHUAT OIMHUT € OrPaHUYEH NPH TalKeHTH ¢ 0LOpeuHo yBpexaaHe (BX. Touka 4.4).

Yeproopobro yepedscoare
TepaneRTHYHUAT OMKT € OrpaHU4EH NpPH NAUMUEHTHU C YMEPEHO H3pa3zeHo yepHoapobHo 3abongaBane,
NP4 KOUTO MOXKE 13 MMa XeMoparu4yHa auaresa (Bx. Touka 4.4).

HauyuH Ha NpUIOKEHHE
3a nepopanHo MPUHIOKEHHE
Moxke oa ce npuiara ¢be Win 0€3 xpaHa.

4.3 IIpoTHBONOKA3aHHA

e (CBPbXYYBCTBMTENHOCT KbM aKTUBHOTO BELIECTBO MM KbM HAKOE OT MOMOLHHUT
H30pOEHH B TOUKA 2 WK Touka 6.1.




¢ Texko 4epHOAPOOHO yBpEXKAAHE.
® AKTHBHO NaTONOrMYHO KbPBEHE KaTO NENTHYHA S3Ba WJIH HHTPAKPAHHAITHA XEMOParusi.

4.4 CoenHATHH NpeJynpekaeHHs H npeaAnasHH MepPKH npH ynorpeda

Kvpsene u xemamolocutu HQpyuenus

[lopaan pMCK OT KbpPBEHE M XEMATOMOTHYHH HEXENAHU JIEKAPCTBEHH PEaKLIWHM, BeaHara Tpabea aa ce
B3EME NPpEABUA ONMPEICNSHETO HA KPLBHATA KAPTHHA WKWK APYrHU MOAXOAALUU HICNECABAHHA, B ChyHai
HA MOfABA Ha KJIMHHYHH CHMITTOMH, HACOYBALUK KbM KbPBEHE MO BPEME HA JICYEHHETO (BK. TOUKa 4.8).
[logobHO Ha Apyry aHTUTPOMOOTUYHHM CPEACTRA, KIONMUAOrpen TpAOBa Aa C€ MpUjara ¢ BHUMaHue
MPH NAUHEHTH, KOHTO MOXE N1a Ca H3JIOKEHH HA OMACHOCT OT YCHIIEHO KbpBEHE NOpaad TpaBMa,
XUPYPruyHa MHTEPBEHLIMA WM APYTW NATONOrMYHK CHCTOSHUS U NPH NauKHeHTH, NeKyBaHu ¢ ACK,
xenapuH, ratokornpoteuH [1b/l1la vHXUOUTOPH MK HECTEpPOMAHHU MPOTUBOBDB3NANUTEIHM NEKAPCTBA
(HCIIBJ1), BkmountenHo COX-2 HHXHOUTOPH, UITH CENEKTUBHH HHXHOUTOPU HAa 00paTHOTO
3axBaillaHe Ha cepoToHuHa (SSRIs), wan cunuu uuayxropu Ha CYP2C 19 unn apyru nexapcrseHu
NPOAYKTH, CBbP3aHU C PUCK OT KbPBEHE, KaTO MEHTOKCHPUIHH (BX. Touka 4.5). [Topaau noBuwmeHns
PUCK OT KPbBOMW3JIMB, TPOHHATA aHTHarperanTHa repanua («onuwaorpen + ACK + aunkupunamon) 3a
BTOPHYHA NPO(PHIAKTHKA HA MHCYJIT HE CE NMPENOPBbYBA NMPH NAUMEHTH C OCTHP HekapaHoeMOonnyeH
HCXEMHYEH MHCY/IT HIIM NPEXOJHA HCXeMHYHA aTaka (Bx. To4Ka 4.5 v Touka 4.8).

[TaumenTture TpsabBa na 6baaT BHUMaTenHO HabnNKOaaBaHK 32 NPU3HALK HA KBPBEHE, BKIIOYUTEITHO H
OKY/ITHO KbpBeHe, 0CO0EHO NMpe3 MbPBUTE CEAMMLM HA IEYEHUETO W/UM CJlie]] WHBa3HBHH
KapAUOJOTHYHU MPOUECAYPH HIIH XUPYPrus. ETHOBPEMEHHOTO NPHUIIOKEHHE HA Kilonyaorpen ¢
NEPOpPaHH aHTHKOArYJIaHTH HE C€ NMPENOpLYBa, Thil KaTO MOXKE a YBEJHUYH HHTEH3UBHOCTTA HA
KbpBEHE (BXK. TOYKa 4.5).

AKO MAaUMEeHTHT NMOAJIEKH HA IUIAHOBA ONEpaUHs ¥ aHTHArPEraHTHUAT e(PEKT € BpEMEHHO HEXKENaH,
Knonugorpea TpadBa aa ce cnpe 7 AHW npead XupypruuHarta vHtepeeHuus. [launenrure Tpadea oa
HHpOPMUPAT NekapuTe 1 3b00NiekapuTe, He NpHEMAT KIOMMAOrpen Npeau HACPOUYBAHE Ha XHUPYPruvHa
MaHMIyNaLMs W Npey NPHEMAHETO HA HOB JIEKapcTBeH npoaykT. Knonugorpen yab/ikaBa BpeMeTo
Ha KbpBeHe W TpAdBa fa ce Npuiara ¢ BHUHMaHUE NPH MALIMEHTH, KOWTO HMAT HapyLIEHUA, ChC
CKJIOHHOCT KbM KbPBEHE (CMELHATHO CTOMALLHO-YPEBHH H BBTPEOUYHH).

[MaunenTure TpabBa aa 6bAAT YBEAOMEHH, Y€ BPEMETO 3a CNHPAHE HA KbPBEHETO € No-
MPOAB/IHKUTENHO OT ODHYAHHOTO NPH NEUYEHHE ¢ KNONKAOrpes (CaMOCTOATETHO WIH B KOMOKWHAUHA C
ACK), a Te oT cBOs cTpaHa TpabBa n1a HHPOPMHUPpAT CBOS NleKap 33 BCAKO HEOOHUMaiHO KbpBeHe
(rokanu3auMua UK NMPOABIDKUTENHOCT).

Ynorpebara Ha HaroBapBawa no3a kionuaorpen 600 mg He ce npenopbusa Npy MAUUEHTH C OCTHP
KOpOHapeH CHHApoM 0e3 enepalus Ha ST-cermenTa M Bb3pacT 275 roAMHN Nopajd MOBUILEH PUCK OT
KbpPBEHE MPH Ta3u NOMynauu.

[lopanu orpaHU4eHHTE KIIMHHUYHH JAHHH NpPH NAUMEHTH Ha Bb3pacT > 75 roannu STEMI PCl u
NOBHIUEH PUCK OT KbPBEHE, ynorpedbaTta Ha HaToBapBaula Ao03a xionuaorpen 600 mg tpabea na ce
OOMHCIM caMO cnef MHAMBHAYAIHA OLUEHKA OT JIEKaps Ha PUCKA OT KbPBEHE MPH NaLMeHTa.

Tpombomuuna mpomboyumonenuuna nypnypa (TT11)
Cnydyad Ha TpoMOOTHUYHA TpoMOouMToneHuuHa nypnypa (TTII) ca aoknagBaHKW MHOrO pPAIAKO cChael
ynotpeda Ha KNONUAorpet, NOHAKOra ¥ ciell KpaTkoTpaiHo neveHue. Ta ce xapaktepusnpa ¢

TPOMOOLUTONEHUA U MUKPOAHTHONATHYHA XEMOIHTHYHA AHEMHA, NPUAPYKEHA C HEBPO '
H3MEHEHUs, ObOpeuHa AMcPyHLUKA nnu pedpunurer. TTII ¢ cucTOAHKE, H3KHCKBALLO ©
BIUIFOMUTEIHO Inazmadepesa.

ITpudobuma xemogwiun .'5
=

UMa cbobieHus 3a npunodura xemodunus caen ynorpeda Ha kionugorpen. B cayna

NOTBLPAECHO H30NHPAHO YABDKABAHE HA AKTUBHPAHOTO NapuranHo TpoMOOnIacTuH




CbC UKW Oe3 kbpeeHe, Tpabea na ce uma npeaua npuacoura xeModpunusa. [launeHTure ¢ NnorBbLpAEHA
AWarHosa npuaoduTta xeModuiaus Tpadea aa ce HabaroaaBaT M JIEKYBaT OT CNELHANTHCT U
MPUIOXKEHHUETO HA Konuaorpen Tpabea Aa ce npeycTaHOBH.

CKopouwter ucxeMu4eH uHcy.1m
¢ 3anouysaHe HA TepanusTa

- Ilpu nauueHtH ¢ octbp fiek IS wnu ¢ TIA ¢ yMepeH 10 BUCOK pHCK, ABOHHaTa
anTupoMOouunTHa Tepanusa (knonuaorpen 1 ACK) Tpaba aa 3anouHe HE MO-KbCHO OT
24 yaca ¢Jie Ha4anoTo Ha CbOUTHETO.

- Jlunceat AQHHU OTHOCHO CHOTHOWIEHHETO NOJI3a-PUCK FIPH KPaTKOCPOUYHA ABOHHA
AHTHTpOMOOLIMTHA Tepanus NPy NaureHTH ¢ ocTbp Jiek IS uam ¢ TIA ¢ ymepen ao
BUCOK PUCK C aHaMHe3a 3a (HeTpaBMaTHYEH) BbTPEeUEpeneH KPbBOH3IHB.

- [lpu mauueHTH ¢ IS, KO#TO He € Nek, MOHOTEpanuATa ¢ K1onuaorpen Tpadea aa
3aMOYHE CAMO ciel MbPBUTE 7 AHH OT CbOUTHETO.

e [laumnentd c IS, KOUTO He nek (NITHSS >4)
[IpenBua nuncaTa Ha JaHHKW, HE C€ NPEeNOPBbYBA U3ITON3BAHETO HA ABROMHA aHTUTpOoMOOUHTHA

Tepanus (Bx. Touka 4.1)

e (CkopouueH sek IS unu TIA ¢ ymMepeH 10 BUCOK PHCK MpH NALMEHTH, 38 KOUMTO € MOKa3aHa WiH
[IaHUpaHa HHTePBEHLHA
JlunceaTt gaHHH B NOAKpENa Ha U3MOJ3BAHETO Ha ABOHHA AaHTUTPOMOOLMTHA Tepanus Npu
MAaLMEHTH, 38 KOUTO € MOKa3aHo NEUYECHUE C KAPOTHIHA €HAAPTEPEKTOMHA WK
HHTpaBacKyJ/JiapHa TPOMOEKTOMHUA, UK NMPH NALKEHTH, TUIAHUPAHH 32 TPOMOO/IH3a HIH
aHTUKOaryJlaHTHa Tepanyg. B Te3u cHTyauuH He ce MpenopbUBa ABOHHA aHTHTPOMOOLMTHA
Tepanums.

Humoxpom P450 2C19 (CYP2C19)
®apmakorerneTuka: [1py naunenTure, kouro ca cinabu CYP2C19 metabonnsatopH, knonuaorpen B

NpenopbUYUTENIHUTE 1034 00pa3yBa NO-MaNko OT aKTUBHHA META0OAUT HA KIONHWAOTPE U UMa MNo-
MalTbK €PEeKT BbpXY TPOMOOUMTHATA yHKUHA. CHLUECTBYBAT TECTOBE 3a MACHTU(PHULIMPAHE Ha
CYP2C19 reHotnna Ha nauMeHTa.

Ty kaTo Knonuaorpen ce MeTadOIU3IMPA YACTHYHO A0 ¢BOA akTHBEH MeTtabonut ot CYP2CI19,
ynorpebara Ha NeKApCTBEHU NMPOAYKTH, KOUTO HHXHOMPAT AKTHBHOCTTa HAa TO3H €H3HM, CE O4aKBa 1a
AOBEAE OO NOHKEHH JIEKAPCTBEHH HHBA HA akTUBHUA MeTabonuT Ha xonuaorpen. KnuHnubara

3HAYUMOCT HA TOBA B3aUMOAECHCTBUE € HeM3ACHEHA. KaTo npeanasHa Mapka He TpaOBa aa ce
U3NOI3BAT €AHOBPEMEHHO CHIIHHA WK YyMepeHH CYP 2C 19 nuxuburopwu (BXK. Touka 4.5 3a CUCHK Ha
CYP2C19 nuxuburopu, BxK. CbLUO TOYKA 5.2).

Ynorpebara Ha nekapCcTBEeHU NPOAYKTH, KOUTO HWHAYUMpaT akTuBHOCTTa HA CYP2C19, ce ouakea na
AoBene A0 NOBHILISHH HUBA HA aKTHBHHUA META0O/IUT Ha KIIOMUAOrPEN U MOXKE Aa YBEJIMYH PUCKA OT
kbpeeHe. Kato npeana3sHa Mapka TpadBa 1a ce u3dArea CbbTCTBALLATa yrioTpeda Ha CHAHU
HHAYKTOpU HAa CYP2C19 (8. TOuKa 4.5).

Cybecmpamu na CYP2CS
HeobxoaumMo € noBHILIEHO BHUMAHHUE NPH NALKMEHTH, JIEKYBaHH €AHOBPEMEHHO ¢ KJIONHAOTPEN U
NeKapCTBEHH NpoaykTH, cyberpatu Ha CYP2CS8 (Bx. Touka 4.5).

Kpvemocana peaxmugrnocm mexcoy mueHonupucuHume
[lpn nauveHTHUTE TPAORA Ja CE CHEME AHAMHE3A 32 CBPbXYYBCTBHUTEIHOCT KbM THEHO

THEHONUPUOWHHTE (BXK. TOUKA 4.8). THEHONUPHAHHNATE MOraT Aa NPUYHUHAT JEeKH
aNepruyHy peakuUHH, KaTto oOpHB, aHTHOEAEM WK XEMATONIOrHUHH KPbCTOCAHM pe
TpombouuTONneHUs U HeyTponeHusa. [lauueHTy, KOUTO ca pa3BUIW NpeavLIHA anepruBng f:bc,,'
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H/ANIHK XeMaTOMOrMYHa PeaKUHA KbM €4HH THEHONMUPHIMH, MOXE Aa UMAT MOBHILEH PHCK OT Pa3BHTHE
Ha CbLIATa WM ApYra peakuus KbM Apyr THeHONHpUAMH. [Tpenopbusa ce HabnioaeHue 3a npu3HatH
Ha CBPBLXYYBCTBHTETHOCT NPH MaLMEHTH ¢ U3BECTHA ANEPrys KbM THEHOTIHPHIHHH.

Bvbpeuno yepescoare
TepaneBTUYUHHUAT ONMUT MPH NaUHEHTH ¢ OLOpeUHO yBpeXxaHe € orpaHdueH. CaenoBaTenHo npu
TaKHWBa NAUKWEHTH KIONMuaorpest rpabea Aa ce npuiara ¢ NOBULISHO BHHMaHHe (BXK. Touka 4.2).

Yeproopobro yspeosicoane

OnUTBT € OFpaHUYEH MPH NALUEHTH C YMEPEHO U3pa3eHO YepHoapobHO 3abosissaHe, KOMTO MOraT aa
HUMaT XxemoparrnyHa auaresa. [lo Tasu npuuvna knonuaorpen TpsidBa aa ce npuaara ¢ MOBHULLEHO
BHHUMaHHE NpH Ta3K NOnyaauns (Bx Touka 4.2).

Homownu eewyecmsa

Kaonnaorpen Exodapm cbabpaka fnakrosza. [laureHTy ¢ peakd HacneacTseHH npobnemu Ha
ralakTo3Ha HEMOHOCUMOCT, Lapp nakTrazHa HEAOCTATBYHOCT WK MNIIOKO30-raakTO3Ha
Manabcopbums, He TpAOBaA Aa NPHEMAT TO3H JEKAPCTBEH NMPOAYKT,

To3u nekapcTBeH NPOAYKT ChAbPA XHAPOTEHUPAHO PULIUHOBO MAc/0, KOETO MOXKe Aa NPHYHHH
CTOMALIHO pa3CTPOHCTBO U AHAPHA.

4.5 B3iasmogeficTBHE ¢ APYIH J1eKapCTBEHH NPOAYKTH H ApYrH GopMH HA B3aHMoJeHcTBHE

Jlexapcmeernu npodykmu, C8bP3aHYU C PUCK OM KbpseHe. CHUIECTBYRA MOBULIEH PUCK OT KbpPBEHE
nopaau NOTEHUHATHHA aAHTUBEH edekT. EAHOBpEMEeHHOTO MPHUIOKEHHE HA JIEKAPCTBEHH NPOAYKTH,
CBBLP3aHM C PHCK OT KbpBEHE TpaAOBa Aa ce M2BbPLLBA C NOBHILEHO BHHMaHHE (BXK. Touka 4.4).

Ilepopannu anmuxoazyranmu: € AHOBPEMEHHOTO NPHIIOKEHHE HA KIIONUAOrpeN ¢ NepoOpaiHu
AHTUKOAIyJIAHTH HE Ce NpenopbyBa, Thid KATO MOXE N3 YBENHYH UHTEH3HBHOCTTA HA KbPBEHE { BXK.
Touka 4.4). Bunpeku, ue npuiokeHHeTo Ha Kionuaorpen 75 mg/IHeBHO He MPOMEHA
¢apmMakokHHeTHKaTa Ha S-BapdapuH (cyocTpaTt Ha CYP2C9) unu Mexaoynapoanoro Hopmanuauparo
CrvotHoweHre (INR) npy nauueHTH, rnostyyaBatiy npoabKMTENHA Tepanus ¢ eapdapuH,
€HOBPEMEHHOTO NMPHIOKEHHE HA KITONUAOTrpeN ¢ BapdapyH MOBKHIUABA PUCKA OT KbPBEHE Nopaan
HE3aBUCUMH €(PEKTH BbPXY XEMOCTA3aTa.

I'moxonpomeun IIb/Illa unxubumopu: xnonuaorpen TpadBa ce npunara ¢ NOBULLIEHO BHUMAHHUE NpH
NAaLMUEHTH, KOUTO NpHeMaT eqHOBpeMeHHO rmoKonpoTerH lIb/llla unxuburopu (Bx. Touka 4.4).

Ayemurcaruyunosa kuceauna (ACK): ACK He npomeHs Kironugorpen-meaMupaHaTta MHXubuuma Ha
AlO-uHayurpaHaTa TpoMOOLMTHA arperauus, Ho Kaonuaorpen ycunsa egekra Ha ACK sbpxy
KoNllareH-uHAyiHpaHaTta TpoMOOUMTHA arperauuni. EnqHoBpemeHHoTO npunoxkenue Ha 500 mg ACK
ABYKPATHO OHEBHO 3a eMH AeH obaue, He yALDKABA 3HAUMTENIHO BPEMETO HA KbPBEHE, NMPEeAH3BHKAHO
OT JIeUEeHHETO ¢ Knonuaorpe. BuimoxHo e papMakogAHHAMHYHO B3aHMOACHCTBUE MEXKIY
kronuaorpen 1 ACK, koeto yBennuasa pycka ot KepBeHe. CnegoBatenHo, eJHOBPEMEHHATA UM
ynotpeba TpaOra na cTaBa ¢ NOBULUEHO BHHMaHHE (BX. TOuKa 4.4). Bunpeku ToBa Knonuaorpen u
ACK ca npunaranyd eqHOBPEMEHHO J0 €1Ha roauHa (BXK. Touka 5.1).

Xenapun: B KIMHHYHO NPOYYBAHE MPH 3ApaBH XOpa KIOMUAOTPEN HE Hajlara NpoMsHa Ha 103aTa Ha

X€MapuHa, HUTO NpoMeHa edexTa My BbpXY Koarynauuata. EJHOBpEMEHHOTO NPUIOKEHHUE C XeNapuH

He € A0BeJIO 0 €heKT BbPXY NMOTUCKAHETO HA TPOMOOLMTHATA arperaums, NpeU3BHKaHO OT ...

Knonugorpes. BuaMoxHO € papMakoAMHAMHUYHO B3aUMOAECACTBHE MEXKIY K.nonu,uorp *; ; ”

KOETO YBENHYABA PUCKa OT KbpBeHe, C1€10BATENHO, €AHOBPEMEHHATA WM YOoTpeda Zali aa-cFak E

C NMOBHIUEHO BHUMaHHE (BXK. TOUKa 4.4). AR \
PSRN, ) A

Wy

Tpomoborumuyu: 6€30MaACHOCTTa HA €AHORPEMEHHOTO MPHN0MKEHHE HA KIIONHAOTPE
¢pubpuH crieuPUUHK TPOMOOTUTUUHH ar€HTH H XETIAPUH € OLCHEHA NPY NaLIHEHTH



MHoKapaeH HHpapkT. YecToTata Ha KIIHHUYHO 3HAYUMOTO KbpBeHe € OHJla CXxoiHa C Ta3sH,
HabnoaaBaHa NPH €JHOBPEMEHHO NPUAcKEHHE Ha TPOMOONTUTHYHM areHTH W xenapuH ¢ ACK (Bx.

To4ka 4.8).

Hecmepouonu npomusoswvsnarumennu cpeocmea (HCIIBC): B KINIHHWYHO NpoyYBaHe, MPOBEAEHO MpH
3apaBH 100POBONLIH, €JHOBPEMEHHOTO NPHIIOKEHUE HA KIONHAOTPEN W HANPOKCEH NOBUILIARA
OKYJITHHTE CTOMALUHO-YPEBHH KpbBOU3INUBH. [lopaan siMnca Ha Npoy4YBaHKA 3a B3aUMOACHCTBHA C
apyru HCIIBC ob6aue, noHacTosieM He € SCHO AaNH MMA NMOBHLLEH PUCK OT CTOMALLHO-YPEBHO
kbpBeHe ¢ Bcuukd HCIIBC. Cnenosarenno HCIIBC, skntoyutenHo COX-2 UHXUOUTOPH, K
Knonuaorpen Tpabea Aa ce NPUIIAraT €JHOBPEMEHHO C MOBHULLEHO BHUMAaHHE (BXK. TOouka 4.4).

Cerexmugru unxutumopu na ocopamuomo axeawjane na cepomonuna (SSRIs): ToH kaTo SSRIs
MOBMABAT TPOMOOLIMTHATA AKTUBALIMA M MMOBHULLIABAT pHCKA OT KbpBEHE, €AHOBPEMEHHOTO
npunoxeHre Ha SSRIs ¢ knonmuaorpen TpadBa f1a cTaBa ¢ MOBULLIEHO BHHMAHHE.

ﬂpyao CHAbLMOCMBAIYO JdeHeHUe.

Huayxropu Ha CYP2CI19

Tvii kaTo knonuaorpen ¢ce MmerabonM3upa 00 HEroBUA akTHBEH MeTaboauT wactuyno ot CYP2CI19,
Oyakpa ce ynorpebara Ha NeKapCTBEHH NPOAYKTH, KOHTO HHAYLIMPAT aKTHBHOCTTA Ha TO3H €H3HM, Aa
AoBeAe A0 NOBULICHH HABA Ha aKTUBHHA METabONUT Ha KNOMKIOrpel.

Pudamnuumu cuido HHAyudpa CYP2C19, koeTo BOAM KAKTO A0 NOBHLUIEHN HUBA Ha AKTHUBHUA
MeTAOONUT Ha KNoONHAOTPeJ, Taka U 10 HHXHOHUpaHe Ha TPOMOOLIMTHTE, KOETO B HACTHOCT MOXE 14
YBENWYH PUCKa OT KbpBeHe. Karo npeana3na mapka tpadsa na ce n3diarea cpnbreTBaLUATA YNOTpeOa
Ha CHHH HHAYKTOpH Ha CYP2C19 (Bx. TOuka 4.4).

Muxuduropu na CYP2CI19

TvH kato knonuaorpen ce Merabonuzupa yacTuyHo ot CYP2C19 go HeroBus akTHBeH meTadoauT,
OYakKBa ce yrnorTpebara Ha IEKapCTBEHH NMPOAYKTH, KOUTO HHXUOKPAT aKkTUBHOCTTA HA TO3H €H3HUM, Ja
noseae A0 NOHWKEHH JIEKapCTBEHH HMBA Ha aKTUBHHUA MeTaboUT Ha kionuaorpen. Knuununara
3HAYUMOCT HA TORA B3aHUMOACHCTBUE € HeU3ACHeHA. KaTo npeana3zna Mspka He TpadBa na ce
U3MON3BAT €AHOBPEMEHHO CHITHH WU YMepeHH CYP2C19 nuxuburopu (8. TOUKH 4.4 v 5.2).

JlekapcTBeHuTe NPOAYKTH, KOUTO ¢a CHITHH HITK YMepeHH HHXHOUTOpH Ha CYP2C19 Brarousar
HAMpUMeEpP OMENpa3on v e30Menpaso, GayBOKCaMHH, QIYOKCETHH, MOKI100eMH I, BOPHKOHA30I,
¢$TyKOHa30/, THKJIONMUAYH, kKapbaMa3enuH H edpaBHpeHL.

Huxubumopu na npomonrnama nomna (PPI).

Omenpa3zon 80 mg BEAHBXK AHEBHO, IPUJTOXKEH F10 €IHO U CHLUO BPEME C KIIONUAOTPES WITH C
HHTEpBAN OT 12 yaca MeXXIy NPHIOKEHHUATA HA JBETE JIEKAPCTBA, HAMaNABa eKCINO3MUHATA Ha
akTHBHHR MeTabonuT ¢ 45% (Hatosapsawa no3a) u 40% (noaavpxawa ae3a). Hamanennero e
CBLP3aHO ¢ 39% (naTosapeatua nosa) M 21% (noaaepikawla 103a) NOHWXKapaHe Ha HHXUOUpaHeTo Ha
TpoMOoUMTHATa arperauua. Quakea ce €30Menpasosl Aa Noka3ea noJoOHO B3aUMOAEHCTBHE ¢
KJonuaorpen.

CoobuiapaHu ca NPOTUBOPEUUBH JAHHH OT KIMHUMHUTE 3aKJIHOMEHMA 32 TOBA (PAPMAKOKHHETHYHO
(OK)/ dpapmakoannamuuvo (P /1) B3aumMoaeHCTBHE OT I€Ha TOYKA Ha 3HAYUMH ChPACYHO-CbIAOBH
¢BOUTHA U OT 00CEPBALIMOHHHK U OT KITHHHUYHM npoyuBanua. KaTo npeana3zHa Mapka He TpaOBa Ja ce
M3NOJ3BAT €AHOBPEMEHHO OMENPA30J1 MK €30MENpPa3on (BXK. Touka 4.4). -

HabnionapaHo € no-cnabo n3pazeHo NOHWKeHHE HA MeTa0oNHUTHATA €KCTIO3HLIMA € NaH
nansonpa3sost. [lna3zMeHuTe KOHUEHTpaUUH Ha aKTUBHHA MeTabDOUT ca MOHWKEHH C 2
(HaTrosapsalua a03a) U ¢ 14% (noaaspxkawia 203a) Mo BpeEME Ha CLNBbTCTBALLO JICYEH
80 mg BeaHbK AHEBHO. TOBA € CBBP3aHO C NOHWXKEHHE HA CpeAHOTO HHXHOUpaHe Ha




arperauns ¢ 15% v 11% cboTeeTHo. Te3n pe3ynTaTi nokas3rar, 4e KIOMWAOrpea Moxe na obae
MPUNAraH ¢ NaHTOoNpasoJ.

Hama aokazaTtencTsa, ye Apyru NeKapcTBEHH NPOAYKTH, HAMaTABall{ CTOMALHATa KHCETWHHOCT KaTo
H2 OnokepuTe WM aHTHALMANWTE NOBIHABAT AHTUTPOMOOUMTHATA AKTHBHOCT Ha KIONHAOTPeE.

Aumupempogupycua mepanua (APT), kombunupana ¢ hapmMaxokuHemuyer eHxancep: NauHeHTH C
HIV, nekyBanu ¢ aHtupeTrposupycHa tepanysa (APT), koMOuHupaHa ¢ papMakOKHHETHYEH €HXAHCED,
Ca M3/10KEHH Ha BUCOK PUCK OT CbAOBU CHOUTHA.

[Tpv uHdexTrpann ¢ HIV nayuenTu, nexysaHu ¢ aHTupeTpoBupycHa repanus (APT), noacunena c
PHTOHABHP WK KOOHUKCTAT, € HabnroaBaHa 3HAYUTEIHO HAMAJIEHA TPOMOCLIUTHA HHXHOH LKA,
Bunpeky ye kMHHYHATa 3HAYUMOCT Ha Te3W HAXOJKH € HEACHA, HMa CMTOHTaHHU ChoDLIEeHHA 32
HHekrupanu ¢ HIV nauuenTy, nekyBaHu ¢ ycuneHa APT, KOUTO ca vManu MOBTOPHO OKNY3UBHH
¢LOMTHSA Cliea Bb3CTAHOBABAHE HA MPOXOAMMOCTTA WK Ca NpeTbpnein TPoMOOTHUHH cHOUTHA,
JOKaTo ca OMTH Ha CXEMa Ha JieueHUe ¢ Knonuaorpen. CpeaHarta TpoMOOLIMTHATA HHXHOHUKA MOXKE
[a CE HAMaJIAT NPH CBITbTCTBALIA YoTpeOa Ha putoHasup. [lopaau ToBa chnbTcTBaUIA YnoTpeOa Ha
Knonugorpen ¢ ycunena APT He ce npenopbuea.

Jpyeu nexkapemeenu npodykmu:: 3a NPOYYBaHe Ha NOTEHUHATHH (HPapMakOAHHAMHYHH H
(apMaKOKHHETHYHH B3aUMOIECHCTBHUSA Ha KITOMUAOrPEN W APYTH ChIBTCTRALUH JIEKAPCTBEHH
NPOAYKTH, Ca NPOBEIEHH 3HauuTeNneH 6poH KIMHWUYHH npoyuBaHus. He ca HabnogaBaHU KIMHUYHO
3HAYUMH (PapMaKOAWHAMHYHH B3aUMOCHCTBUA, KOraTo KJIOTIMAOIPEN € NPUNaraH eJHOBPEMEHHO ¢
aTEHONOJ, HU(pEIUIIHH, HIH C aTEHONON H HUEAUNHH 3aeaHo. PapMakOAHHAMHYHATA AKTUBHOCT Ha
KJIOMUIOTPEN HE CE NOB/HABA 3HAYHTEIIHO NPH €IHOBPEMEHHO NpHNIOkeHHe ¢ peHobGapbuTan nnu
€CTPOTreH.

PapMaKOKHHETHKATA HA JUMOKCHH WK TeoHIHH He ce NPOMEHA OT €AHOBPEMEHHO MpHJIaraHe Ha
Kionuaorpea. AHTHaUMINTE HE POMEHAT cTeneHTa Ha abcopbums Ha Konuaorpe..

HaHnn ot npoyusaHeto CAPRIE noka3zsar, ye deHUTOUH H TONOYTaMHUa, KOUTO ce MeTabonU3upar ot
CYP2(C9, 6e3onacHO MOrart aa ce npunarat €eJHOBPEMEHHO C KJIONKaOorpen.

Hexapcmeenu npodykmu, cybcmpamu na CYP2C8: nokaszaHo e, 4e KNonuaorpen noByiLaBa
€KCNO3ULMATA HA pEeNariivHUA Npy 3apasy A00pOBOALUN. [ Vifro Npoy4BaHUA NOKa3BaT, ye
MOBHLIIABAHETO HA €KCAO3HLIMATA Ha penariuHua ce abaku Ha UHXHOUpaHe Ha CYP2CS8 or
roKypoHoBHa MeTabonuT Ha kionuaorpen. [lopaan pucka oT noBHilapaHe Ha MU1A3MEHHUTE
KOHLEHTPAUKUH, CAHOBPEMEHHOTO NPUIIOKEHHE Ha KIIONHAOIPEN W JEKAPCTBA, KOUTO CE EIHMHHUPAT
npeauMHO upe3 CYP2C8 MeTabonuzbm (Hanp. penarjiiHWi, nakivrakcen), tpabsa na ce npeanpyvemMa
C NOBUILEHO BHUMAHHE (BXK. ToUka 4.4).

OcBeH nHpopMaLuaTa 3a cneuUpHIYHHATE NEKAPCTBEHH B3aUMOACHCTBHA, NPEACTABEHA NTO-rOpe,
MpOy4BaHUA 33 B3aUMOACHCTBMA C KNOMHAOIPEN U HAKOH APYTH NEKapCTBECHHU MPOAYKTH, MpUlaraHH
4ECTO NPH NAUHEHTH C atepoTpoMOOTHUHH 3ab0aBaHNA, HE Ca NpoBExKIaHH. [launeHTUTe, YyyacTBanu
B KJIMHWHHUTE H3MUTBAHUA C Konuaorpes obaue, ca nonyyasain rojsam Opoi chibTCTRALLM
NIEKapCTBEHH MPOAYKTH, BKTIOUBALIH AUypeTHUH, beTa Onokepu, ACE-UHXHOUTODH, KATLIHEBH
AHTArOHHUCTH, XONECTEPOS NMOHMKABALLK CPEACTBA, KOPOHAPHHU Ba30AWIATOPH, AaHTUAHAOETHH
cpeacTsa (BKIIOUYUTENTHO HHCYIHH), aHTHenWUnenTHuHU cpeactea, U GP 1b/llla antaronucTty 6e3
A0Ka3aTe/ICTBA 3a KIIMHAYHO 3HAYUMH HEXKETaHW B3aUMOACHCTBHA.

Kaxkro v npu apyru nepopanHu P2Y 12 UHXUOUTOPH, €AHOBPEMEHHOTO NMPHIIOHKEH
aroHUCTH MMa NoTeHuM1an aa 3abaeu 1 Hamanu abcopburaTa Ha Knonuaorpen 8
3a0aBeHO W3npa3BaHe Ha cTomaxa. KnuHHYHOTO 3HaueHHe He e u3ecTHO. Tpad

ynoTpebara Ha NapeHTEPATHO AaHTUTPOMOOLIUTHO CPEACTBO NPY MALHEHTH C O 1’ ¥
CUHAPOM, U3HUCKBALLW €AHOBPEMEHHO MPHUNOKEHUE HA MOPPHH UNY APYTH ONHIE:




Pozyeacmamun: yCTaHOBEHO €, Ue KJIOMHAOTPEN MMOBULUABA €KCMO3MLMATE HA PO3YBACTATHH TIPH
nauveHTuTe 2 mbTH (AUC) ¢ 1,3 nbTu (Cnax) ¢iten npunarane Ha aoza 300 mg knonvaorpen v 1,4
nbTH (AUC) 6e3 edekT BbpXY Crax €1€1 MHOMOKPATHO NPUIAraHe Ha 103a 75 mg Kkaonuaorpe.

4,6 PeprTHIANTET, OpEeMEHHOCT H KbpPMeHe

bpemenHocT

[lopaau funca Ha KIMHAYHKY NaHHU OTHOCHO €KCMO3ULMATA HA KIOMUAOTpes No BpeMe Ha
OpeMeHHOCT, 3a MPeANOYUTAHE € KATO NMpeAna3Ha MAPKa a He Ce U3NOA3BA KJIOMHAOrPeN No BpEME Ha
dpeMeHHOCT.

EkcrnepMMeHTaNHUTE NPOYYBAHUSA MPH XKUBOTHHU HE NOKA3BAT MPAKO WK HENPAKO BPEAHO
Bb3AeiCTBHE BHPXY OpeMeHHOCTTa, eMOpHOHANHOTO/(ETANHO Pa3BUTHE, PAKAAHETO HITH
NOCTHATATHOTO pa3BuTHE {BXK. TOUKA 3.3).

KbpMmeHe
He e M3BECTHO Aanu KIONUAOIrpen ¢e eKCKpeTupa B KuvpMara. [1poyusanuara npy )KABOTHU NMOKAa3Bar,

ye KIOMHAOrpest ce EKCKpeTHpa B MasakoTo. KaTo npeana3sua Mapka, KbpMEHETO He TpAOBa aa
NPoAbLNKABA N0 BpeMe Ha nevenuero ¢ Knonugorpen Exodapm.

QOePTHIUTET
[IpoyuBaHHs nNpH XKUBOTHH HE Ca MOKA3aJM, Ue KIONMUAOrpes NOBIMABA HPepTHANUTETA.

4.7 EdexTH BBpXY cnocobHOCTTA 32 WodHpaHe H paboTa ¢ MAIIHAH

Knonuagorpen He nosnusiBa My NoBInABa npeHedpexk Mo cnocobHocTTa 3a WwodupaHe U paboTta ¢
MaLLWHY. |

4.8 HexelanHd JeKAPCTBEHH PEaAKIHH

O6ob1eHue Ha npoduna Ha Be30nMacHOCT

bezonacHocTTa Ha Kn1onuaorpen € duna oueHena npu noeedve ot 44 000 naureHTH, KOWTO ca
Yy4acTBAIM B KIIMHHYHHM NpOYyuBaHHs, BKIouBaly Haa 12 000 nauueHTH, nexkysaHu 3a | roguHa win
noseye. Karo uano, knonuaorpen 75 mg/anesHo € cpaBuum ¢ ACK 325 mg/anerHo 8 CAPRIE

HE3aBHCHMO OT Bb3pacTTa, noJjia i pacara. KNIHHHYHO 3HAYMMUTE HEXKENaHH JIEKAPCTBEHH peaKLiHu
Habaonasanu B npoyyusanusita CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A ca o6cbaeHH

no-40ny. B nonbiHeHHE KbM ONMUTA OT KIIMHWYHHUTE NPOYUBAHNHA, HCXKCIAHH NCKAPCTBCHH p€akLHH Ca

CHO0LIIABAHU U CTIOHTAHHO.
KbpeeHeTo e Haki-yecTo chobliapaHaTa peakLUs KaKTO NPH KITHHUYHHUTE NPOYyYBaHHA, TaKa W MPH
NOCTMAPKETHHIOBUA ONHKT, KBAETO € CHOOLIABAHA HAM-UECTO NPE3 MHPBMA MECEL] HA JIEYEHHETO.

B CAPRIE, npH nauvedtH nexysauu ¢ knonnaorpen M ACK, obwara yectora Ha kbpeeHe e 9,3%.
YecToTara Ha TeKKUTE cllydaH € cxoaHa npu knonugorpen u ACK.

B CURE nHe e HabaioaaBaH no-rojiam Opoi Ha Cliy4ad Ha MAaCHBHO KbPBEHE ¢ KJIOTIHAOIPeN IJIoC
ACK npe3 nbpeute 7 AHHU cien kopoHapeH 6ainac npy NaUMEHTH, KOKUTO Ca CNIPESid TepanusaTa
MOBEYE OT NMET AHM npeau onepauunaTa. [lpy nauveHTH, oCTaHamy Ha Tepanus B MPOAb/KEHUE HA 5
IHH clle KOpOHapHHUA Daknac, 4ecToTaTa Ha ciay4qauTe e 6una 9,6% 3a kionuaorpen mmoc ACK, u
6,3% 3a nnauedo nnoc ACK. :

B CLARITY e nabnionaBaHo o010 yBeTHUEHWE HA KbPBEHETO B Ipynara Ko 7 MR A\
cripamo rpynata Ha rinauebo muiroe ACK. YectoraTta Ha MACMBHO KbpBEHE NP i} AT T
Tosa € HabGnogaBaHO M B NOArPYMUTE OT NALIMEHTH, OMPEACIAEHH MO XapaKTey
HHBO U BHA2 HA PUOPUHONUTUYHOTO UITH XENAPHHOBO NIEYEHHE.




B COMMIT, obwara 4ecToTa Ha HeuepeOpalHO MACHBHO KbpBEHE WU LepeOpallHO KbpPBEHE € HUCKA
M CXOJIHA W MPH ABETE rpynu.

B ACTIVE-A yecToTaTta Ha MacCMBHO KbPBEHE € NO-BUCOKA B rpynarta Ha knonvaorpen + ACK,
OTKONKOTO B rpynata Ha miauebo + ACK (6,7% cnpamo 4,3%). MacuBHOTO KbpBEHE € OUNO rNaBHO
OT eKCTPAKpPaAHHANEH NMpou3Xoa B AseTe rpynu (5,3% B rpynara Ha xionungorpen + ACK, 3,5% B
rpynarta Ha mnauebo + ACK), rnasHo ot ractpo-uHTecTHHanHuA TpakT (3,5% cnpamo 1,8%).
Habnionasano € npeKOMEepHO HHTpaKpaHHaHO KbpBEHE B rpynara Ha kionuaorpen + ACK cnpsamo
rpynara Ha niauebo + ACK (1,4% cnpamo 0,8%, cboreeTHO). He e HabmogasaHa CTaTUCTHYECKH
3HaYMMa paliuKa B YecToTaTa Ha patanHo kbpeeHe (1,1% B rpynara Ha knonugorpen + ACK 1 0,7%
g rpynata Ha niauebo + ACK) u xemoparuueH nHeynt (cvoTeeTHO 0,8% u 0,6%) mexxay nsere

rpymnu.

B TARDIS npy nauKeHTUTE CBHC CKOPOLIEH HCXEMHYEH HHCYAT, NOJyYaBallll HHTEH3HBHA
aHTUHArperaHTHa Tepanus ¢ Tpu nekapcreeHu npoaykra {ACK + knonuporpen + aunupuaamon),
YECTOTaTa Ha KbpBeHe € OWa No-BUCOKA M KbPBEHETO € OMITO NO-TEXKKO B CPaBHEHUE C KNONMKAOrpen

CaMOCTOATENHO MITH C KOMOHHALMA aUETHICANTHLUNA0BA KHCEIMHA U AUNTHPUAAMON ( KOPUTHPAHO
obio OR 2,54; 95% CI 2,05-3,16; p<0,0001).

TabanueH cCNUCHK HA HEXENaHWTe PEaKLIUK
Hexxenanure A€KapcTBEHH PEAKUHH, HACTBNKIH N0 BPEME Ha KITHHHUYHHUTE NPOYUYBAHUA WK

CHOOLIEHH CMOHTAHHO, Ca NPeACTaBEeHH NO-A0JY. TAXHaTa YeCTOoTa € OonpeAc/ieHa Bb3 OCHOBA Ha
cneaHaTta KOHBeHUMA: uecTH (=1/100 go <1/10); neuectn (=1/1 000 no<1/100); peaku (=1/10 000 oo
<1/1 000); muoro peaku (<1/10 000), ¢ Hen3BecTHA HecTOTA (OT HAJIMYHHTE JAHHH HE MOXKe Aa Onje
HanpapeHa oueHka). BbB BCeKH CHCTEMO-OpraHeH Knac, HeskeNaHHTe peakliuy ce H30ponaBar B
HU3XOOALL pel NO OTHOWEHHE HA TAXHATA CEPHO3HOCT.

CacremMo- Yecrn HevectH Peaxm Mmuoro peaks, ¢
OpPraHeéH Knac HEH3BECTHA YecTOoTa®

Hapyuienus Ha Tpombouutonen | HeyrponeHus, TpomboTHuUHA
KPbLBTA H Hsl, IEBKONEHHS, | BIJIIOUUTEIHO TPOMOOLUTONEHHYHA
numdHara €03HHODUIHA TEXKa nyprypa (TTIT) (Bx.
CUCTEMA HEYTPONEHHUs TO4Kza 4.4),
arJacTH4Ha aHeMMs,
NaHLUTONECHHA,
arpaHyJ/iouuToO3a,
TEXKa
TpoMOOUUTONEH U,
npuaodura
xemodunus A,
rpaHyOLHUTOMEHHMA,
aHEMMUS

Cbpaeunu Cunapom Ha Kounis
HapylileHUs (BazocracIu:

e




HapyweHuns Ha
UMYHHATA
cucrTema

CepymHa Oonecr,
aHa¢HNaKTOWAHH
pEAKLIMU, KPbCTOCAHO
peakTHBHA
neKapcTBeHa
CBPBLXYYBCTBHTEITHOCT
MEXAY
THEHOMUPHUAUHHTE
(KaTO TUKJIONHANH,
npacyrpen) (Bx. Touka
4.4)*;

WUHCYJIHH aBTOUMYHECH
CHHAPOM, KOHTO MOXKE
na goseae Ao TexXKa
XUMOrIMKEMHUA,
0cOo0EHO TpH
nauveHTu ¢ HLA
DRA4 noarun (no-
4€CT NPH AMOHCKATA
nomynaums)*

[IcHXHUYHH
HApYLICHHA

XaATIOUMHALUHH,
obbpKkaHOCT

Hapywenns Ha
HepBHATA
cucTema

HNuTpakpaHHaIHO
KbpBEHe
(cbobliueHH ca
HAKOJIKO Cy4au
¢ dartaneH
M3XO0/),
rinasodosue,
napecTe3ms,
3aManHOCT

HapylueHus BB
BKYCOBHTE
BLIMPUATHSA, arcy3us

Hapyuienus Ha
OYMTE

KptBon3nus 8
OUMTE
(KOHIOHKTHBATA,
OKOTO, pETHHATA)

HapyuweHus Ha Bepturo

YXOTO H

nabHUpuHTa

CoaosHu XeMaTom CepHo3Ha xemoparus,

HapyIUEHHS KbpPBEHE OT
ONEepaTyBHA paHa,
BACKYJIUT, XUNOTOHHS

PecnupatopHH, Enucrakcuc KpbBonznueu B

rPbLAHH H AUXATe/HaTa CHCTeMa,

ME/IHACTUHATHU (xeMonTo3a,

HapYLLEHHSA benoapobuHa




CromaluHo- CromauiHo- CromawHa s3pa | Perponepurone- | CToMalHo-upeBHa U
YPEBHH YypeBHA U AyOJeHanHa afHa XeMOparusa | peTporepuTOHealHa
HapyLUCHUA XeMoparus, 13Ba, FaCTPUT, XxeMoparus ¢ daTtaneH
AHApHA, NOBPbLIAHE, M3X0/, MaHKpeaTHT,
kopeMHa Donka, | raaede, 3anek, KOJTAT (BKJTKOUHTENTHO
NUCNENCHs dnaTyneHums A3BEH WUJIH
NUMGOUHTEH KONHUT),
CTOMATHUT
XenaTtoduimapH OcTpa yepHOapOoOHa

H HapYLLIEHHUA

HENOCTATBYHOCT,
XEMNaTUT, OTKJIOHEHNUA
B Y€PHOAPOOHUTE
(yHKLIMOHAIHH
TECTOBE

Hapyuenus Ha

ObpaszyBaHe Ha

OO0pus, cBpdex,

bynozen nepmatuT

KOXKaTa u CHHHHH KOXXHH (TOKCHuHA

NMOAKOXKHATa KPbBOWRIIMBY eMUACPMATHA

TbKaH (mypnypa) HEKPOJIM3a, CHHAPOM
Ha Stevens-Johnson,
epyTEMA
MYJITHDOPME, OCTpa
reHepajii3upaHa
€K3aHTEMAaTO3Ha
nyctynos3a (AGEP),
aHTHOEAEM,
NIEKAPCTBEHO
HHAYLUMPAH CHHAPOM
Ha CBPbXYYBCTBHTEN-
HOCT, JIEKapCTBEH
obpuB ¢ €03HHOPUINS
U CUCTEMHH
cumnTomy (DRESS),
€PUTEMATOREH WIH
ekchonMaTHBEH
oOpHB, YpTHKapHS,
eK3emMa,
Lichen planus

HapyuieHus Ha ['MHekOMacTHUS

Bb3MNPOU3BOIMTE

NHaTa CHCTEMA M

rspaara

HapylweHus Ha KpBbBOH3NHBH B

MYCKYHO- MYCKYJIHO-CKENETHaTa

CKEJIeTHATa cucTeMa

CHCTEMA H (xemapTpo3a), apTpHT,

ChbeIHHHUTENHAT apTpanrusa, MHanrus

a TbKAH

Hapyiiexnus Ha XeMaTypus

OBLOpenHTe M
NUKOUYHHTE
NbTHIIA




O61un KpbBOU3AHB Ha Bucoka Temneparypa
HapylueHHUA Y MACTOTO Ha

e(peKTH Ha MH)KEKTHpaHe

MACTOTO Ha

MPUIOKEHHE

HM3cnensaHus Y AnmKeHO BpeMe
Ha KbpBEHE,
NOHWXKeH Opoi
HeyTpodUIIH,
NoHukeH O6poii
TPOMOOLIMTH

* JlaHHW, CBBP3aHH C KIIONHAOTPEN ¢ HEH3BECTHA YECTOTa

CpobliaBaHe Ha MOAO3ZHPAHH HEXKEIAHH peaKLHU

CrobluaBaneTo Ha NOAO3MPAHH HEXENAHHW peakUHH clel paspeulasaHe 3a ynorpeda Ha nekapCTBEHUS
NPOAYKT € BAXKHO. ToBa MO3BOJIABA Aa MPOALIDKU HAONIOAEHHETO HAa ChbOTHOLLIEHHETO NOJ3a/pHCK 3a
NeKapCTBEHHA NpoaYKT. OT MEAHLMHCKUTE CMELUMATUCTH C€ W3UCKBaA Ja cboOLLABaT BCAKa

MOAO3MpaHa HEXENaHa peakuus Ype3 ManwiHuTenHa areHUHa no ieKapereara, yiu. ,,Jlamau ['pyes”
Ne 8, 1303 Codus, ten: +3359 2 8903417, yebcanT: www.bda.bg.

4.9 IIpenosupane

[lpeno3rpaBeTo B pe3yATaT HA NPUIOKEHHE HA KIONHAOIpEa MOXE Ja JOBee 0 YAB/DKEHO BpeMe Ha
KbpBEHE M NOCEABAILUMTE YCIIOKHEHHUS OT KbPBEHETO. AKO Bh3HHKHE KbpBeHe, TpabBa aa ce
NPUIOKH NMOAXOIALLA TEpanu4.

He e yctaHOBeH aHTHAOT Ha (apMaxONOrHuHATA AKTHBHOCT HA KIONKAOrpen. AKo € Heobxoanma
He3abaBHa KOPEKLIMA HA YAb/DKEHOTO BpEME Ha KbPBEHE, TPaHCPy3us Ha TpOMOOLIMTHA Maca MOXKe fa
NPOTUBOJEHCTBA Ha e()eKTUTE HA KJIONMKUAOTpEN.

S. ®APMAKOJIOT'MYHU CBONUCTBA
5.1 PapMakoInHRAMHYHH CBOHCTBA

dapmakoTepaneBTUUHA rpyna: UHXUOMTOPH Ha TPOMOOLIMTHATA arperauus, ¢ H3KIKUEHHE Ha
xenapuH, ATC xon: BO1AC04

MexaHU3IbM Ha NCHCTBUE
Knonugorpen e npeaiekapcTBo, €AUH OT YHHTO MeTabOIMTH € HHXHOHUTOP HA TpoMDOLUTHATA
arperauua. Knonnaorpen tpsoea ga 6vae Mertabonuszupad ot CYP450 eH3umuTe 10 nonyyapaHe Ha
AKTUBHMA MeTabONMMT, KOMTO HHXHOMpa TpOMOOLIMTHATA arperauus. AKTUBHUAT MeTabOoNMUT Ha
KAOMUAOTPE CENEKTHBHO HHXHOHPA CBbpP3BaHeTO HAa aneHo3uH nudocdar (AJD) kbm
TpoMOounTHHTE My P2Y 12 peuentopu, U nocneapauara AJJdP-meanupara akTupaums Ha
rnukonpoterH GPIIb/l11a xomMnnekca, kato no To3u Ha4YUH HHXKUOHUpaA TPOMOOLIMTHAT R

ﬂepaﬂu HEOSPRTHMDTO CBBD3BAHC, MNOBJIHAHHUTC TpDMﬁOI.IHTH OCTABAT 3aCCrHATH lﬂ(t T HS

HACTBLIBA MPH CNEABALLOTO NOKOJeHUE TpoMOouUTH. TpoMOoLUTHATA arperauyy, &
apyru aronucty ocseH AJID cblo ce unxubupa upes brokMpaHe Ha yBeIUYEHATET)
akTHsalua ot ocsodboaeHua AJD.




TobH kaTo akTUBHUAT MeTabONMHUT ce obpa3zysa upe3 CYP450 eH3umuTe, HAKOH OT KOMTO ca
NOJAUMOPPHH WK ca 00eKT Ha HHXHOUpaHe OT APYTH JIEKAPCTBEHH NPOAYKTH, HE BCHUYKH NAalHEeHTH
e UMaT aIcKBaTHA TPOMOOLMTHA arperaums.

MdapmakoaMHaAMHYHH €(PEKTH

MHOroKpaTHOTO NPUIOKEHHUE HA /5 ME AHEBHO BOAU A0 YCTOHYHMBO HHXHOMpaHe Ha A L1D-
HHOyUWpaHata TpoMOOLMTHA arperauys oT MbpBHUA A€H, KOETO MPOrPpeCHBHO HAPAcTBa H AOCTHIA
CTALMOHAPHO CHCTOAHUE MEXKAY 3 H 7 aeH. [IpH cTauMOHapHO ChCTOAHHE CPEAHOTO HUBO HA
HHXUOHLUMA, MOCTArHATO ¢ 75 mg aHeBHO € mexay 40 % un 60 %. TpoMbouuTHaTa arperaums v
BPEMETO HA KbPREHE MOCTENEHHO CE€ Bb3BPBLILAT KbM W3IXOAHHTE CTOWHOCTH OOMKHOBEHO 5 AHH ¢hen
NPEKbCBAHETO HA JIEUEHHETO.

Kannnyxa edbukacHocT W Oe3onacHocCT

belonacHocTTa M eDHKACHOCTTA Ha Knonuaorpen ca dunu oueHenH B 7 ABOHHO-CIENH NPOYUYBAHHUA,
simounan Haa 100 000 naunenTu: npoyusaneto CAPRIE, cpaBHeHue Ha knonunorpen u ACK u
npoyuBanusaTa CURE, CLARITY COMMIT, CHANCE, POINT u ACTIVE-A, cpaBHaBaLlLH
Knonuzorpen u nnaiedo 1 Agara nekapcreeHy npoaykra B komouHauua ¢ ACK u apyro craHaapTHo
neyenye,

IIpecen muoxapoen unpapxm (Ml), npecen mMozwsuen uncyam wiu ycmanoserna neputhepua
apmepuaina borecm

[IpoyusaneTro CAPRIE srimouga 19 185 naunentH ¢ areporpombo3a MaHHeCTHpaHa C npeceH
MHOKapaeH WHdapkT (<35 nHH), npeceH UcXxemMuueH HHCYNT (Mexay 7 AHU W 6 Mecela) WiM JoKa3aHa
nepugepHa aprepuanta donect (ITAB). [launenture ca paHaoMH3HpaHH HA 75 Mg KIONUAOTPE
aHeeHO WK Ha 325 mg ACK u ca npocneaeHH ot eaHa Ao TpH roaMHH. B noarpynara ¢ MuokapaeH
uHpapkT, NnoeyeTo OT nauueHTHTe ca nonydasanu ACK npes nbpBuTe AHH ciel ocTpus WHGAPKT Ha
MHOKApAA.

Kiionuaorpesn 3HauMTeHO pedyLupa 4eCTOTaTa HA HOBUTE MCXEMHUYHH UHLIMACHTH (KOMOHHHpaHa
KpaiHa Touka, BKJIIOYBAlla MHOKapAeH HH(APKT, ICXEMHYEH HHCYNT U Ch/I0Ba CMBPT) B CPAaBHEHUE C
ACK. [Ipu npoBeacHUTE aHaIW3K Ha NeveHue ca HabnwaaBaHu 939 HHLUKMAEHTa B rpynara ¢
knonuaorpest v 1 020 B rpynara ¢ ACK (peaykuua Ha oTHocuTenHus puck (RRR) ¢ 8,7 % [95 % CE
0,2 no 16,4]; p=0,045), koero cwroTBeTCTRA 3a BeekM | 000 nmauneHTa neKyBaHH ABe rOAMHH,
AOMBJIHHUTEAHO NPEeAOTBPATEHH HCXEMUYHH HHUMAECHTH NMpH 10 naunenta [CI:0 no 20]. AHanu3bT HA
obara CMLPTHOCT KATO BTOPHUYHA KpaitHa TOUKA He MOKa3Ba 3HAYMTENHA pa3/iuKa MEXKIY

knonunaorpen (5,8 %) n ACK (6 %).

B noarpynoB aHain3 cnopel cbeToAHUeTo (MHOKapaeH HH(apKT, UcxeMHYeH MHCYNT Hau [1AB) Haii-
OnaronpusaTeH e edekra npu nauueHTure ¢ [1Ab (gocTura ce cTarucTUdecka 3HAYHMOCT MPH
p=0,003), (ocobeHo Te3H, KOUTO ca ¢ aHaMHe3a ¥ 3a myokapacH HHpapkT) (RRR = 23,7 %; CI: 8,9 no
36,2) n no-cnab (0e3 3Hauuma pasnuka cnpamo ACK) npu naurienrure ¢ mHeyat (RRR = 7,3 %; CI: -
5,7 no 18,7) [p=0,258]. Ilpu nauneHTure, BIIIOUEHH NMOPAAH CKOPO NpEKapaH MHOKapAeH HHPapKT,
KJIOTHAOrpest € NO-MainKo ePEKTHUBEH, HO Be3 cratuctuuecka pasnuka cnpamo ACK (RRR = -4 %; CI:
- 22,5 no 11,7 [p=0,639]). HonmbAHKTENHO Ype3 NOArpYNOBUs AHAJIH3 NO OTHOWEHHE Ha Bb3PACTTA CE
YCTAHOBABA, 4e CPEKTBLT OT KIONUAOrpen NPU NauueHTH Had 75 roauHU € no-cnad oT To3u npu
NaUUHEHTHTE <75 roaHHH.

Toi# kato B npoyusaHeTto CAPRIE He e uMano Bb3MOXKHOCT 3a OLiEHKa Ha €(PUKACHOCTTA B OTACAHUTE

CBCTOAHHA Ca pealHH HH ¢a CYYaHHHU.
Ocrep koponapen cunopom

[lpoyusanero CURE BknrouBa 12 562 nauMeHTH C OCTBP KOPOHApeH CUHAPO
cermeHTa (HectabuiHa CTEHOKApAUA WK MUHOKapaeH uHdapkt 6e3 Q 3u0eu) H



24 yaca OT Ha4Ya0TO Ha OCTPHA €MU304 Ha rpbAHA OONKa UIIKW CUMINITOMH B pe3yNTaT HA MCXEMHA.
[TaumenTute TpabBa na umar EKI npomenm, rosopeuiy 3a HOBONOABUIA C€ UCXEMHA WJIH NOBHILIEHU
ChbpAECYHH €H3UMH WU TPONOHKUH | unn T, B CTOWHOCTU NOHE JBa NbTH MNO-BHCOKH OT FrOpHA rpaHULa
Ha HopMaTa. [laumeHTUTE ce paHzoMu3Mpat Ha Knonuaorpen (300 mg natoBapBalla 1034,
nocneapada or 75 mg aAHesHo, N = 6 259) unau nnauedo (N = 6 303), u aBeTe rpynH B KOMOHHALMSA C
ACK (75323 mg seaHbK QHEBHO) M APYIH CTAHAAPTHH Tepanuu. [launeHTure ca iekyBaHH 1o |
rogrHa. B npoyusaHeto CURE, 823 (6,6 %) naunentu nonyuasar eaHospemedHo u GPII/11]a
PELEMTOPHH AHTArOHMUCTH. XenapuH ce npunara npu noseue ot 90 % oT nauMeHTHTE, KaTo
OTHOCHTENHATA YECTOTA HA KbPBEHE MEXAY KINONMUHAOrpen u mnauebo He € 6una 3HaYUTEHO NOBJIMAHA
OT €AHOBPEMEHHATA TEPAINMs ¢ XENapuH.

bpoAT MauKreHTH, MPH KOUTO ca HAbNoJaBaHU ChCTOAHHA, OTIOBapPALULMA HA KPUTEPUHTE Ha
TbPBHYHATA KpaHHa TOUYKA [CbpaevHO-CbaOBA cMBPT (CV), MHokapaex nHdapkT (MI) nnu uHcyar],
ca 582 (9,3 %) B rpynara Ha knonuaorpen v 719 (11,4 %) B nnauebo rpynara, peaykuus Ha
oTHocHTEeNHHUA pUck ¢ 20 % (95 % CI: 10-28 %; p = 0,00009) B rpynara Ha knonuaorpen (17 %
peayKUHA Ha OTHOCUTE/THUSR PHCK NPH KOHCEPBATHBHO JIEYEHHUE HA NauueHTHTe, 29 % npu HanpaBeHa
NEPKYTaHHA TpaHCIYMHHaNHa KopodHapHa aHrnomnactuka (PTCA) ¢ unu 6e3 crent n 10 % npu
HanpaBeH KopoHapHo apTepuaiteH dainac (CABQG)). Hosu cbpaeuHo-CbaA0BU HHUMAEHTH (MbPBUYHA
KpaiiHa TO4Ka) ca NpeAOTBpaTEeHU ¢ peayKLIMA Ha OTHOCHTETHUA puck ¢ 22 % (ClI: 8,6, 33,4;), 32 %
(CI: 12,8, 46,4), 4 % (Cl: -26,9, 26,7), 6 % (CI: -33,5, 34,3;) u 14 % (CI: -31,6, 44,2) croTBETHO npe3
0-1, 1-3, 3-6, 6-9 ¥ 9-12 meceunu uHTepBanu Ha nNpoy4BaHeTo. Cnea TpeTua Mecell, 61aronpUsaTHUAT
edekT, Habnoaasax B rpynara Ha kionuaorpen +ACK He HapacTBa noBeye, HO PUCKBT OT XEMOpArus
octapa (Bx. Touka 4.4).

Ynotpebara Ha knonuporpen 8 CURE npoyuBaHeTo € cBbp3aHa ¢ HaManasaHe Ha HeobXoqUMocCTTa
ot TpombonuTHuHA TepanHa (RRR = 43,3 %; Ci: 24,3 %, 57,5 %) v GPIIb/llla nuxubutopu (RRR =
18,2 %; CI: 6,5 %, 28,3 %).

bpoaT Ha NaUKEHTHTE, NTPH KOUTO €& HACTBIWIIM ChCTOAHMUA, OTIOBAPALLIM HA KPUTEPUHUTE 3a
OOMbJIHMTENHATA IbPBHYHA KpakHa Touyka (CV cMmbpT, MI, MO3BUEH HHCYAT WiH pedpaxTepHa
Hexemus) e 1 035 (16,5 %) B rpynara na knonuaorpes u 1 187 (18,8 %) e nnauebo rpynara,
peayKuHsa Ha OTHOCHTENHUR pHCK € 14% (95 Y% Cl: 6 %-21 %, p=0,00035) B rpynara Ha kionvaorpen.
To3u bnaronpusaTeH eeKT ce AbIKHA NPEAHMHO Ha epeKTa Ha KNONKAOrpea BbPXY MHOKAPAHHS
uHpapkr {287 (4,6 %) npu rpynara na knondaporen v 363 (5,8 %) npu nnauebo]. He € nabnionasan
e(heKT BbpXy YECTOTaTa Ha PEXOCMHTANM3ALMATA PYH HECTAOHUIIHA CTEHOKAPAUA.

PesyntaruTe, nonyuyeHH B rpynuTe ¢ pa3/iIniuHH XapaKTEpPUCTHKH (Hanp. HecTabOUHA CTEHOKApAUA WK
MI Be3 Q 316eL, pazniyHa cTeneH Ha pucK, IuabeT, He0OOX0AUMOCT OT PeBacKyJapH3aLus, Bb3pacT,
MMOJ1) ca CXOAHH C Pe3yNTaTUTE OT NbPBUHHHUTE aHanu3M. [lo-cneunanyo, 8 post-hoc ananms npu 2 172
nauuveHT! (17 % ot usnara CURE nomynauka) Ha kouTo UM € noctaeeH ¢TeHT (Stent-CURE),
AAHHUTE NOKA3BAT, Y€ KJIONHAOTPEN CpaBHEH ¢ Mmnauebo, neMoHcTpupa 3Ha4uMoO RRR ot 26,2% B
[OJ13a Ha KJIOMUAOrpe 3a KO-NbpBHUYHATA kpaiHa Touka (CV cMmbpT, MI, MO3BbYEH HHCYNT) U CBHILO
3HauuMO RRR ot 23,9% 3a xo-BropruHara kpaiiHa Touka (CV cmbpr, MI, MO3bueH UHCYNT WK
peppakrepHa ucxemus). OcseH Tora, NpoduIbT Ha OE30MACHOCT Ha KJIONKWAOrpes B Ta3u NoArpyna
NaUMEHTH HE NPEAN3BHKE HAKAKLB 0cobed npobaeM. CneaosaTenHo, pe3yaTature OT Ta3H NoArpyna
ca B CbOTBETCTBUE C ODILUTE Pe3ysITATH OT NPOYUBAHETO.

bnaronpUaTHUAT €PEKT Ha KJIONKHIOrPen € HE3aBUCHUM OT APYro CNEWHO U NPOABKHTENTHO
ChPACUYHO-CHAORO NeueHue (kaTto xenapuH/LMWH, GPIIb/llla anraronucTy, ANNN10-peay UMpaLH
JeKapCTBEHH NpoaykTH, Oera-Onokepr u ACE nuxuburopu). EdukacHocTTa Ha xnonuaor -
oneHeHa He3aBUCHMO OT ao03ata Ha ACK (75-325 mg BeaHBX AHEBHO).

HMudapkT Ha MHOKapaa ¢ eneBaums Ha ST-cermeHTa




[1pu naunenTu ¢ octbp MI ¢ enesauus Ha ST-cermenta (STEMI), bezonacHocTTa M epUKACHOCTTA Ha
Kionuaorpes ca OMM OUEHEHH B 2 paHAOMH3HpaHy, m1auebo-KOHTPOJMpaHH ABOAHO-CIEMH
usnureaHuia, CLARITY, npocnektused noarpynos aHanun3 Ha CLARITY (CLARITY PCI) u
COMMIT.

[Ipoyusasero CLARITY Bkarousa 3 491 nauuentu ¢ Havano Ha M1 ¢ ST enesaums B pamkHTE Ha
nocneaHuTe 12 yaca v 3annaHyBaHO TPOMOOAMTHYHO nevenue. [launeHTrre ca noayyHu
knonuaorpen (300 mg HaroBapBalla ao3a, nocaeasadHa ot 75 mg/aeH, n=1 752) unu nnauedo (n=1
739), u asete B kombuHauus ¢ ACK (150 no 325 mg xaro HaToBapsBalila 1034, MocaeaBaHa oT 75 ao
162 mg/aeH), GUOPHHONUTHYEH AreHT, U KOrato € Ouno noaxoasulo xenapuH. {laupenture ca
npociieneHy 3a 30 aHu. IbpBHUYHaTaA KpailHa TOUKA € KOMOHHHpaHa NoABa Ha 3anyLueHa apTepHs,
CBbP3aHa C HHPAPKTA HA AHrHOTPaMaTa NpH W3NHCBAHE, WK CMBPT HIH noeTopeH Ml npeau
KopoHapHaTa aHruorpacgus. [Ipu nauHeHTH, NpH KOKUTO HE € MpareHa aHrHorpadus, NbPBUYHATA
KparHa Touka € Ouna CMBbPT WK NOBTOPEH MHOKapaeH WHGapKT g0 [en 8 unm 1o u3nuceaHeTo.
[lonynaumarta nauneHTd € BkaouBana 19,7% xexu u 29,2% nauuenTty > 65 roaynu. O61mo 99,7% or
MALUEHTHTE Ca NONYHHIH PUOpUHOTHTHLM (PHOpHH cneundurunn: 68,7%, He-dubprH cneundurHs:
31,1%), 89,5% xenapuH, 78,7% Geta bnokepu, 54,7% ACE unxudburopu v 63% cTaTHHH.
[leTnanecet npouenTa (15,0%) or naunenTuTe B rpynarta Ha xionuaorpen U 21,7% 8 nnauedo
rpynara ¢a JOCTUIrHAIM A0 MbPBHYHA KPailHa TOUKA, KOSTO NpeAcTaBasBa adCoOMOTHO HaManeHHe oT
6,7% u 36 % oTHOCUTENHO HamManeHue B nom3a Ha Knonuaorpen (93% Cl: 24, 47%,; p < 0,001),
rMaBHO CBBP3aHO C HAMATEHHE Ha 3alyLUEHH apTEPHUH, CBBP3aHU ¢ HHPapKTa. Tasu noaza e buna
HA/TMLE BbB BCHUYKH NPEABAPHTENTHO ONPEAEACHH NOArPYNHM Ha NMaLMUEHTHTE MO BbL3PACT H NOJI,
NoKajau3auus Ha MHQAPKTa U BMAA Ha H3N0/3BaHOTO (PUOPUHONMUTHHHOTO JICHEHHE HH XEMAPHH.

[Tloarpynoe aHanu3 Ha CLARITY PCI sknousa 1 863 nauueHT cbe STEMI, noanoxenn Ha PCL.
[Tlaunenrture, nonyyasawum 300 mg HaTorapsawa ao3a {(LD) knonugorpen (n=933), ca umanu
3HAYUTEIHO HAMANICHHE Ha 4eCTOoTaTa Ha CbpAcHHOCHA0BA CMBPT, MI nan uucynt ciea PCl B
CpaBHEHHUe ¢ Te3u, nonyuaealiy naauebo (n=930) (3,6% npu npeapapuTeNnHoO NeUeHHE C KIONHAOrpen
cnpamo 6,2% ¢ nnauebo, OR: 0,54; 95% Cl: 0,35-0,85; p=0,008). INauueHTHTE, NOnyuasaty 300 mg
LD knonkaorpes, ca HMaiH 3HAYHWTETHO HAMAIEHHE Ha HECTOTATa Ha ChbPACYHOCHA0BA CMBPT, MI
unH MHCYAT A0 30 auu cnea PCl B cpaBHEHHE ¢ Te3u, nosydyasaiuM naauedo (7,5% npu
NpeaBapHTEIHO NedeHue ¢ kionvaorpen cnpamo 12,0% ¢ naauebo, OR: 0,59; 95% CI: 0,43-0,81;
p=0,001). Bonpeku ToBa, KOrato ce oueHABa B obwara nonynaauua Ha npoy4BaHeTo CLARITY, Ta3u
ChCTABHA KpailHa TOUKa HE € CTATMCTHYECKH 3HAYHMAa KaTo BTOPHUHA KpaiiHa Touka. He ce
HaOniogaBa 3HauMMa pa3iMKa B YECTOTATA Ha FOIMO HIIH MaJlIKO KbpPBEHE MEXKAY ABETE NeYeHHA
(2,0% npn npeasapHUTEHO JeyeHHe ¢ knonuaorpen crnpamo 1,9% ¢ nnauebo, p>0,99). Pesynrature
OT TO3M QHAJTK3 NOAKPENAT PAHHOTO H3NON3BAHE HA HaTOBapBalla Ao3a Kronuaorpen rnpu STEMI u
CTPaTErHATa 3a PYTUHHO MPEABAPUTENHO JIEYEHHME C IIONUAOrpeN Npyu NnauMeHTH, nogioxkeru Ha PCIL.

[IpoyuBaneTo ¢ 2 x 2 ¢pakropuancH an3zaidH COMMIT e Bkatounno 45 852 naideHTH ¢ Ha4ano Ha
CUMNTOMM noao3puTeHU 3a MI ¢ noakpenswy EKI™ abHopmHn Haxoaku (Hanp. ST enesauna, ST
aernpecus uinu aas 6eapeH 010Kk) B paMkuTe Ha nocneaHnTe 24 vaca. [launeHtyure ca nOAyYHIH
kionuaorpen (75 mg/ned, n=22 961) nau mnauedo (n=22 891), B xombunauus ¢ ACK (162 mg/aen),
3a 28 AHHW WM A0 U3nucBaHe ot bonHuuara. [TbpeUUHKWTE KpaHHHU TOUKH ca OUIM CMBPT MO BCAKAKBA
NPUYKHA H NbPBA NMOABA HA pe-UHPapKT, MHCYAT Uiu cMbpT. [lonynauusara e skiousana 27,8%
KeHH, 58,4% naumeHtH = 60 roauuu (26% > 70 roanHun) U 54,5% naumMeHTH, KOUTO ¢a MOJYUYH/IH
GUOPUHONUTHUM.

KJ'IDI'IHIIOFP'BJ] 3HAYHUMO HaMaliiaBa OTHOCHTCIHHA PHCK OT CMBPT 10 BCAKAKBA NPpHUHYHHA CBC 7% —

HAIMLIE HE3aBHCUMO OT BB3PACT, M0, ¢ WK Oe3 dubpunoauTuum, ¥ € HabnloJaBaHa
24 vaca.




PCI

CURRENT-0OASIS-7 (Knonugorpen » acfiipyH, H3M03BaHK B ONTHMAJIHA [103a 3a HAaMaNaBaHe Ha
NOBTapALKHTE c€ CHONTHA CeaMH PErHCThp 3a OLEHKA Ha CTPATErHUTE MPH UCXEMUYHH CHHAPOMM -
Clopidogrel and Aspirin Optimal Dose Usage to Reduce Recurrent Events Seventh Organization to
Assess Strategies in Ischemic Syndromes)

Toea paHaomu3zupaHo gaxTopuanHo nNpoyuBaHe BkAKUBa 25 086 nvua ¢ 0cThbp KOpOHAPEH CHHAPOM
(OKC), npeasunenu 3a panHa PCI. Ilauuenture ca panaomusupadu Ha AsoiiHa no3a (600 mg na aeH
|, cnea Toea 150 mg Ha anm 2-7, cnen toBa 75 mg AHEeBHO) cnpAMoO cTtaHaapTHa Ao3a (300 mg Ha neH
|, cnea toBa 75 mg AHEBHO) KJonuaorpen U Bucoka no3a (300-325 mg aHeBHO) cnpaMO HHCKA A03a
(75—100 mg aHesHo) ACK. Brnouenute 24 835 naunentd ¢ OKC ca noanoxkeHu Ha KopoHapHa
anrnorpacdms u Ha 17 263 e nposeaena PCI. [1pu 17 263 naunenTH, nomyuasaiuu neyeHue upes PCI ,
B CpaBHeEHHE CbhC CTaHAApTHATa 103a, ABOHHATA 103a KAOMUAOrpe HaMansaBa 4ecToTara Ha
NbPBUYHATA KpanHa To4Ka (3,9% cpeiy 4,5% kopurupan HR= 0,86, 95% CI 0,74-0,99, p=0,039) u
3HAUMTENIHO HamanaBa Tpombo3aTa Ha ¢cteHTa (1,6% cpewy 2,3%, HR: 0,68; 95% CI: 0,55 0,85;
p=0,001). 'onaMOTO KbpBEHE € MO-YECTO MPH ABOHHATA A03a, OTKOJIKOTO NPH CTAHAAPTHA 1034
knonugorpen (1,6% cpewy 1,1%, HR=1,41, 95% C1 1,09-1,83, p=0,009). B ToBa npoyuraHe
HATOBapBallaTa a03a ktonuaorpen 600 mg e nokasana cxoaHa epUKACHOCT NPH MAUKMEHTH Ha Bb3pacT
> 75 roaMHH ¥ MALKEHTH HA Bb3pacT < 75 roAuHH.

ARMYDA-6 MI (AnuTHarperaHTHa Tepanus 3a HAMaisBaHe Ha YBPEXKAAHETO Ha MHOKapAa Mo BpeMe
HA aHrUOILIACTHKA - MHOKapaeH nHpapkT - The Antiplatelet therapy for Reduction of MY ocardial
Damage during Angioplasty - Myocardial Infarction)

Toea paHaOMU3HPAHO, NPOCMEKTHBHO, MEXIYHAPOAHO, MHOTOLUEHTPOBO NPOYYBAHE OLICHABA
npeasapuTeNHOTO JeweHne ¢ 600 mg cnpamo 300 mg knonuaorpen LD g ycnoBusaTa Ha cnewHa PCl
3a STEMI. INlaunenture ca nonyyapanu kronuwaorpen 600 mg LD (n=103) wan knonuaorpen 300 mg
LD (n=98) npeau PCI, cnen koeto ca M npeanucady 75 mg/aeH ot aens cnea PCI no 1 roauna.
[MaumenTHTe, Nonyyasaiy 600 mg LD knonuaorpen, UMar 3HAYHTETHO HAMANEH pa3Mep Ha
WH(papKTa B cpasHEeHHE ¢ Te3H, nony4asawy 300 mg LD. Hanuue e no-Hucka yectora Ha TIMI
crencH < 3 cneq PCI nput 600 mg LD (5,8% cnpamo 16,3%, p=0,031), nonobpena nesokaMepHa
¢paxums Ha nztnacksaHe (LVEF) npu u3nuceaune (52,1 £9,5% cnpsamo 48,8 £11,3%, p=0,026) u no-
MaJIKO rOJIEMH HeXeNaHW CbpACHHO-CBbAOBH CHOUTHA Ha aeH 30 (5,8% cnpamo 15%, p=0,049). He ce
HabJ/1l04aBa YBEIWYEHUE HA KbPBEHETO HJIM YCIIOKHEHHSA HA ChAOBHUSA AOCThIl (BTOPUYHH KpaiHH
TOUKHM Ha aeH 30).

HORIZONS-AMI (XapMoHH3HpaHe Ha Pe3yATATUTE OT PERACKYJIAPH3aLIHA H CTEHTOBE MPH OCThP
MuoKkapaeH HHgapkT - Harmonizing Outcomes with Revascularization and Stents tn Acute Myocardial
Infarction)

Tosa npoyuBaHe — post-hoc aHanu3 e npoBeaeHo, 3a aa ce oueHu aanud LD 600 mg knonuaoorpen
OCUrypsaga no-6up30 U NO-CHNHO HHXHOUPAHE HA AKTHBHPAHETO Ha TPOMOOLIMTHTE. AHANU3BT
n3caeasa eb3gehcTeueto Ha LD 600 mg B cpaBHeHue ¢ 300 mg Bbpxy 30-AHEBHHUTE KIIHHUYHH
pesyarati npu 3 311 nauueHTH OT OCHOBHOTO H3nuTBaHe (=1 153; 300 mg LD rpyna; n=2 158; 600
mg LD rpyna) npeau cbpaeyHa KkaTerepusanmsa, nocneasaHa ot 1o3a 75 mg/aeH 3a > 6 mecella cies
H3NHCBAHEeTO. Pe3ysiTaTHTE NMOKAa3BAT 3HAYMTEHO MO-HUCKU 30-2HEBHH HEKOPHIUPaHH HHUBA Ha
cMBPTHOCT (1,9% cnpamo 3,1%, p=0,03), noeropen uudapkT (1,3% cnpamo 2,3%, p=0,02) u
ne@UHUTHUBHA WM BepPosTHa TpomOo3a Ha cTeHTa (1,7% cnpamo 2,8%, p=0,04) ¢ 600 mg LD 6e3 no-
BUCOKa 4eCTOTa Ha KbpBeHe. [Ipu MmyaTueapHaHTeH aHanui, LD 600 mg e He3apMCUM NpeAUKTOpP Ha
MO-HHCKW HUBA Ha rOJIEMH HEXKENaHU cbpacuHH cbOuTHg Ha aeH 30 (HR: 0,72 [95% CI: 0,53-0,98],
p=0,04). YectoTara Ha ronaMo kbpBeHe (Hecsbp3aHo ¢ CABG) e 6,1% B rpynata ¢ 600 mg LD u
9.4% B rpynara ¢ 300 mg LD (p=0,0005). Hecrotara Ha Masiko KbpBeHe € 11,3% B rpys#rd. ¢ ST Wy
LD u 13, % B rpynara ¢ 300 mg LD (p=0,03). »

Abarocpouno (12 mecena) nedenue ¢ knonuaorpen npy nauueHTu cbe STEMI ¢

CREDO (Knonugorpen 3a HaMansABaHE HA HEXKENAHUTE CLOUTHS MO BPEME Ha Hag




Clopidogrel for the Reduction of Adverse Events During Observation)

Toea paHAOMU3KUPaAHO, ABOHHO-CNANO, N1aLebO0-KOHTPOJIMPAHO POYHBaHE € NPOBEAECHO B
CneannenuTe waty ¥ KaHapa, 3a na ce oueHM nosi3ara ot AbiarocpouHo (12 mecena) nedeHme c
kiionuaorpen caea PCL 2 116 naunentH ca panaomusupanu ga nosyvasar LD 300 mg knonuaorpen
(n=1 053) unu nmnauedo (n=1 063) 3 no 24 vaca npeau PCIl. Bcuukun naupueHTH ca nonayyvasaninu n 325
mg acnupuH. Crex MHTEPBEHLUMATA BCHUKH NALMEHTH ca NOJYy4aBany Knonvaorpen 75 mg/ned no
aeH 28 u B agere rpynu. Ot Jled 29 no 12 Meceua nauMeHTUTE B rpynara ¢ KJIONMKWaorpen ca
nonydasanyd 75 mg/aen Knonuaorpen, a B KOHTPOJHATA rpyna ca nojy4asany nnauebo. M apere
rpynu ca nonyyasann ACK no speme Ha npoyusaneTo (81 10 325 mg/nen). Cnen | roauHa e
HabnoaaBaHO 3HAYMTENHO HAMANABaAHE HA KOMOHHUPAHUSA PUCK OT CMBPT, HHPAPKT HA MHOKapa WK
HUHCYNT ¢ Kinonuaorpen (26,9% otHocurenHo HamaneHue, 95% Cl: 3,9%-44,4%; p=0,02; abcontoTho
HamaneHue 3%) B cpaBHeHKre ¢ nnauedo. He e HadnoaaBaHO 3HAUMTENHO YBEJIHYEHHE HAa YECTOTaTa
Ha ronsaMmo kspeeHe (8,8% ¢ xnonunaorpen cnpsamo 6,7% ¢ mnauedo, p=0,07) unu Mako KbpBeHe
(5,3% ¢ xnonuaorpen cnpamo 3,6% c nnauebo, p=0,84) Ha 1 roquna. OCHOBHOTO 3aKIIOYEHHUE HA
TOBA NpOYy4BaHe €, Ye NpoabKaBaHeTo Ha kKnonuaorpen U ACK 3a none | ronuHa Boau a0
CTATUCTUUYECKH U KIIMHUYHO 3HAYHMMO HAMAJIABAHE HA rOJIeMHUTE TPOMOOTHYHH CHOHTHA.

EXCELLENT (Eduxachoct Ha Xience/Promus cnipamo Cypher 3a HamansaBaHe Ha KbecHaTa 3aryfa
cnen crentupaxe - Efficacy of Xience/Promus Versus Cypher to Reduce Late Loss After Stenting)
Tosa npocnekTUBHO, OTBOPEHO, PAHAOMMU3IUPAHO NPOYHBaHe e rnpoeeacHo B Kopes, 3a 1a ce ouUcHH
nany 6-meceyHarta ABOHHa aHTvarperanTHa tepanus (DAPT) ¢ venndepuopna (He no-manko
edekTurHa) oT 12-Meceunara DAPT canen uMriaHTHpaHe Ha CTEHTORE, OTAEALLM JIEKAPCTBO.
[Ipoyusanero BrumiouBa | 443 nauMeHTH, NOIIOKEHH HA UMILJTAHTALIUA, KOMTO ca PAaHIOMHU3IHWPAHH 14
nonayyapar 6-mecevyeH DAPT (ACK 100-200 mg/aen nntoc knonuaorpen 75 mg/nex 3a 6 meceua
cnea tosa camo ACK a0 12 meceua) unu 12-meceqen DAPT (ASA 100 -200 mg/nen natoc
ionugorpen 75 mg/nex 3a 12 meceua). He ¢ HabnronaBana 3HauMTENIHA pa3yivka B YECTOTATa Ha
HEAOCTATBYHOCT Ha TapreTeH Cbl (CbBKYNHOCT OT ChpaevHa cMbpT, MI unu pesackynapusaums Ha
TapreTeH Cbjl), KOSATO € MHPBHYHA KpaHHa TOMKA MEXKAY rpynUTe Ha 6-MeceuHa ¥ 12-meceuda DAPT
(HR: 1,14; 95% CI: 0,70 1,86 p=0,60). Cbiuo Taka npoy4BaHETO HE NOKA3Ba 3HAYHUTE/HA Pa3NMKa B
KpaifHaTa Touka 3a 6€30MacHOCT (CbBKYMHOCT OT CMBbPT, HH(APKT HA MUOKap1a, HHCYJT, Tpombo3a Ha
CTECHT WY ronamo kbpeeHe no TIMI) Mexcay rpynure Ha 6-Meceuna u [2-meceuda DAPT (HR: 1,15;
95% CI: 0,64- 2,06; p=0,64). OcHOBHOTO 3aKJIOYEHHE HA TOBA NpOy4BaHe €, ue 6-meceunata DAPT e
He Nno-Manko e(ektuBHa oT 12-meceunata DAPT mo oTHOLIEHHE HA pHCKA OT HEOCTaTbYHOCT HA
TAPreTeH Chl.

Heeckanayua na P2Y12 peyenmopnu unxubumopu npu ocmubp koporapen cunopom (ACS)
[IpemunasaneTo OT no-motueH P2Y 12 peuentopeH HHXUOUTOP KM KIONHAOIpea B KOMOUHALUA C
acnHUpHH ciiel octpa ¢asza npH ACS e OUueHEHO B ABE paHAOMU3IUPAHH, CMOHCOPUPAHH OT
u3caeaosarena npoyueadus (investigator-sponsored studies, 1SS) - TOPIC v TROPICAL- ACS ¢
AAHHM 33 KIIMHHUUYEH pe3ynTar.

KnauHnuHata nonsa, KoaTo nokasear no-moiuHute P2Y 12 peuenTropHu HHXHOHUTOPH, THKArpesop H
[paszyrpen B TCXHHTE OCHOBHH MPOYYBAHHSA, € CBBP3aHA ChC 3HAYMMO HAMAIABAHE Ha
PEUMAUBHPALLHTE HCXEMHUUYHU CHOUTHA (BKIKOUMTENHO OCTPpa W NnoocTpa TpoMO03a Ha creHra — ST,
MHOKapaeH HH(apkT - MI 1 cneuwHa pesackynapuzauns). Bbnpeku ue ucxemuuHaTa nossa e
MoCJie0BaTE/IHA Npe3 NbPBaTa rojinHa, No-roJIAMO HaMaICHHE Ha HCXeMUYHHUTE peunauBu cneg ACS
€ HaDnroaaBaHo Npe3 MbPBUTE AHM Cliea 3anovBaHe Ha JedeHuero. ObpaTHo, nocneaBaluuTe (post-
hocC) aHATH3U NOKA3BAT CTATUCTHUYECKH 3HAYMHMO YBETMUYEHHE HA PUCKA OT KbPBEHE NPH NO-MOLLHHTE
P2Y 12 peuenTopHH HHXHOMTOPH, KOETO CE NOSBABA NMPEAMMHO 110 BpEME Ha noaabpxkaluata dasa.
cnen nwpua Mecel cneg ACS. TOPIC 1 TROPICAL-ACS ca npeaHazHayeHH Ja H3cne

HaManaT cbOMTHUATA Ha KbPBEHE, KaTO € 3ana3n ehukacHocTTA.

TOPIC (Bpeme na mpomboyumna unxudbuyun cied ocmovp KOPOHApeH CuHopoM - Ti
Inhibition after acute Coronary syndrome)



Toea paHAOMU3HPAHO, OTKPHTO NMpoyuBaHe BKAoYBa nauveHTH ¢ ACS, kouTo ce Hyxaasat ot PCI.
[MauneHTUTEe HA acnUpHH U no-moilieH P2Y 12 6nokep u 6e3 HexxenaHo cbOUTHE B PAMKHTE Ha €WH
MeceLl, ca OMAM pasnpeaeneHu Aa npeMUHaT Ha QUKCHPaAHH J03H aCNUPHH IVTIOC KIIONKWAOrpen
(neeckanvpaHa ABoiiHa aHTHTpoMOOLUUTHaA Tepanus - de-escalated dual antiplatelet therapy, DAPT)
WM Aa NPOOB/HKAT CBOATA AeKapcTBeHa cxeMa (HenpoMeneHa DAPT).

AHanuznpaHu ca o0wo 645 ot 646 nauneHTH cbe STEMI wnn NSTEMI, wnu Hectabuina
creHokapaus (aeeckandpaHa DAPT (n=322); HenpoMeneHna DAPT (n=323)). [IpocneaspaHe na
MbpBaTa roAMHA € W3BbpLUeHO npH 316 naunentu (98,1%) 8 rpynarta Ha aeeckanupana DAPT u 318
naureHTH (98,5%) B rpynara Ha HenpomeneHa DAPT. MeawaHara Ha npocieasBaHe 3a ABETE FPYNH €
359 nHu. XapakTeprHCTHKHTE Ha W3C/ieABaHaTa KOXOpPTa ¢a CXOAHU B ABETE IMPYIH.

[TbpBUYHUAT pe3y/TaT, CbCTABHA TOUYKA OT ChPAE€YHOCHA0BA CMBPT, HHCYJIT, CMELIHA
peBacKyJsiapu3auus u kbpeeHe 10 BARC (akageMuueH n3cie10BaTe€NCKH KOHCOPUMYM MO KbPBEHE -
Bleeding Academic Research Consortium) >2 Ha 1-Bata roanHa cneg ACS, e HacTbNUA npu 43
naureHTy (13,4%) B rpynara Ha aeeckanvpana DAPT u 85 naunentn (26,3%) B rpynara Ha
HenpomeHeHa DAPT (p<0,01). Ta3un cTaTucTHYECKH 3HAYMMA PA3NTHKA C€ AB/PKH OCHOBHO Ha MO-
MaJIKO CbOMTHA HA KbpBeHe, Oe3 aa ce Habnoaasa pa3/ivka NPH KPanHUTE TOYKH 32 HCXEMHUSA
(p=0,36), noxaro kbpseHe no BARC >2 ce Habmioaasa no-psaako B rpynara Ha geeckanupada DAPT
(4,0%), cnpamo 14,9% B rpynata Ha HeapoMeHeHa DAPT (p<0,01). CpobuTuga Ha KbpBEHe,
onpeaeneHn Kato BCUUkH cteneHd no BARC ce nabmopaeat npu 30 naunentu (9,3%) B rpynara Ha
neeckanupanHa DAPT u 76 naunenTu (23,5%) B rpynara Ha Henpomenena DAPT (p<0,01).

TROPICAL-ACS (H3cneodsane na om2oeopa KoM mpomMOoyumua unXubuyus npu XpoHuiHa
AHMUMPOMOOYUMHA MePAnUA 3a OCmvp KOpoHaper cunopom - Testing Responsiveness to Platelet
Inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

Tosa paHAOMH3HPAHO, OTKPUTO NPOoYyYBaHe BKIOYBA 2 610 NONOKUTENHH 38 HHOMApKeP NALHEHTH C
ACS cnen ycnewna PCI. TlauneHTure ca paHAOMU3HMPaHH A Noy4dasar npaszyrpen S uam 10 mg/neH
(aHu 0-14) (n=1309), uau npazyrpen 5 unu 10 mg/aex (anu 0-7), cnea KoeTo ca AeeCKATHPaHH Ha
ionuaorpen 75 mg/aen (aHu 8-14) (n=1304), B xombunaumns ¢ ACK (<100 mg/nen). Ha 14-us nex e
NpoBeeHo uicneapaHe Ha TpombountHara PyHkuma (platelet function testing, PFT). [launenture,
JEKYBaHW caMo ¢ npasyrpeJi, ca NpoAbIXKHIIM HA Nipa3yrpes 8 npoawkenue Ha 11,5 meceua.

HeeckanupaHuTe nauMeHTH ca OKIH MOAJIOKEHH HA BUCOKOUYBCTBHTEJIEH TECT HA TpOMOOLIHTHA
peaxtuBHOCT (high platelet reactivity, HPR). Ako HPR e 246 eaunnun, nauyueHTHTe ca OUIu
ecKaupaHy oOpaTHO Ha npasyrpen 5 win 10 mg/aex 3a 11,5 meceua; ako HPR e <46 egnHuLm,
MauMEeHTUTE Ca NPOALKWIM HA Knonuaorpea 75 mg/aeH 3a 11,5 mMeceua. CnenosarenHo, soaelara
rpyna Ha jeeckanauus BKJIIOMBA NauMeHTH Ha npasyrpen (40%) nnu knonuporpen (60%). Beuuxu
NMaLUEHTH ¢a NPOIABLIKUIY HA aCNIHPHH U €A NPOCASACHH B NPOABKECHHUE HA €1HA FOAHHA.

[IbpBHuHaTa KpailiHa TOYKa (KOMOHHHpaHa YECTOTa Ha ChPACYHOCHAOBA CMBPT, MI, HHCYNT K
kbpeeHe no BARC >2 ctenen Ha 12 meceua) € u3nbiHeHa, KOETO NOKAa3Ba HE NO-Ma/1Ka €(pUKACHOCT.
Hesetaecer u et naumeHTH (7%) BBB BoaewaTa rpyna Ha aeeckanauus ¥ 118 nauuentu (9%) B
KOHTponiHaTa rpyna (p Ha HeuHdpepuoprocT = 0,0004) ca umanu crbuTne. Bogeuwlara rpyna Ha
AeecKkanalusa He € A0Bea A0 NOBULMIEH KOMOMHHPAH PUCK OT UCXEMMYHH cLOUTHA (2,5% B rpynara Ha
Aceckanauud cnpamMo 3,2% B KOHTpOnHaTa rpyna; p Ha HeuHpepvoproct = 0,0115), HuTO Ha
OCHOBHaTa BTOpUuHa KpaiHa Touka KkbpBeHe no BARC >2 ctenen ((5%) B rpynara Ha aeeckanauusa
cnpamo 6% B konTponHata rpyna (p=0,23)). KymynaTupHara yectora Ha ¢bOMTHA Ha KbPBEHE QT -
BCUUKH cTeneHHU (knac no BARC 1 no 5) € 9% (114 cx0uTHS) BLB BOAeWATa rpyna Ha 1eg
cnpaMo 11% (137 cvbutHs) B kOHTpOAHaTa rpyna (p=0,14).

HeoiHa anturpombounrna Tepanus (Dual Antiplatelet Therapy, DAPT) npu ocTbp
YMEPEH 10 BUCOK PHUCK




DAPT c komOurHauua xknonyioorpen 1 ACK kato aeueHye 3a npeAoTBpaTABAHE HA MHCYAT CAEA OCTBP
nek IS nam TIA ¢ yMepeH 10 BUCOK PUCK € OLEHEHA B ABE PpAHAOMHU3HPAHH MPOY4BaHHA,
CIIOHCOpHpaHK OT U3cneaoBarens (investigator-sponsored studies, ISS) - CHANCE u POINT - ¢
JAHHH 33 KIMHWYHH pe3ynTaTH 3a 6e30nacHocT U e()MKACHOCT.

CHANCE (raonuooepen npu 6ucOKOpUCKoeu nayuenmu ¢ OCmpu HeuH8ATUOUIUP QYU MO3ZBUHOCHOOBU
cvoumun - Clopidogrel in High-risk patients with Acute Non-disabling Cerebrovascular Evenis)

ToBa paHAOMH3HPAHO, ABOHHOCAANO, MHOCOLIEHTPOBO, MAALEOO-KOHTPOIUPAHO KIHHHYHO H3NKTBAHE
eratouBa 5 170 naunentn ot Kuraii ¢ octpa TIA (ABCD2 ckop >4) uau octop nek uncynt (NIHSS
<3). [NauneHnture B ABere rpynu ca noayuninu otkputo ACK Ha aen 1 (B no3a, sapupawia ot 75 no
300 mg, no npeueHka Ha NekyBawMa nekap). IlauneHTure, paHAIOMH3UpPaHH B rpynara Ha
knonraorpen-ACK, ca nonyunnu Harosapeaiua fo3a 300 mg knonuaorpen Ha aed |, nocneasana ot
403a 75 mg KJIOMUAOrPEN Ha I€H B AHUTE OT 2-pu Ao 90-tu, u ACK B 103a 75 mg Ha IeH B AHHTE OT
2-pu a0 21-u. [launeHTUTe, panaomusupadu B rpynarta Ha ACK, ca nonyuasanu nnauedo sepcua Ha
knonuaorpen B AHUTE OT 1-8K a0 90-tH n ACK B 103a 75 mg Ha A€H B AHUTE OT 2-pH 10 90-TH.

[TbpBHYHHAT pe3yATaT 3a €QHKACHOCT € BCAKO HOBO CHOMTHE HA HHCYNT (MCXEMHYEH 1 XEMOParueH)
nped nbpBuTe 90 nHH cnen ocTwp nex IS unn TIA ¢ Bucok puck. Toea ¢ HacTbnuNO nipu 212
naureHTH (8,2%) B rpynata Ha knonuaorpen — ACK B cpasuenue ¢ 303 naunenty (11,7%) B rpynara
Ha ACK (koeduuueHT Ha puck [HR], 0,68; 95% nosepurenex uurepsan [Cl], 0,57 no 0,81; P<0,001).
[S e Hactenvn npu 204 naunentu (7,9%) B rpynara Ha knonuaorpen — ACK B cpaBHeHue ¢ 295
(11,4%) B8 rpynara Ha ACK (HR, 0,67; 95% CI, 0,56 no 0,81; P <0,001). XeMopar1uueH HHCYNT ¢
HabnoaaBaH rpu § NaUKMEHTH BbB BCAKa OT ABeTe rpyiH B usnureaHeTo (0,3% ot BeAka rpyna).
YMepeH uiM TeXbK KpbBOH3NHB € HabmonaeaH npu ceaem nauveHT (0,3%) B rpynara Ha
knonugorpen — ACK u npu ocem (0,3%) B rpynata na ACK (P = 0,73). UecTtorara Ha BCSIKO CLOMTHE
Ha KbpBeHe € 2,3% B rpynara Ha knonuporpen — ACK, B cpaBrenue ¢ 1,6% B rpynara Ha ACK (HR,
1,41; 95% Cl, 0,95 n0 2,10; P = 0,09).

POINT (Huxubuparne, nacoueno xem mpomboyumume npu Hoeonosieuna ce TIA u nex ucxemuven
uncyrm — Platelet-Oriented Inhibition in New TIA and Minor Ischemic Stroke)

Tosa paHaAOMH3HpPAHO, ABOHHOCNANO, MHOTOLEHTPOBO, MJ1aUeO0-KOHTPONHMPAHO KNHHHYHO M3MUTBAHE
BKIKOUBA 4 881 nmaumeHTH OT usn cear ¢ octpa TIA (ABCD2 ckop >4) waun nek uncynt (NIHSS <3).
Bcvuky nauMeHTd 8 ABETE rpynu ca nonyvaeanu oTkputo ACK 8 guute ot 1-81 20 90-1u (50-325 mg
Mo NpeLeHKa Ha NeKyBawua nekap). [launeHTure, paHaOMH3MpaHH B rpynara Ha KJoNMaorpen, ca
Nnonyuuiy Harosapsaila ao3a 600 mg wionuaorpen Ha 1-8M ieH, nOCAEABAHA OT 75 mg KIonHAOorpe
Ha O€H B AHUTE OT 2-pH Ao 90-1v. [laumenruTe, paHaoMH3HpaHy B rpynara Ha ruiauebo, ca
noayuasaiu mnaunedo BepcHa Ha xionuaorpen B AHuTe ot 1-8u a0 90-Tu.

[TopBUUHHMAT pe3ynTaT 3a €épUKACHOCT € CHCTABHA OT FOJEMH HCXEMHUHH chOuTHS (IS, MI) unu
CMBPT OT HCXEMHYHO CBA0BO CHOUTHE) HA AeH 90. ToBa e HacTbnUO npH 121 nauueHTH (5,0%),
nonsy4yasanuy knonugorpen moc ACK, B cpagnenue ¢ 160 naumnerTty (6,5%), nonyvapanu ACK
camoctoarenHo (HR, 0,75; 95% Cl, 4,59 a0 0,95; P = 0,02). Bropuuduar pesynrar IS e HacTbNUI npH
I 12 naunenTn (4,6%), nonydasanu knonuaorpen naoc ACK, B cpaBuenue ¢ 155 naumnent (6,3%),
nojayyasanu ACK camocroarenno (HR, 0,72; 95% Cl, 0,56 no 0,92; P = 0,01). [lvpBUuHHAT pesyntar
3a 6€30MacHOCT rojiiM KPLBOM3IHUB € HAacTbNuA MpH 23 o7 2 432 nauvenTy (0,9%), nosyyasanu
knonuaorpen e ACK v npu 10 ot 2 449 nauuentu (0,4%), nonyqapanu ACK caMOCTOATENMHO
(HR, 2,32; 95% CI, 1,10 00 4,87; P = 0,02). Heronam xpbBOH3NHE € RacTbnun npH 40 na
(1,6%), nonyuasanu knonuaorpen e ACK v npu 13 (0,5%), nonyuasann ACK cam
(HR, 3,12; 95% CI, 1,67 no 5,83; P <0,001).

Anaruz eve gpememo na npovuganuama CHANCE u POINT
He ¢ HabnrogaBana nonsa no oTHOWEHHE HA €UKACHOCTTa OT MPOJb/DKABAHETO HA
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Kypc Ha DAPT.

Tabanna 1- Pa3npesesenne BLB BpeMeTO HA IFoJieMH HCXEMHYHH CHLOHTHA H roJieMH
KPbBOH3JHBH criopea Ha3Ha4YeHOTO Jevenne B npoyusakuara CHANCE n POINT

No cpOnTHS
Pesyaratu 8 | Haznaueno Ob6mo 1-Ba ceaMuua | 2-pa ceamMHna | 3-Ta ceaMHUA
CHANCE n | neyenue
POINT
["'onemmu ACK 458 330 36 21
HCXeMHUHH | (n=5 035)
cuOUTHS CLP+ACK 328 217 30 14
(n=5 016)
Paznuka 130 113 6 7
["onsam ACK 18 4 2 1
KPbBOM3IHB (n=5 0335)
CLP+ACK 30 10 4 2
(n=5 016)
Paznuka -12 -6 -2 -1
{Ipedcvporo muvoxcoere

[TpoyuBanusata ACTIVE-W u ACTIVE-A, otaensun n3nuteanus B nporpamara ACTIVE, sxatousar
NMaLKHeHTH ¢ NpeachpaHo MbxaeHe (AF), KOUTO UMaT NoHe eluH PUCKOB (PAKTOP 3a CHOOBH
HHUHIAEHTH. Bb3 OCHOBA Ha BKIIOYBALLUMTE KPUTEPHH, JieKapuTe ca Biutoysaaiu B ACTIVE-W
MaluyeHTH, aKo ca KaHAUWAATH 3a Tepanus ¢ aHTaroHucT Ha BUtamMud K (VKA) (kato rapdapun).

[IpoyusaHeTo ACTIVE-A BK/IOUBa MaliMEHTH, KOHTO HE MOTraT J1a Moay4yaBar JieueHue ¢ VKA
nopaaH HERBLIMOXKHOCT WK HexenaHue, [Ipoyuranero ACTIVE-W noka3sea, ue ne4eHueTo ¢
aHTaroHUCT Ha BuTaMHH K ¢ no-edexkTBHO OT TOBa ¢ Knonuaorpen U ACK.

[Ipoyusarero ACTIVE-A (N=7 554) ¢ MHOTOLUEHTPORBO, PaHAOMH3IHPAHO, ABOHHO-CIAMNO, Miauebo-
KOHTPONHPAHO NpOy4YBaHe, KOETO cpaBHABA Knonuaorpen 75 mg/aHesHo + ACK (N=3 772) ¢
nhauedbo + ACK (N=3 782). IIpenopbvunrennara no3a 3za ACK e 75 g0 100 mg/aHeeHo. [Nauuenrure

Ca JICKYBAHH B MNIPOABLJDKCHHC HA 5 roaHHH.

[TaunenTure, panaomusvpaHu B nporpamara ACTIVE, ca 61K nauyeHTy ¢ Joka3aHo npeachbpaHo
mbxaeHe (AF), T.e. unu nepcuctrpawo AF unu Hail-Maiko 2 enusona Ha uHrepMureHTHO AF npes
NOCAeAHUTE 6 MeceLa, ¥ ca UMANH NOHE €AMH OT CNEAHUTE PUCKOBHU PAKTOPHU: BL3PacCT 75 roauHH
WK BB3pacT 55 10 74 roavHu; 3axapeH Auadet, H3MCKBALL NeUYEHHE, UK J0Ka3aH npekapaH MI, niu
A0Ka3aHO KOPOHAPHO apTEPHAIIHO 3a00ABaHE; JIEKYBAaHH 3a CHCTEMHA XHINIEPTOHHA; NpeKapaH
MHCYAT, npexoaHa ucxeMuuHa ataka (T1A), unu cucreMen em0boi1, koiiTo He 3acara LTHC;
jeBoKamMepHa IUCPYHKLUMA ¢ PpaKLMA HA U3TIACKBaHE Ha 1aBa kaMmepa <45%, unu fokaszaHa
nepudepHa cbaoBa bonect. Cpeannar CHADS?2 pesynrar e 2,0 (rpannum 0-6).

[ NaBHUTE W3K/TIOUBALIM KPUTEPHH 33 MAUMCHTHTE ca OMn A0Ka3aHa NenTHYHa #3BeHa O0JiecT B

PAMKHTC HA NMPpCAXOIAHHTC 6 MCCCLIA, TIpCILlICCTBALll HHTpauepeﬁpaneH KPBBOH3JIMB, 3HAYHM

auTHKOarynauT (OAC) UK HENMOHOCHMOCT KbM HAKOE OT JBETE ChEAHMHEHUS.

CeaeMmaecer u TpH npoueHTa (73%) oT nauueHTHre, BKAOYEHH B npoyuBaneTo ACTI
Ounu B cheTOAHUE a npueMaT VKA nopaau npeLeHka Ha nekaps, HeBb3MOKHOCT 34




rnaBaTa, WiK cneunHiEH pHCK OT KbpBEHE; 3a 26% OT NaLUMEHTHUTE, PELUCHHETO Ha iekaps € Ouno
OCHOBAHO Ha HEXKENAHHEeTO Ha naLueHTa aa npriema VKA.

[Tonynauusra nauneHTH ¢ Buousana 41,8 % kenn. Cpennara su3pact € 6una 71 roaunm, 41,6% or
nauuHeHTuTe ¢a Onan = 75 rognHu. O6wwo 23,0% oT nauueHTUTe ¢a Noay4HaBaid aHTHAPUTMHULIM,
52,1% bera-6nokepu, 54,6% ACE-nnxuburopy, u 25,4% crarunm,

bposaT Ha naUMEHTHTE, KOUTO Ca AOCTHIHANHW NbPBHUYHATA KPalHa TOUKA (BpeMe J0 NbpPRa NOABa Ha
UHeyAaT, MI, cuctemen embonn3bM, koiiTO He 3acsara LIHC win cvaosa cmbpT) e 6un 832 (22,1%) B
rpynara, fekyBaHa ¢ knonuaorpen + ACK n 924 (24,4%) B rpynara Ha nnauedo + ACK (11,1%
HaManaBaHe Ha OTHOCHTENHHA pHCK; 95% CI ot 2,4% Ha 19,1%; p=0,013), rnaBHo nopaav roaamo
HaMmaJisBaHe Ha YecToTaTa Ha MHCYATHTe, MHCYynTH ca Bb3HMKHANK npy 296 (7,8%) oT nauueHTHTE,
nonyqasawy knonugorpen + ACK u 408 (10,8%) ot nauuenTure, noayyaeawu niiauedbo + ACK
(28,4% nHamansBaHe Ha OTHOCHTENHHA pUcCK; 95% CI, ot 16,8% na 38,3%; p=0,00001).

IleanaTpryna nonynauug

B npoyuBaHe ¢ noBHIIaBaHe Ha 103aTa npy 86 HOBOpOAEHW WM Aela A0 24 Meceua ¢ pHCK 3a
Tpombo3a (PICOLQ), knonnaorpen € oueHsABaH B nocaeaosarenHu xo3u ot 0,01, 0,1 v 0,2 mg/kg npu
HOBOpoacHY v aeua u 0,15 mg/kg camo npu HoropoaexH. Jlozara ot 0,2 mg/kg aoctura cpeaeH
NpoUeHT HA UHxKuOHpaHe 49,3% (5 uM A ID-uHayurpaHa TpOMOOLIMTHA arperauys), KOUTO e
CPaBHHM C TO3H MPY BH3PACTHH, MPHUEMALLH KJIOMUIOTpe 75 mg/IHEeBHO.

B panpomMusupado nBoiHO-caano0, napanenHo rpynoso npoyusaHe (CLARINET) 906 nennatpuunn
nauMeHTH (HOBOPOAEHH H A€La), C HHAHOTHYHO BPOAECHO ChpAcHHO 3abonsapaHe, ¢ NalHaTUBHO
[10CTaBEH CUCTEMHO-0e10apoben aprepHancH WHHT, Ca paHOIOMH3HPAHH [a NPHEMAT KJIONKUAOIrpen
0,2 mg/kg (n=467) nau nhauedo (n=439) eAHOBPEMEHHO CbC CHITBTCTBALLO OCHOBHO JIE4E€HHE 10
MOMEHTA Ha BTOpHUS €Tan Ha onepaunaTa. CpeaHHAT nepHoa MeXKIY NOCTABAHETO Ha NalHaTUBEH
LIBHT W TbPBOTO MPUIIOKEHUE HA U3NKUTBAHUS JekapcTBeH npoaykT € 20 aHu. [Tpubnusurento 88%
OT MalMeHTUTE ca noayuasanu eaHospeMeHHo ACK (guanazon ot 1 g0 23 mg/kg/nneBHo). He e
HabJKwnaBaHa 3HaAYMMA PATUKA MEXAY I'PYIHTE NO OTHOLIEHHE Ha ITbPBHYHATA ChCTABHA KpaiiHa
TOUYKA HA CMBPT, TPOMO03a HA LI'BHTA WK CbpACYHA HHTEPBEHLUHNSA No-paHo oT 120-aHeBHa Bb3pacT
cien cubuthe ¢ onpeaeneno TpoMbotHueH xapakrep (89 [19,1%] 3a rpynaTta Ha knonugorpen u 90
[20,5%] 3a rpynara Ha nnauebo) (Bx. Touka 4.2). KppBeHeTO € Hal-uecTo ¢hodLaBaHaTa HeXelaHa
peaklLusa W B ABETE rPyNH — Ha Knonuaorpen v nnauebo; kato He € HabnrgaBaHa 3HaYMMa pas3jivKka B
YyecTOTaTa Ha KbpPBEHE MeXay rpynute. [Ipy abarocpodHo npocneaseaHe Ha 6eszonacHOCTTa NPH TOBA
NpoyuBaHe, 26 NALKMEHTH C BCE OLLE HATHYEH LIBHT Ha €AHOMOAMIIHA BL3PACT Ca NOJIYUaBAIH
knonuaorpen a0 18-meceuna sn3pacr. He ca nabmoaasaun HOBH ChOOpaXXE€HHA OTHOCHO
Oe30MacHOCTTa MO BPEME Ha TOBA AbJATMOCPOYHO APOC/eASBaHE.

HManureanuata CLARINET u PICOLO ca npoBeaeHu ¢ n3nonsgaHe Ha NPHUroTeeH pa3TBOpP HA
Knonuaorpen. B npoyusaHe Ha OTHOCUTENHATA OMOHATTMYHOCT AP Bb3PACTHHU, MPUIOTBEHUAT
pa3TBOP HA KIONHAOrpes NOKa3pa CXOHA CTeNeH U MalKo MO-BUCOKA CKOPOCT Ha abcopbuusa Ha
rNaBHUS UAPKYyaupall (HeakTUBeH) MeTabonuT, B CpaBHEHHE ¢ pa3peLleHaTa 3a ynorpeba tabneTka.

5.2 (PapMaKOKRHETHTHH CBOHCTBA

Abcopbuus
Caen eaHOKpaTHO M MHOTOKPATHO NEPOPANHO NPUIONKEHUE HA 034 OT 75 mg OHEBHO, KonHAorpest

NpUbAK3UTENHO 45 MHHYTH cael npueM. Abcopbuusara € Hai-manko 50 %, BBb3 OCHO
€KCKpELUATa ¢ YpUHHATa HA META0OAWTHTE HA KJIONUIOTPe.

PaznpegeneHue




Krionnaorpen U rnaBHMAT LUPKYAHpaLl (HEAKTHBEH) METADONT Ce CBbP3BAT 0DPAaTUMO in Vitro C
YOBELLKHUTE MNJa3MeHH NpOoTerHH (CbOTBETHO 98 % 1 94 %). [n vitro, cBBLP3BAHETO HE 3aBUCH OT
CTENEHTA HAa HACHLLAHE, NPU LWHPOKKM FPaHHLIM Ha KOHLEHTPALHATA.

buorpaHcdopmauys

Knonugorpen excTeH3HBHO ce MeTabonin3npa B uepHus ApoO. In vitro v in vivo K1onuMaorpen ce
MeTabonu3upa o ABa OCHOBHY MeTA0ONHUTHH MbTA: €JHH, OCBLLUECTBABAH OT €CTEPA3X U BOACLU A0
XHUAPONH3a K NOJy4yaBaHE Ha HEAKTUBHKM JepUBATH Ha kapOokcuioBaTta kucenuHa (85% or
LMPKYIUPALLIMTE METADONIUTH), U APYT, OCBLLIECTBABAH OT MHOMECTBO LIHTOXpOMH P450.
Kitonugorpen nbpso ce MeTadonuamMpa a0 2-0KCO-KMOMUAOrpen MEXIMHEH MeTabOoIMT.
IMocneasawuaT MeTaboNH3bM Ha MEKIAMHHHUA METabOIUT 2-0KCO-KJIONMUAOrPEN BOAH 10 0DpasyBaHe
Ha aKTUBHHUA MeTaOOJTUT, THONOB ACPHBAT HA KJIonuaorpen. AKTHBHUAT MeTabonuT ce obpasysa
npeauMHo oT CYP2C19 ¢ yyacTtueto Ha Hakonko apyru CYP ensumu, skntountenHo CYPLA2,
CYP2B6 u CYP3A4. AKTUBHMAT THONOB METADOJIHT, KORTO € U30JIUpaH in vitro, ¢€ CBbP3Ba OBbp30 U
HeoOpaTHMO KbM TPOMOOLIMTHUTE peLenTOpH, KOETO HHXHOHMpa TpoMOOLIMTHATA arperaLms.

Crax Ha aKTHBHHA MeTalOMHT € ABa NBTU NO-BUCOKA Clell eIHOKpaTHa HaToBapsala 1o3a ot 300 mg
KAOMMAOrpeEN, OTKONKOTO CIeA MPHiaraHe Ha noaabpKaiia a03a oT 75 mg 3a 4yeTHpH AHHU. Chay e
noctrra npubnuzurenvo 30 1o 60 MWHYTH chen nprIarase.

EauMuHHpaHe

Cnea nepopaneH npueM Ha mapkupaH ¢ Cl14 kronuaorpen npu xopa, npubansurento 50 % ce
€KCKpEeTHpa B YpHHATa ¥ 0kon0 46 % npe3 dexanuuTe 3a 120 yacoB HHTEpBaN ciea npyuema. Cnea
eIHOKpaTHa NepopaliHa 103a OT 75 mg, KIONMAOrpen uMa Mnony:kKUMeoT ot npubnusurento 6 yaca.
EAUMUHALIHOHHHAT MOAYXUBOT HA OCHOBHHA UMPKYAHpall (HEAKTUBEH) MeTabOIHT € 8 uaca cnea
eJHOKPATHO MJIH MHOTOKPATHO NPHJIOKEHHE.

(PapMAKOTE€HETHKA

CYP2C19 e pktoueH BbB GPOPMHPAHETO HA AKTHBHHUA METaOOHT ¥ Ha MEXIHHHUS MeTabOIUT 2-
oKco-konuaorpen. @apMakoKMHETUKATa ¥ aHTUTPOMOOLIUTHHTE €PEKTH HAa KIIONKUAOrPE, H3IMEPEHH
ypes aHaK3 Ha ex vivo TpoMOoUMTHa arperauns, ce paznyvyasar B 3aBHcUMocT oT CYP2CI19
reHOTUNA.

CYP2C19*] anenbT ¢CHOTBETCTBA HAa LAJIOCTEH (PYHKLHOHANEH MeTabonu3bM, gokato CYP2C19*2 u
CYP2C19*3 anenure ca HedyHkuuonanHu. CYP2C19*2 u CYP2C19*3 anenure ca OTroBOpHH 3a No-
ronAMara 4acT OT HaMmaJieHaTa PyHKuHA npH ciabure metabonuszaropu ot OsnaTta (85%) u a3narckara
(99%) paca. [lpyru anenu, CBbp3aHy ¢ JUNCBALL WK HaMaJieH MeTaboNn3IbM, Ca NO-MAaKO YeCTH U
BryiouBaT CYP2C19*4, *5, *6,*7 u *8. [TauMeHT cbe cTaTyc Ha cab MeTabonu3arop, Lie NpUTEXKABRA
NBa ajena, OTrTOBOPHH 3a 3aryda Ha pyHKuUHUA, KakTo ¢ onpeaeneHo no-rope. [lybnukysanure uecrotu
3a cnabute CYP2C 19 merabonusupaniu reHotunose ca rnpudbausurenHo 2 % 3a 6anara paca, 4 % 3a
yepHara paca 1 14 % 3a kutailuure. CoiuecTsyBaT TecToRe 3a onpeaensHe Ha CYP2C19 renoruna Ha
MnauHueHTa.

Kpberocano npoydeade npu 40 3apasu nodpoeonuu, no 10 Bue Beaka ot yetupure CYP2CI19
MeTabonuzrpaiuu rpynu (KpaiHo Obp3u, eKCTEHIUBHH, MEXKIWHHU U cnabu metabonusaropm)
OLCHABAa papMaKOKHHETHKATA U aHTHTPOMOOLUTHHUTE OTIOBOPH Npu A03a oT 300 mg, nocneasaxa or
75 mg/aoHeBHo ¥ 600 mg, nocneasaHa ot [ 50 mg/aHeBHO, BCAKa 3a 00110 5 AHM (CTALMOHAPHO
cbeToAHKE). He ca HabniogaBaHM ChLUIECTBEHH PA3NIHKH B €KCIIO3ULIMATA HA AKTUBHHUA METabONMT U
cpeaHoTo nHXxHOnpaHe Ha TpomOouuTHaTa arperauns (IPA) mexay kpailHo OLp3UTE, EKCTEH3HBHHUTE
1 MexXaHHHKTE MeTabosn3aropy. [lpu ciabure MeTaboNH3aTOPH EKCMO3ULIMATA HA AKTHBHUS

ao3zupane 300 mg/75 mg, aHTUTPOMOOLIMTHHTE OTIOBOPH Ca MOHIKEHU NPH ciabuTte M
cbe cpeaHo IPA (5 uM ADP) ot 24 % (24 yac) u 37 % (aeH 5) B cpaBHeHHe ¢ IPA ot

58 % (aeH 5) npu ekcteH3uBHUTE MeTabomu3aTopy M 37 % (24 yac) u 60 % (men 5) n | T \;
meTabonuzaropu. Korato cnabure merabonuzaropu npuemar no cxema 600 mg/150 Fr S
1”_%;__.- e Nl

€KCMO3ULUMATA HA AKTHBHUSA MeTabOAMUT € NO-rojasmMa OTKONKOTO npu cxemata 300 mg/ 5 Eggx g3 )
--=~ 7




aonbnHenue, IPA e 32 % (24 yac) n 61 % (aeH 5), CTORHOCTH, NO-rofieMH OTKOJIKOTO NpY cnabure
meTabonu3aropH, noayHapaid no cxema 300 mg/75 mg W cXxoaHH Ha Te3u npu aApyrute CYP2CI9
meTabonusupaiuy rpynu, noayyasauty no cxema 300 mg/75 mg. [Toaxoasia cxema Ha AO3UpPaHE Npy
T&3W NONyNaLUs MaLMEHTH BCE OLLE HE € ONPEAENCHA B H3MUTBAHUA 32 KIIMHUYHU PE3yATaTH.

B chOTBETCTBHE C TOPHHTE PE3YJITATH, NMPH META-aHAIU3, BKIIOUBALL 6 NpOYYBaHUA HA 335 NauneHTH,
NIEKYBAHM C KJIOMKMAOrpes B CTALMOHAPHO CbCTOSHUE, € MOKa3aHo, Y€ eKCMO3MUMATA Ha AKTHBHHUS
MEeTa0OoINT € NoHWXKeHa ¢ 28 % 3a MexxAMHHUTE MeTabonu3aTopHu u 72 % 3a cnabure
MeTaboIn3aTOPH, A0KATO HHXHOUpaHeTO Ha TpombounTHaTa arperauud (5 uM ADP) e nonuxkeHo ¢
pa3inkH B IPA o1 5,9 % u 21,4 % cboTBeTHO, B CpaBHEHHUE C EKCTEHIUBHUTE MEeTAabO/IU3ATOPH.

Bauanuero Ha CYP2C 19 reHoTrHna BbpXy KAHHHYHUSA U3XOA NPH NALKMEHTH, IEKYBAHH C
KIONUAOTpeE1, HE € OLUEHABAHO B MPOCMNEKTHBHHA, PAHAOMW3HPAHH, KOHTPOJIMPAHH H3MTUTBaHUA.
CobuiecTByBaT 00aue pe/ivua peTpOCNEKTHBHU aHATU3H 34 OLIEHKA Ha TO3H eeKT NpH NaluHeHTH,
NEeKyBaHHU ¢ KJIONUAOrpeNn, 3a KOUTO HMa peayartatH 3a reHotvna: CURE (n=2 721), CHARISMA (n=2
428), CLARITY-TIMI 28 (n=227), TRITON-TIMI 38 (n=1 477), n ACTIVE-A (n=601), kakTOo M
u3BecTeH Opoii NyO/IIMKYBAHH KOXOPTHH NPOY4BAHMAL.

B TRITON-TIMI 38 u 3 or koxoptHute npoyusaHua (Collet, Sibbing, Giustt) kombuHupaHaTa rpyna
NAUUEeHTH C MEXKIUHEH HIH c1ab MeTabon3npaly cTaTyC ca HMaTH NMo-BHCOKA YECTOTA HA ChPAEUHO-
CBHAOBH MHLIMAEHTH (CMBPT, MHOKapAeH HH(APKT W HHCYNT) WK TpoMbo3a HA CTEHTA, B CPaBHEHHE C
eKCTeH3UBHUTE MeTabonu3aTopu.

B CHARISMA H eaHO KOXOPTHO npoy4raHe (Simon) MOBHLIEHA YeCTOTA HA HHUMACHTH €
HabntoaasaHa caMo npH cnabu Metabonu3aTopu B CpaBHEHUE C KCTEHIHBHUTE MeTaDONU3ATOPH.

B CURE, CLARITY, ACTIVE-A u eano oT koxopTHuTe npoyueanus (Trenk) He € HabnonasaHa
MOBHLIEHA YeCTOTa HA HHUMWAEHTUTE Bb3 OCHOBA HA CTaryca Ha MeTabonu3aTopa.

Huro eanH ot Te3u aHanu3u He e Oun ¢ ageksaTeH Opoi nauMeHTH, 3a 1a OTKPHE pa3/IMKHU B M3X0a
npu chabure MeTabonu3aTopH.

CoeumanHy nomynauuu
MapMaKOKHHETHKATA HA aKTUBHHUA MeTabOAUT Ha KNIOMMAOIpeN HE € H3IBECTHA NPH TE3W CNELHATHH

[OIMynaLKH,

bvbpeuno yspeowcoane

Ciea MHOMOKpaTHO NPHUITOKEHHE HA A03H OT 75 Mg KNONMUAOrPEN JHEBHO NMPH MALIMEHTH C TEXKa
O0BOpeuHa HeAOCTATBLUHOCT {KpEaTHHUHOB KIMPBHC Mexkay S u 15 ml/min), unxubupanero na AJ1d-
WHAYyuUUpaHaTa TpOMOOUMTHA arperaums € no-HUcko (25%), OTkONKOTO HAOMKAABAHOTO MPH 3ApaBH
HHAWBHMAM, BLIPEKH TOBA YABDKABAHETO HA BPEMETO Ha KbPBEHE € CXOAHO € TOBa, HAOMOAABAHO NPH
3ApaBd HHAWBUAW, NPHEMAILK 75 mg knonuaporen AHeBHO. OCBEH TOBa, NPY BCUYKH MaLlMEHTH
KJIMHMYHATA NOHOCUMOCT € Ouna nobpa.

Heproopobno ygpescoane

Cnen MHOrOKpaTHO NpUAAraHe Ha 103a OT 75 mg KIONHAOrpen JHEBHO B NMpoAb/DKeHUe Ha 10 auu
MPHU NAUMUEHTH C TEXKO YepHOAPOOHO yBpexaaHe, HHXHOHpaHeTo Ha AJJd—uHayuHpaHaTa
TpoMOOLUTHA arperauus € cXoaHa ¢ Toa HabnAaBaHO NIPHU 3ApaBA UHAHWBHAHK. Y IBKABAHETO HA
CPEIHOTO BPEME HAa KbPBEHE ChILIO € OUI0 CXOJHO B ABETE IPYIH.

hmyy

QSQ’“W no

Paca
[Ipeobnanapanero Ha anenute Ha CYP2C19, onpeaensiumn MexxauHeH U cnad CYP2 ﬁ A TSRy
C€ pa3niMyaBaT B 3aBUCHMOCT OT pacara/eTHoca (Bxk. PapmakoreHernka). Hannunu - ne
NAHHU OT nuUTepaTypara 3a a3HaTCKKTE MOoNnyaauru 3a OLeHABaHe Ha KIMHWUYHATA 3H
CYP reHOTHNH3UpaHe NO OTHOLIEHHE HAa U3X04a OT KIHHWYHHATE HHUWOEHTH.
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[lpe AKIMHUYHHTE NPOYUBAHHA NPH MJIBXOBE U MAHMYHH HAN-4ECTO YCTAHOBABAT YEpPHOAPOOHH
MPOMEHH NpU A03M, HadBHILABAlK Hai-MaNKo 25 MbTH €KCRO3ULHATA NPH XOpa, NprHeMalLlH
TepaneBTHYHATA 103a OT 75 ME/AHEBHO, KOUTO Ca B PE3Y/ITAT HA €EKT BbPXY YEPHOAPOOHHTE
MeTabon3KupaLln eH3uMH. TakbB ePeKT He € YCTAHOBEH NPYU XOpa, NPUEMalLLy TepaneBTUYHa 103a
KIonuaorpen.

[lp MHOrO BUCOKH 103 NPH CHUIKTE dKHBOTHY € YCTAHOBEHA M HAPYLIEHA CTOMAatllHAa MOHOCUMOCT
(racTpUT, CTOMALIIHXA €pO3UH W/IWIH NOBPbLIAHE).

Hama gokazatencTsa 3a KApUMHOreHEH eeKT MpyU NpUaaraHe Ha kionuaorpen 78 ceAIMMLM Ha
MHULLIKK K 104 ceamMuuH Ha mIbXxose B 103K 10 77 mg/kg AHEBHO (CHOTBETCTBALIO HA HAR-MAJIKO 25-
MbTH €KCMO3ULUHMATA [IPU XOpa, NIPpUEMALLH TEPANEeBTUUHATA 1034 OT 75 mg/AHEBHO).

MHOXECTBOTO in vifro u in vivo NpOyuYBaHHUs 33 FCHOTOKCHUYHOCT MOKAa38BaT, Y€ KAOMUIOrpel Hama
TakbB €(eKT.

Knonugporen He saunse BbpXY GepTUNNTETA HA MBXKKH U KEHCKM MUTbXOBE K HAMA TE€PaTOreHeH
epeKT BbpXy MAbXOBe M 3aiiuu. Koraro ce npunara npy NaKTupaiiuy mirbXoBe, NpeaW3BUKBA ¢/1abo
3a0aBAHE HA Pa3BUTHETO HA MOKOJEHHETO. CnieuHPHYHN PapMaKOKUHETHYHH NPOYHBaHUA C
MapKHUpaH KIONHMIOrPEN NOKAa3BaT, Y€ MbPBHYHATA CyOCTaHLHA WM HEHHHY MeTaboNuTH ce
EKCKPETHPAT B MIIAKOTO, CAeAoBaTe/HO NpAaK (cnabda TOKCHYHOCT) HIH KOCBEH €EKT (1€KO BKYCOBO
YCELUAHE) HE MOXKE 1a C€ HIKJTIOUM.

6. PAPMANEBTHYHHU JAHHHA

6.1 CnHchbK HA BOMOUIHHTE BellecTBA
Anpo:

JlakTo3a MOHOXHOpAT
XHIPOKCHNPONUILENYN034a, YACTHYHO 3aMECTEHA
CunvuHeB JUOKCUA, KOJTOKWIEH Oe3BoaeH
PHUMHOBO MAaC/10, XHAPOreHHPAHO

JIHMeTHKOH

Ob6BuBKa:

Xuapokcunponyunmerna ueaynosa 29 10/ Xunpomenosa (6¢p)
Makporon 400

Turanor nuokcua (E171)

UepeeH xkesne3eH okeua (E172)

6.2 HecLBMECTHMOCTH

Henpunoxumo

6.3 CpoK Ha roaHOCT

3 roayHH

6.4 Cneuuaiig YCJIOBHSA HA ChXpaAHenHe

He u3uckBa ¢cneuyanyy yCIOBHsA Ha ChbXPaHEHUE,




6.5 Bua n chbabpxkanHe HA ONAKOBKATA
bauctepu ot OPA/AL/PVC-AL ¢onuo, B KapToHeHa KyTHS, CbabpaKaila 28 puaMupann TabneTkH.

6.6 CnenuajHn npeana3Hy MepKH NpH H3XBLpasHe

Heu3non3BaHuAT JCKAPCTBCH MNPOAYKT HIIH OTINAABYHHTC MATCPHA/IH OT HETO Tpﬂﬁﬂa Ad CC U3XBBPJIAT
B CbOTBCTCTBHE C MECTHUTC U3UCKBAHHAA.

7. IMIPHTEXATEJI HA PASPELIEHHETO 3A YIIOTPEBA
Exodapm I'pyn AJl

yn. Arauac Jlykos Ne29, eT. 3

1407 Codus, bbarapus

ten.: (02) 906 90 70

dakc: (02) 906 90 71

8. HOMEP(A) HA PAZPEINIEHHETO 3A YIIOTPEBA

Per. No: 20190040

9. JATA HA ITBPBO PA3ZPEIUABAHE 3A YIIOTPEBA

Jlata Ha nupBO paspewasaHe: 18 despyapu 2019 .
Harta na nocneaHo nogHosasaune: 07 mapt 2024 r,

10. JATA HA AKTYAJIHNIHPAHE HA TEKCTA




