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1. HUME HA JIEKAPCTBEHHUA IMPOAYKT

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

Tpombeke 75 mg punMupann tabnerku
Trombex 75 mg film-coated tablets

2. KAYECTBEH H KOJIHYHECTBEH CbCTAB

. Beaka dunmppana tabnetka cpaspxka 75 mg knonrgorpen (clopidogrel) (kato XuUaporeHcyndar).
IloMolLHK BellecTBa C U3BECTHO JEICTBHE:

Bcesaka ¢punmupana rabaetka ceaBpxka 3 mg naxro3a ¥ 3,3 mg XHAPOreHMpaHo pUUHHOBO MAcC/Io.

3a MBJHHMA CIIMCEK HA NOMOLLHKTE BELLIECTRA BHXKTE ToukKa 6.1.

3. JEKAPCTBEHA ®OPMA

PunaMHpaHa TadleTKa

P030BH, kKpbIiy, 1BOHHO-M3MBEKHANH, C rpaﬂnpan Haamc <75 ua eanara ctpada W “1171” Ha gpyrarta
CTpaHa.

4. KJHHHUYHHU JAHHHU

4.1 TepaneBTHYHH MOKA3AHHA

Bropu4Ho mpeana3BaHe OT aTepoTpoMOOTHYHH HHUNACHTH
Knonunorpen e nokaszaH npm:

° BBb3PACTHH [TALHEHTH C AHAMHE3A 33 MHOKAPIEH HH(APKT (OT HAKOJIKO AHH A0 335 JHH),
HCXEMHMYEH HHCYNT (OT 7-MH4 JeH 10 6-THA MEcel) WK YCTaHOBEHO nepudiepHO apTepUAIHO
3abonABaHe.

. BB3PACTHH MAIMEHTH C OCTbP KOPOHAPEH CHHAPOM:

- OcTbp KopoHapeH cuHApoM Ge3 enepanus Ha ST-cermeHTa (HecTabMITHA CTEHOKApAHA
HJIM MHOKapaeH Hu(papkT 6e3 Q-3p0¢eL), BRIIOYHTEIHO MALHEHTH Ha KOHTO € NOCTABCH
CTEHT clej epKyTaHHa KOpOHapHa MHTEpBeHUUA, B KOMOHHAIMSA ¢ aUSTHICANHIMIIOBA
kucennHa (ACK).

- OcTbp MHOKapIeH RE(ApKT ¢ enepauns Ha ST-cermenta, B koMOunauns ¢ ACK npu
MALMEHTH, MOANOKEHH Ha NEPKYTAHHA KOPOHAPHA MHTEPBEHUHA (BIITIOUUTETHO
NALKUEHTH, HA KOUTO € NMNOCTABEH CTEHT) HIIH MEAUKAMEHTO3HO NICKYBAHU MALMEHTH,
NOAXOAAIIM 32 TpoMOONUTHYHA/ PUOPHHONUTHYHA TEpaNH.

Ilpy nauyenTy ¢ NpexoaHa McxeMyyHa ataka ( Transient Ischemic Attack, TIA) ¢ yMEDEH 10 BHCOK
PHCK WJIH Jiek MexeMuieH WHeyaT ([schemic Stroke, 1S)

Knonuporpen 8B koMonHauusa ¢ ACK e nokasaH npH:
- Bo3pactrE nauueHTy ¢ TIA ¢ yMepeH 1o BHcok pHck (ABCD2' ckop >4) uin ¢ ek IS
(NTHSS? <3) B pamxuTe Ha 24 yaca ot TIA win ot IS cebutHero.

[Ipeanaseane OT ATEPOTPOMOOTHUHH K TpoMOOeMOQTHYHHY HHUNWISHTH NPH NPEACHPAHO MBKIEHE
I1pH BB3pacTHH MAUMEHTH € MPEACHPIAHC MBXKAEHE, KOHTO HMAT NNOHE ¢IMH PUCKOB (hakTOp 3a CHAOBH

HHIMIEHTH, KOUTO HE ca MOAXOAALIM 34 JleueHHe ¢ antarouuct Ha BuTaMHH K (VKA) n kouro uMar

! Bp3pacT, KPEBHO HAJIATAHE, KIMHHYHH XAPAKTEPHCTHKA, NPOIBDKHTENHOCT U AHarHO3a 3ax
2 Cxana 3a nucyar na HaluvonanuuTe MHCTHTY TH N0 3JpaBeona3saHe
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HHCBK PHCK 33 KbpBEHE, KIOTHAOrpen e nokaszaH B komOunauus ¢ ACK 3a npennassane ot
aTepoTpOMOOTHUHH U TPOMOOEMOOTHYHN HHIIMAEHTH, BKITIOYHTETHO HHCYIT.

3a JoITbIHMTENHA HHPOPMAaUMA BHXTE TOuKa 5.1.

4.2 03dpoOBKa H HAYHH HA OPUIOKEHHE

03HPDOBKA

Bv3pacmuu u xopa 8 cmapyecka en3pacn
Knonuoorpen TpaOBa a ce Mpunara Karto eAMHHYHA THEBHA J03a 0T 75 mg.
IIlpH nauHeHTH ¢ OCTHP KOPOHAPEH CHHOPOM:
- OcTep KOpoHapeH cuupoM Ge3 eepanus Ha ST-cermenTa (HecTaOWIHA CTEHOKApAHA
WK MHOKapAeH HEdapkT Oe3 Q-3n0ew): Tedendero ¢ Kionyiorpen TpA0Ba na 3ano4He ¢
eIHHUYHA HaToBapBawa 103a oT 300 mg uau 600 mg. IIpy naunenty na Bb3pact
<75 rogyHH MOKe f1a ce 0OMHCNM HaTORapeama Ao3a 600 mg, korato ce npeaBHkaa
NEPKyTAHHA KOPOHAapHA NHTEpBeHLMA (BK. To4YKa 4.4). Jledenueto ¢ knonuaorpen Tpaosa
na 6bAe NPOABIDKEHO ¢be 75 Mg BEAHBK AHEBHO (¢ aueTUncanauiiosa kucennna (ACK)
75 mg - 325 mg nuepHo). Twit kKaTo mo-prcokHTe 1034 Ha ACK ce cBbp3BaT ¢ MOBHILEH
PUCK OT KbpBEHE, ce npenopbuBa Ao3aTta Ha ACK na He npeBuuiasa 100 mg.
OnTHMANHaTa NPOIBHKATEIHOCT Ha JISYeHNETO He € oHuUanHo yctaHoBeHa. JlaHHuTe
OT KJIRHHYHH [POYYBaHKA ca B NOAKpena Ha yrnotpebaTa Ha knonuaorpen Ao 12 meceua,
KaTo MakcuManeH edekT ce HabmoaaBa Ha 3-ua Mecell (BX. Touka 3.1).
- OcTBp MHOKapAeH HHPAPKT ¢ enesauusa Ha ST-cerMeHTa:
¢ [Ilpu MeaHKaMeHTO3HO JIEKYBAHH MALIMEHTH, MOAXOMAIIM 32
TPOMOONMTHYHA/ ) MOPHHOIHTHYHA TEpanus, KJIOMHAOIpe TpAdBa Aa Obe npuiara
KaTo eMHOKpaTHa JHEeBHA 103a OT 75 mg kato ce 3amousa ¢ 300 mg HaToBapBalla
n03a B komOuHanua ¢ ACK n c/6e3 TpoMOOITHTHUHE. 3a MeAHKaMEHTO3HO JIEKY BAaHH
MalMeHTH Ha BB3PacT Hag 75 FOAMHU KIONHAOTPENn TpOBa Aa ¢e 3anouHe be3
HaToBapeaula go3a. KomOuaunpauo neyenue tpAdBa aa ce 3anoyHe Bb3MOXKHO Hal-
paHO CNea HavyanoTo Ha CHMITTOMUTE K J1a Ob/1e NPOIB/DKEHO [OHE 33 YETHPH
ceamuuy. [Toirsata ot komOGHHMpaHeTo Ha knonuaorpes ¢ ACK 3a noseye 01 HETHPH
CeAMHIH He € Guila MPoyYBaHa NPy TOBAa Moka3aHue (BxX. Touka 5.1).

o Koraro ce nnanupa nepkyrasHa KopoHapHa HHTepBeruma {PCI):

» Krionupgorpen Tpafea aa ce 3anouHe ¢ Hatoeapeaia no3a (loading dose, LD)
600 mg npn nauMeHTH, HOWIOKEHH Ha MbpBHYHA PCI H npu nauueHTy,
noancxend Ha PCI noseue ot 24 gaca cnel nony4yaBaHe Ha
pubpunonurruna Tepanis. [Tpu NauHeHTH HA Bb3pacT > 75 roawuu 600 mg
LD Tpsa6pa a ce npuiara ¢ IMOBHILEHO BHUMaHKe (BXK. Touka 4.4).

*  Knonumorpen 300 mg HatoBappalia ao3a TpAdBa ga ce NPpUIOKHK Npy
nauHeHTH, nopioxedd Ha PCI B paMkuTe Ha 24 yaca ¢nef nomyyaBaHe Ha
$UOPHHOIKTHYHA Tepanus.

JleueHuero ¢ knonuaorpen TpAOBa 4a NPOABIKH ChC 75 Mg BEAHBX NHEBHO C

ACK 75 mg — 100 mg nguesHo. KomOuHHpaHaTta Tepanus Tpadsa aa 3anogHe

BB3MOXKHO Hail-paHo cliel NoABATA HA CHMITOMHKTE U Ja MpoAbMxH 10 12 Mecena

(BXX. Touka 5.1).

Be3pacTHu maumeHTtH ¢ TIA ¢ yMepeH 00 BHCOK DHCK HITH ek IS:
IIpu Bu3pacTHU nauuedTH ¢ TIA ¢ yMmepen o Bucok puck (ABCD2 ckop >4) wnu ¢ ek IS (NIHSS
<3) Tpa6Ba Aa ce NPUIOKK Haroeapealla go3a xionuaorpen 300 mg, mocneasana ot 75 mg BEAHBXK
nresHo H ACK (75 mg - 100 mg seausx anesHo). Jleuenuero ¢ kionuaorpen v ACK TpAabBa 1a
3aMoYHe B PaMKHTE Ha 24 daca cnex chOMTHETO M 1a TIPOAWDKH 21 IHH, mocneasaHo oT
AHTUTPOMOOLIMTHA MOHOTEPATIHAL.

[Ip1 nauMeHTH ¢ NpeaACHPAHO MBbXAEHE, KIONWAOrpen TpA0Ba 11a ce NpyUaara Karo €
no3a ot 75 mg. ACK (75 - 100 mg nueeHo) TpadBa Aa ce 3aMo4YHe H 12 MPOXBIDKH B
KJomuaorpen (B, Touka 5.1).
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AKoO e nponycHaTa 103a;
- B paMKHTe Ha 00-MaJIko oT 12 4aca crner peqoBHO onpeacnecHOTO BPEME: MALIMEHTUTE
TpsAOBa Na nmpueMart f1o3aTta He3abdaBHO ¥ nmocne Aa NPHEMAT ClIeABalliaTa 1032 B peJOBHO
CIPEAENIEHOTO BPEME.
- npnm noBeye or 12 9aca: nauMeHTHTE TpA0Ba Ja MpUeMar cleABalllaTa 1034 B PEIOBHO
OIIpPEedcneHOTo BpEME H He TpAOBa a YABOABAT 03aTa.

CrieuyanaHy NonmyIaniK
Hayuenmu e cmapuecka ev3pacm
OcTep KOpoHapeH cuHapom Oe3 enesaums Ha ST cermenTa (HecTaOMNIHA CTEHOKAPIHA HITH
MHOKapacH HHdapkT b6e3 Q-3b0ew):

- Harosapeauia no3a 600 mg Moxe 1a ce 0OMHCIIH NPH NMAlMEHTH Ha BB3PacT < 75 TOdHHH,
KOraTo ce MmiaHHpa nepKyTaHHA KOPOHAPHA UHTEPBEHUMA (BXK. ToUuKa 4.4).

OcTep MHOKapaeH nH$apkT ¢ eneeaumi Ha ST cermenra:

- [lpu nauuenTH Ha MEAUKAMEHTO3HO JIeY€HHE, TOIXOAAIIM 3a
TPOMOOTHTHYHA/ QROPHHOTHTHYHA TepanvA: NPH MALMEHTH HAJ, 75-roAHIIHA BBE3pacT
Knonuaorpes Tpadea fa ce 3ano4yHe He3 HaToBapBalla 1034.

[1pv nauuenTH, nomnoxenu Ha mepeudHa PCl v npu naunenTty, noanoxenu na PCI noseue ot 24
yaca ciel nojiyyapade Ha (pHOpHHONHTHYHA TEPATTHA:

- Ilpu maunenTy Ha se3pact > 75 roauuu 600 mg LD tpabea aa ce npuiara ¢ NOBUILEHO
BHUMaHKE (BX. TOUKa 4.4).

Heouampuuna nonyaayus

Kionuaorpen He tps0Ba ga ce npunara Ipy Aeua Iopagd CboOpaKeHUs OTHOCHO eQHKACHOCTTA (BiK.
TO4Ka 5.1).

bvbpeuno yspexcoane
TepaneBTHYHUAT ONUT € OrpaHHY4EH NpH NaUHeHTH ¢ OpOpevuHo yBpexaaHe (Bx. Touka 4.4).

Hepuoopobuo yvapexcoane
TepanepTHYHUAT ONHUT € OrpaHUYEeH NPH TAMEHTH ¢ YMEPEHO H3PA3E€HO YEPHOAPOOHO 3a00M9BaNE,
MPH KOUTO MOXE Jla HMa XeMOparuyHa auaresa (Bx. Touka 4.4).

Hauun ga opunokenue
3a nepopasHO MPUNOKEHHE,
Moske na ce npuiara csc wid 0€3 XpaHa.

4.3 IlpornBonoka3zanns

. CBpPBbXYYBCTBUTEIHOCT KbM aKTHBHOTO BELLECTBO MJIH KbM HAKOE OT MOMOUIHHTE BELIECTBA,
ONMHMCAaHU B TO4KA 2 WIH ToYka 6.1.

. Texko yepHoapoOHO yBpeXKAaHe.

o AKTHBHO NaTONIOTHYHO KBPBEHE KaTO NENTHYHA A3Ba W HHTPaKpaHHAIIHA XeMOparvs.

4.4 ChneuMaJHH NpexynpeKIeHHA H NPeANA3ZHH MeDKH NPH yHoTpeda

KbpBene ¥ XxeMaTONOrHYHW HAPYIIEHHA
[lopanu pHCK OT KbpBEHE M X€MAaTONOTHYHH HEXKETAHH JICKAPCTBEHK peaklHH, BeaHara TpadBa na ce

B3EeM€ NPEOBHI OTIPEASASHETO HA KPhBHATA KAPTUHA W/HJTH IPYTH NOAXOIALM H3CAEABAHNA, B CITyYyaH
Ha MOABa Ha KJIMHHYHH CHMIITOMH, HACOYBAIIY KBbM KBPBCHE 10 BpEME Ha JIEYEHHETO (B
[Tono6Ho Ha npyrn anTHTpOMOOTHYHE cpencTBa, KITonuaorpen Tpabsa Aa ce npuna
PR MMALHEHTH, KOKTO MOXe 14 €a M3IOKEHH Ha OMACHOCT OT YCHJICHO KhpPBEHE MO
XHUPYPrHYHA UHTEPREHLUHA UTH JAPYTH TTATOMOTHYHH ChCTOSHHA U NPH [TALMEHTH,
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xenapuH, rmokonpotenH [Ib/11la unxuGuropu vmH HeCTepONIHH NPOTHBORB3NATHTEHH JICKAPCTBA
(HCIIBJI), eemouutenno COX-2 MHXHOHTOPH MTH CENeKTHBHY HHXHOHTOPH Ha 06paTHOTO
saxpaluaHe Ha cepoTonrBa (SSRIs), win cunHH HHIykTOpH HA2 CYP2C19 MM Apyru I€KapCTBEHH
POy KTH, CBBP3aHH C PUCK OT KbPBEHE, KaTo MeHTokcuiuH (BxK. Touka 4.3). Ilopanu nopHILIEHHA
PHCK OT KPBBOM3/IHB, TPOHHATA aHTHArperanTHa Tepamus (kiomuporpen + ACK + gunupriaamon) 3a
BTOPHYHA MPOQMIAKTHKA HA HHCYAT HE CE NpenopbYBa NPy NaUHEHTH ¢ OCTBP HekapauoeMOomieH
HCXEMMYEH MHCYIIT HIIH MIPEXOIHA HCXeMHUYHa aTaka (BkK. Touka 4.5 u touka 4.8). [Tauuenture Tpsabdsa
Ja Ob1aT BHUMATENHO HA0MOJABAHH 32 IPU3HALIM HA KbpBEHE, BIUIKOUHTETHO H OKYJITHO KbPREHE,
0CO0EHO Mpe3 NbPBUTE CEAMMIK Ha IEUEHHETO WHIH C1el HHBA3HBHH KapAMOJOTHYHH NPOLEIYpH
HH Xupyprya. EqHOBpeMEeHHOTO NPUTOXKEHHE HA KIONMUAOrPeN ¢ NeEPOPATHH AaHTHKOAry/JAHTH He Ce
NpenopbUBa, Thil KATO MOXKE J1a YBEIHYM HHTEH3HBHOCTTA Ha KbpBeHe (BXK. Touka 4.5).

AKO NauMeHTHT NOANEKH HA IUTAaHOBA ONEpalua H AaHTHATPETAaHTHHUAT €(PEKT € BPEMEeHHO HEeXKENaH,
KJlonuaorpen Tpabea Aa ce cripe 7 AHA Npeay XUpypriuuHarta untepseHuua. [launenrure tpadsa na
HHQOpMHpAT JleKapuTe 1 3p00JIeKapuTe, Ye NPHEMAT KIOMHOOrPeN Ipeay HacpouBaHe Ha XHPYPruvHa
MaHHITy1auus U Npely NPpUEMaHeTo Ha HOB JIEKapcTBeH npoaykT. Kionuaorpen yapmxasa BpeMETO
HA KBPBEHE W TPAORA /1a ce NPHIIara ¢ BHUMAHHE NP MAUMEHTH, KOUTO HMAT HApYIISHMS, CbC
CKIIOHHOCT KbM KbPBeHe (CIEeLHATHO CTOMALIHO-YPEBHH H BLTPEOYHH).

[MaupeHTHTE TPAOBA 12 OBAAT YBEAOMEHHM, Y€ BPEMETO 32 CIIMPAHE HAa KBEPBEHETO € I0-
MIPORBHKUTEIHG OT OOWYARHOTO [IPH NIEYEHHUE C KINOMUIOrpes (CaMoCTOATENHO HIH B KOMORHALHSA C
ACK), a Te oT cBost cTpaHa TpAOBa A2 KHPOPMHPAT CBOSA EKap 33 BCAKO HEOOHYAaHHO KbpBEHE
(nokanuzauUs WIK MPOABL/HKUTEIHOCT).

Ynorpebara Ha kionkaorpea 600 mg HaroBapeala 103a He ¢e MpernopLYBa NpH NAlHEHTH C
OCTBP KOpOHapeH cunapoM 63 enepald Ha ST-cerMeHTa W Ha Bb3pacT =75 FOJHHH MOpajH
MOBHLIECH PUCK OT KbPBEHE IPH Ta3M NOIyJalus.

I[lopanu orpaHudeRuTe KIMHHYHH JaHHU NPH MaUMEHTH Ha Bb3pacT > 75 roguus cbe STEMI PCL u
NIOBHILIEH PUCK OT KbpBeHe, ynorpebata Ha HaTOBapBaila ao3a Knonugorpen 600 mg tpabdsa 1a ce
OOMHCITH caMO clie/l HHAHBHAYANHA OUEHKA OT JIEKapA Ha PUCKA OT KbPBEHE NPR MallMEeHTA.

TpomOoTdHa TpobouuronedH4Ha nypoypa (T T11)

Crny4dan Ha TpoMOoTHUHA TpoMOOUHTOIEHHYHA My prypa ( TTII) ca noknaaBaHK MHOTO PAAKO Clen
ynotpeda Ha KIONHAOIPeN, MOHAKOra 4 Clel KpaTKOTpaHo neueHue. Ta ce XapakTepH3npa C
TPOMOOUMTONEHHR B MUKPOAHTMOMATHYHA XEMOJIMTHYHA AHEMHA, MPUIPYKECHA ¢ HEBPOIOTUYHU
u3MeHeHus, 6uOpeuna nucdyuuus unu pedpunurer. TTI e noTeHumanHo $aTanHo CLCTOSHHE,
H3HCKBaWwo OBp30 NcUeHHe, BKIKYUTETHO nna3sMadepesa.

[Ipunobura xemodunus

Hma crobiuenus 3a npugodbuta xemodunua cieg ynorpeda Ha xiiondaorpen. B cimydan Ha
MOTEBHPASHO W30IHPAHO YABLMKABAHE HA AKTHBHPAHOTO NAPUMAIHO TpombGonnacTuHoBo Bpeme (aPTT)
cbC WM Oe3 KbpBEHe, TpA0Ba Ja ce HMa MpeARun npHao0ouTa xeMmodwus. [lanHeHTHTE ¢ MOTBBPOCHA
AHArHo3a npuaodura xemohunus TpaodBa da ce Had/MmoAaBaT H JIEKYBAT OT CTIEHATHCT U
MPHIOKEHHETO HA KJIOMHAOrpen TpaAOBa 1a ¢ NPEYCTAHOBH.

CKOpOIIEH HCXEMHYECH HHCYJIT
3anousane na mepanuama
- 1lpv naumentu ¢ ocTep Jiek IS wn ¢ TIA ¢ yMepeH o0 BUCOK PHCK, IBOHHATA
anTHpoMOouurHa Tepanys (knonuaorpen 1 ACK) tpadBa ga 3aroyHe HE NO-KbCHO OT
24 vyaca ciea HayaJloTo Ha CeOUTHETO.
- Jluncear favHW OTHOCHO CHOTHOLICHUMETO TION3a-PUCK NPU KPaTKOCPOYHA ABOH

b =" T 1 L
L r;r: .:'__ Tew Tl I_'.-"_.l._-" l. :
caMo ciieql MbpBUTE 7 AHY OT ChOUTHETO. T N e \

4 \‘:'Ll ' iﬁ o



Hayuenmu c IS, koumo we e aex (NIHSS>4)
TMpenBun MUICaTa HA JAHHH, HE CE€ MPENOPBYBa U3MON3BAHETO Ha ABOIHA aHTHTPOMOOLIMTHA
Tepanus {Bx. Touka 4.1).

Ckopowen ek IS unu TIA ¢ ymepen 00 8UCOK PUCK Npu RAYUCHMIY, 30 KOUWMO € NOKA3AHA Wil
WIQHUPARQ HHMEPBEH Y
Jlunceat JAHHH B NOAKpPeEIa Ha H3NMOM3BAHETO HA NBOHHA AHTHTPOMOOLIMTHA TEPANHA NIPH
[IALMEHTH, 32 KOWTO € TIOKA3aHO JieYeHue ¢ KapOTHIHA eH/IaPTCPEKTOMHEA HIIH HHTPABaCKYJIapHa
TpOMOEKTOMMA, WIH TIPH NMAaUUEHTH, INTAHHPAHHU 3a TpoMOOIH3a UIIH AHTHKOAry/TaHTHa TEparus.
B Te3m cHTyalluu HE ce npenopb4uBa ABOHHA AHTUTPOMOOLHTHA TEPANHA.

Luroxpom P450 2C19 (CYP2C19)

dapmakoreneTrka: [1pu naunenture, xouto ca ciaadu CYP2C19 meradbonusatopn, K1onMaorpes B
IpenoOpbUMTETHUTE A03U 00pa3yBa No-MaNko OT aKTHBHHS MeTa00IHT Ha KIONHIOTPesl U HMA No-
ManbK ehekT BEPXY TpoMOouHTHATA (hyHKUHA. CHIIECTRYBAT TECTOBE 33 KACHTHPHLIKPAHE Ha
CYP2C19 renorrna Ha nauuenra.

Tsii KaTO KNOMUAOrpen ce MeTabonu3Inpa YaCTHIHO 0 CBOA akTHREH MeTtabomut ot CYP2CI9,
yrnotpebara Ha IEKaPCTBEHU NPOAYKTH, KOHTO HHXHOUPAT akTHBHOCTTA HA TO3H €H3HM, CE 0YaKBa Ad
OOBEE JI0 MOHIDKEHH NEKAPCTBEHH HUBA HA aKTHBHHA MeTaDOJIUT Ha Kionuaorpen. KIMHHHYHATA
3HAYHMOCT Ha TOBa B3auMoJelicTeie e HenzacHeHa. KaTo mpeamna3Ha Mapka He Tpa0Ba ja ce
M3M0I3BAT €IHOBPEMeHHO CHiHM WK ymepeHu CYP2C19 uuxuburtopu (BXx. Touka 4.5 38 CIIHCHK HA
CYP2C19 yuxuObHTOpH, BXK. CBIIO TOUYKA 5.2).

Ynorpefata Ha IeKapCTBEHH IPOAYKTH, KOWUTO HEIyUHpat akTHBHocTTa Ha CYP2CI19 ce odakpa 1a
AOBEIE 10 MOBHIIEHH HHBA HA AKTUBHUA METa0OJIHT Ha KITONMHAOrPEN H MOsKe a YBC/HYH PHCKA OT
kbpBeHe. Kato npeanazHa msapka Tps6Ba aa ce H304rBa chMbTCTRAUIATA YIIOTpeOa Ha CHJIHH
nHaykropu Ha CYP2C19 (Bx. Touka 4.5).

Cy6bctpatn Ha CYP2C8

Heo6xonuMo € rOBHIIEHO BHUMAHHE [TPH MallMEHTH, NEKYBaHU €AHOBPEMEHHO ¢ KIONUAOrpen 1
NEKApCTBEHH NPOARY KTH, cyOcTpaTu HAa CY P2C8 (BXK. Touka 4.5).

KpbCTOCaHa peaKTHBHOCT MEXAY THEHOMHPHAUHUTE

Ha nanuenTute TpabBa Ja ce cHeME aHAMHE3A 33 CBPBXYYBCTBHTETHOCT KbM THECHOITHPHAHHH (KaTo
KMOMMAOIPeN, TUKIONUINH, TIPacyrpen), Thi KaTo c€ cho01IaBa 3a KPBCTOCAHA PEAKTHBHOCT MEXIY
THEHONMUPHUIOHMHUTE (BK. TouKa 4.8). THeHONUPHUAWHUTE MOraT A4 MPHUUUHAT JIEKH 10 TESKKH
aNepruYHu peakiuu, KaTo 0OpHB, aHTHOCAEM HIIH XEMATOJIOrMMHH KPBCTOCAHH PEaKIMH, KaToO
TpﬂMﬁOIJ,HTOHEHHﬂ H HCYTPOIICHHA. nauHEHTH, KOHTO €3 pa3BHIIH IIPCIHUIHA anepruiHa pCakiHA
H/WUITM XeMaTONOTHYHA peaklMs KbM eIdH THEHONUPHUOUH, MOXKE 1a HMAT IIOBHLUEH PUCK OT Pa3BUTHE
Ha ChINATa MK APYTa peakuus KbM Apyr THeHonupuauH .IlpenopsuBa ce HabmoAeHHE 3a MPH3HALH
HA CBPBXYYBCTBHTEJIHOCT NMPH NAUUECHTH ¢ U3BECTHA aNepPrus KbM THEHONUPHIHMHH.

bubpeuno yppexnane
TepanesTuuHHAT OMUT NpH MaLHEeHTH ¢ OBOpeuHO yBpexkaaHe ¢ orpanuved. CneaoBarTe/lHO NpU
TaKWBa MALKMEHTH KIONUIOrpeN ce Mpuara ¢ NOBHIIEHO BHUMAHKE (BK. Touka 4.2).

YepHoapoOho yepexaaHe
OnUTHT € OrpaHA4EH NPH MALMEHTH ¢ YMEPEHO #3pa3eHo 4epHOApo0HO 3adonaBaHe, KOHTO MOraT Ja
MMaT XeMoparuyHa avaresa. [1o Taszy npuunHa wionuaorpen TpAdBa aa ce mpuiara ¢ NOBHILIEHO

BHUMAHHE NPU TA3MW NOMydauua (Bx Touka 4.2).




[ToMOUIHY BellIeCTBA

Tpombekce chabpxa nakTo3a. [TanHeHTH ¢ pegKH HACJESACTBEHH NPOoOIeMH Ha ralakTo3Ha
HETIOHOCHMOCT, 001LA TAKTA3HA HEAOCTATEYHOCT HWIH [IOKO30-TAIAKT03HA ManabcopOuus, He TpadBa
Aa MPpHEMAT TOBA [IEKAPCTRO.

To3u nexapcTBeH NPOAYKT ChAbPXKa XHAPOTEHHPAHO PHLKHOBO MAcCJO, KOETO MOXe Ja [pHYHHU
CTOMALUHO PA3CTPOMCTBO U IHapHS.

4.5 B3axmoaeHcTBHE ¢ APYTH NEKAPCTBCHH MPOIYKTH H ApYrd GOpMH HA B3aHMOACHCTBRE

JlekapcTBEHM NPOOYKTH, CBBD3AHHK ¢ PHCK OT KEDPBEHE
ChuiecTBYRa MOBUIIEH PUCK OT KbPBEHE MOpalK MOTEHUHANHUSA agUTHBEH €eKT. ENHOBpeMEHHOTO

NPUIIOKEHHUE HA NEKAPCTBEHH IIPOAYKTH, CBBP3aHH C PHCK OT KbpBeHe TpaOBa 1a ce W3BhPLIBA C
NOBUILEHO BHUMAHHUE (B:K. ToUuKa 4.4).

[lepoparnu anmurxoazynanmu

EnHoBpeMEHHOTO NPHIOKEHHE HA KIIONHAOTPEI C AEpPOpaliHK aHTHKOATrYJIZHTH HE C€ MPCIIopbUBa,
Thii KATO MOYE 14 YBEMHYH WHTEH3HBHOCTTA HAa KbpBeHe (BX. Touka 4.4). Bonpeky, ue
NPHWIOKEHHETO Ha KIIONHACTPeNT 75 mg/nHeBHO He npoMeHs (papMakOKHHETHKATa Ha S-BapdapuH WiH
Mexnayuapoanoro Hopmanusupano CrorHouwieHue (INR) npu naupeHTy, IoTy4aBaniu
MPOAB/DKHTENHA Tepanus ¢ BapdapyH, €IHOBPEMEHHOTO NPWIOKEHHE Ha KIONUAOTpe ¢ BappapHH
MOBHINABA PHCKA OT KbPBEHE NOpaaH HE3aBHCHMH S(JeKTH BbpPXY XEMOCTA3ATA.

Imioxonpomeun I1b/I1la unxubumopu
Knonuaorpen tpadea ce npunara ¢ NOBHIIEHO BHUMAaHUE [PH MMALKEHTH, KOUTO IIPHEMAT
eqHoBpeMeHHO riokonporent [Ib/ITla nExubuTopy (Bxk. TOuka 4.4).

Ayemuncanuyuiosa kuceauna (ACK)

ACK He npomeHs knonuaorpen-MeIuapaHaTa #rxuonnus Ha AJID-uHgynMpanatTa TPOMOOLIHTHA
arperaius, Ho knonumorpen ycunsa edexta Ha ACK BepXy KoJareH-HHAY [ApaHaTa TpoMOOUMTHA
arperanua. EnsoepeMetHoto npuioxkenue Ha S00 mg ACK aBykpaTHO JHEBHO 3a €/JMH JICH 00aye, He
YABIDKARA 3HAUHTETHO BPEMETO Ha KbPBEHE, IIPeIH3BHKAHO OT JIEUSHHETO ¢ KAonuaorpesl. Bx3MoxHo
e hapMaxkoAUHaMHYHO B3aumoaeicTere Mexny wromuaorpen v ACK, koero ysenHyapa pucka ot
kbpBeHe. ClienoBaTeHO, eHOBPEMEHHATA WM ynoTpeba TpaOBa a CTaBa C MOBHUICHO BHHMAHHE (BK.
Touka 4.4). Benpexu Tosa knomiaorpen ¥ ACK ca nprnaraiu eIHOBpEMEHHO A0 €IHa FOIHHA (BX.
TO4Ka 5.1).

Xenapun

B kIMHHYHO ITpOY4YBaHE NPH 3paBRH XOpa KNOMUACTPE HE HAJIara NpoMAHA Ha [03aTa Ha XelmapuHa,
HHTO NPOMEHA edeKTa My BbpPXY Koarynauuara. EXHOBpeMEHHOTO NPHIOKCHHE C XEMapHH HE €
10BeSI0 10 eeKT BbPXY NOTHCKAHETO Ha TPOMOOUMTHATA arperauns npeau3BUKaHo OT KIOTIHAOTpeil.
BB3MOXHO € DapMaKOAHHAMUYHO B3aUMOAEACTBHE MEXXTY KIOMMAOIPES U XEMAPHH, KOETO
YBEIH4YaBa PHCKA OT KbpBeHe. ClemoBaTenHo, eJHOBpEeMEHHATa MM ynoTpeba TpAOBa /1a cTasa ¢
MOBULUCHO BHUMaHKE (BX. TOuKa 4.4).

Tpomborumuyu

Be3onacHOCTTa HAa eTHOBPEMEHHO TIPHIIOKEHHE HA Knonunorpen, GUOpuH 1in He-GpuOpHH
cnenupuEH TPOMOOTUTHUHY ArEHTH U XENapHH ¢ OUCHEHA NPH NMAMEHTH ¢ OCThp MHOKapAeH
HH(apKkT. HecToTaTa Ha KNTMHHUYHO 3HAYMMOTO KbPBEHE ¢ GH/Ia CXO/IHA € Ta3H, HaO/II0aaBaHa Mpu
€XHOBPEMEHHO TPHIOKEHHE Ha TPOMOONMHTHYHM areHTH ¥ XermapuH ¢ ACK (Bk. Touka 4.8).

Hecmepoudnu npomusosvanarumennu cpeocmea (HCITBC)
B KNMHUYHO NIPOYYBAHE MPOBEJSHO NPH 3APaBH A0OPOBONLH, €AHOBPEMEHHOTO MPHIOKEHHUE
KJIOMHIOTPEN U HAPOKCEH MOBUIIABA OKYJITHUTE CTOMAILIHO-YPEBHU KPbBOM3MUBH. I10 ]
npoy4yeaHHa 3a BzauMoseicTena ¢ apyrd HCIIBC o6aue, monactosmeM He € SCHO I
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BIJTFOUUTEHO COX-2 HHXHOUTOPH, U KJIONKUIOrpen TpadBa Ja ce npiiaraT €JHOBPEMEHHO C
[IOBHIIEHO BHHMaHKE (BX. Touka 4.4).

Cenexmugnu unxubumopu na obpamnomo saxeawane va cepomonuna (SSRIs)
Twit kato SSRIs noBmusiBaT TPOMOOLUMTHATA aKTHBALKHA U NIOBUIIABAT PHCKA OT KBPBEHE,
eIHOBPEMEHHOTO puioxeHue Ha SSRIs ¢ knonuaorpen TpsadBa fa cTaBa € MOBUIUCHO BHHMAHHE.

ro ChIbTCTBALLO JICYEHUE

Hnoykmopu na CYP2C19

Tit kaTo Knonumorpen ce MeTaboNu3Mpa 10 HEroBUA aKTHBEH MeTaboNHT wacTHyHO oT CYP2C19,
04YaKBa ce yrnoTpebaTa Ha NneKapCTBEHU MPOAYKTH, KOMTO HHIYUHpaT aKTHBHOCTTA HA TO3H €H3HM, 12
O0Bede 0 MOBHIICHH HHBA HA AKTHBHHA META0ONIUT Ha KITIOIMAOTPeL

Pudamnuuun curro naayunpa CYP2C19, koeto Boau kakTo no NoBUIICHH HHBA HA AKTHBHHA
MeTabonnT Ha KIOMUAoTpeN, TaKa U 10 HHXUOHUpaHe Ha TPOMBOLMTHTE, KOETO B YACTHOCT MOXE /1A
YBEJIMYH PHCKa OT KbpBene. KaTo npeanasna Mapka tpabea a ce u3bArea ChbTCTRALIATA YIOTpeOa
Ha CHIHY HHOYKTOpH Ha CYP2C19 (k. Touka 4.4).

Hrxubumopu na CYP2C19

Tbii kaTo KomHIorpen ce metabonusnpa YactHaHo 0T CYP2C19 no HEroBHs aKTHBEH MeTa0O0JTHT,
O4YaKBa Ce ynorpedara Ha NTeKapCTBEHH NMPORYKTH, KOUTO UHXUOHpAT aKTHBHOCTTA HA TO3H €H3HUM, 1A
AOBeae 00 MOHIDKEHH IEKAPCTBEHH HHBA HA aKTHBHESA MeTafonut Ha knonuaorpen. Knudyunara
3HAYMMOCT HA TOBa B3aUMONeHCTBHE e HensscHeHa. Karo npeanasqa Mapka He TpsabBa na ce
H3NOI3BaT eaHoBpeMeHHo cuwiaH wiu yMepeuu CYP2C19 uaxuGuropH (BXK. ToukH 4.4 1 5.2).

JlekapcTReHHTE TIPOOYKTH, KOHTO Ca CUITHH WK yMepeHH uaxudutopu Ha CYP2C19 sxmousar
HalpHMep OMETIPa3o/l H e30Menpa3o, payBokcaMuH, (TyOKCETHH, MOKIOOEMH, BOPHKOHA30,
Ty KOHA30J1, TUKIIONIHAKH, KapOaMasenuH U edaBHpeHL.

Huxubumopu na npomonuama nomna (PPJ)

Omenpason 80 mg BeIHDBK AHEBHO, MPHIIOKEH 10 €IHO H CHLIO BpeMe ¢ KIONHAOrpel Wi ¢
HHTEpBAI 0T 12 yaca MexIy MPUIOKEHHETO HA ABETE JICKApPCTBA, HAMAIABA €KCNIO3UUWATA Ha
aKTHMBHUA MeTabonuT ¢ 45% (naTosapBaiua gosa) v 40% (romabpxawia ao3a). HamaneHuero e
CEBp3aHo ¢ 39% (HaTopapsalua A033) K 21% (nomaep:kaia no3a) noHmkKagaHe H3a HHXHOHPAHETO Ha
TpoMGOUHTHATA arperauus. Ouakea ce £30Menpa3of Ja NoKa3ga nogoGHO B3IaUMOREHCTRHE C
KMOTIMAOTPET.

Crbo01LaBaHH ca POTHBOPEYMBH AaHHH OT KITHHHYHHUTE 3aKMOYCHUS 3 TOBa (JapMaKOKHHETHYHO
(PK)/PpapmakonnHaMuino (O]]) B3aUMOJISHCTREE OT FJIeHA TOYKa HA 3HAYHMH CHPASHHO-CHAOBH
CHOUTHA U 0T 00CEpBAUMOHHH H OT KIIHHUYHHA npoy4sanud. KaTto npeanaina Mapka He TpAORa na ce
M3IIOJI3BAT HOBPEMEHHO OMENPA3ON HWIH €30Menpasol (Bxk. Touka 4.4).

Habmonaeauo € no-cnabo H3pa3eHo NOHWKEHUE Ha METAGONHTHATA €KCIIO3ZHIMS € ITAHTOMPa3 O WIH
navzonpa3soi. IlnasMeHnTe KOHUEHTPALIME HA aKTHBHHA MeTabonuT ca MOHKeHH ¢ 20%
(HaToBapeaiua 103a) u ¢ 14% (moaabp:kaiia 103a) Mo BpeMe Ha ChbIIBTCTBALLO EYESHHE C MaHTONPas3on
80 mg Beaubk aHEBHO. TORA € CBBP3AHO C NOHMWKEHHUE HA CPeIHOTO MHXUOUpaHe Ha TpOMOOUHMTHATA
arperauus ¢ 15% u 11% cwotBerHo. Te3n pesynTaTd IOKa3Bar, Y€ KIOMHIOTpen Moxe aa Obae
[IPUAATaH ¢ MMaHTOIPA30]l.

Hama pokazarencrea, ye ApyrH JIEKapcTBEHH NPOXYKTH, HAMAJIABALIY CTOMAIIHATA KHCEITMHHOCT Kato
H: Gnokepute Wnu aHTHALKMAMTE MOBMHARAT AaHTHTPOMOOLMTHATE AKTUBHOCT HAa KIIOMKUIOTPRN.

Anmupemposupycra mepanua (APT), kombunupana ¢ ghapmarkoxunemuien eHxancep
[TauuenTu ¢ HIV, nexysanu ¢ antupeTpoBHpycHa tepanus (APT), koMOHHHPaHa C
bapMakoKUHETHUEH eHXAHCEP, Ca H3JTOKEHH Ha BUCOK PHCK OT CHROBH ChOUTHSL.
HaGmogasata e 3HaYMTEIHO HAMalleHa TpoMOOoUMTHA HEXUOHIUA npu nauueHTi ¢ HI
APT, noacunena ¢ pUTOHABHp KHITH KOOMUHCTAT. Bhnpeku Ye KIHHHYHOTO 3HaUEH
¢ HECHUT'YPHO, UMa CMOHTAaHHH choOIerna 3a HIV-uHdekTupanu nauueHTH, €KY
NOJACH/IEHA C PUTOHABUP, KOUTO €A MMOJIYUYHIH [IOBTOPHH OKITYy3UBHH CBOHTHA CII




NPOXO/IMMOCTTA, HITH Ca NpeTbpnend TpoMOOTHYHH CHOMTHA NP HATOBAPBAILATA CXEMA Ha JICYCHUE C
knonuaorpes. CpeaHara TpoMOOUMTHE HHXHONLMA MOXeE J1a Ob€ HAaMaleHa NMPpH ChbNBTCTBAallA
yrorpeda Ha KIonUIorpen H puTonasyp. Clie1oBaTeHO, ChIIbTCTBALATa ynoTpeda Ha KIonuaorpen
¢ moacuneHH APT Tepanuy He ce npenopbyBA.

Z ! PYTH JICKAPDCTBCHH MPOIYKTH

3a npoy4BaHe Ha MOTEHUMATHH (papMakoTHHAMHYHH U PapMaKOKHHETHUHH B3aMMONEHCTBUA HA
KJIOMUAOTPEN M PYTH ChITBTCTBAILM NEKAPCTEEHH NMPOIYKTH, €3 POBeIeHH 3HAUHTENEH Opoi
KIHHHYHHK npoyuBanua. He ca HaGmonasanu KAMHIYHO 3HAYHMH (papMaKoJHHAMHYHH
BIAUMOAECHCTBYS KOTaTo KIOMUAOIrPeN € MPUaral ¢AHOBPEMEHHO C aTeHONOJ1, HU(EIUNKUH, WIH C
aTeHonon U HUdenunuH 3aeado. GapmakoauHaMHYHATA AKTHBHOCT Ha KJIIONHAOIPeN HE ¢ NOB/THABA
3HAYUTENHO MPH € THOBPEMEHHO OpUiIcmKkeHHe ¢ henodapOHTA HITH eCTPOreH.

®apMaKOKHHETUKATA Ha JUIOKCHH MM TEOQHIHH HE CE MPOMEHA OT €AHOBPEMEHHO NPHJIAraHe Ha
KNOMAI0TpeNl. AHTHALKMAXTE HE MMPOMEHAT CTENEHTa Ha aOCopOLHA Ha KIOoNHAOTpedl.

Naunn ot npoyuysaneto CAPRIE noka3ear, 4e PEHUTOMH M TONOYTAMH, KOUTO c€ METa0ONAH3HUPAT OT
CYP2C9, morar 6e30macHO Ja ce npuiarat eQHOBPEMEHHO ¢ KIIOMHAOrpeT.

Jlexapcmeenu npooyxmu, cybcmpamu na CYP2C8

IMokasaHo e, Ye KNOTMHAOTPE/ NOBUILABA EXCIIOIHLIMATA HA PENaTrIHHK NPH 34paByu Ko0poBoIILN. In
vitro IpOyYBaHNA NOKA3BAT, Y€ MOBHIIABAHETO Ha EKCIIO3HUMATA HA PENArjMHUA ¢€ Ib/DKK Ha
nHXHOHpane Ha CYP2C8 ot mokypoHoBHS MeTabONHT Ha knonuporpe. [lopaau pucka ot
MMOBHINIABAHE HA ILIA3MEHHUTE KOHIUEHTPALUH, €AHOBPEMEHHOTO MPHIIOKEHHE HA KITOMUAOTPeIl K
NEKAPCTBA, KOUTO Ce eTHMHUHHUpAT npeauMHo upes CYP2C8 metabomuspm (Hamp. penarniiui,
MaKIuTaKcen), TpAOea Ia ce mpeanpueMa ¢ MOBHILEHO BHUMaHUE (BXK. TouKa 4.4).

OcBeH HHGOPMAUHATA 32 CEUA(UYHHTE NEKAPCTBECHH B3aUMOACHCTBHS IIpeICTaBeHa 110-rope,
MPOYYBaHUA 32 B3AHMOEHCTRHS C KIIONHAOTPEN H HAKOU APYTH JIEKAPCTBEHH MPOAYKT, NPHUIaraHy
YeCTO NPH NAUMEHTH C aTepoTPOMOBOTHYHE 3a00NABaHUS He ca NpoBexaaHH, [launenTuTe, y4acTBaIun
B KIIMHHYHUTE NPOYYBAHHA ¢ KIOMHIorpen ofaue, ca noTy4yaBaiH roaaMm Opoi CeNBTCTBALIM
MeKapcTBEHH NPOAYKTH, BKIIOUBAIIY THYpeTUliH, Oeta OnokepH, ACE-HHXHOHTOPH, KalllHeBH
AHTArOHUCTH, XOJIECTEPON MOHKKABALLH JIEKAPCTBA, KOPOHAPHH BA3OAMIATOPH, aHTHAHA0ETHH
feKapcTRa (BKIIOYHTENHO MHCYNHH), AaHTHEIIKNENTHHH JekapcTea, 1 GPIIb/IIla antaronncth 0e3
A0KA3aTENCTBA 3a KIIMHUYHO 3HAYMMHE HE)KEJIaHH B3auMOJCHCTBHA.

Kakto 1 npu gpyru nepopandm P2Y 12 HHXHOUTOPH, €eTHORPEMEHHOTO NPHIIOXEHHE HA OMHOHIHH
arOHHCTH UMa MOTeHUHA Ja 3a0apy M HaMany abcopOLuATa HAa KIONKAOrPE/ BEPOATHO MOpPaaH
3a6aBeH0 M3Npa3BaHe Ha cToMaxa. KIIHHHYHOTO 3HaYeHWe He e u3BecTHO. TpabBa 1a ce oOMHUCIH
ynorpefara Ha mapeHTepanHo aHTHTPOMOOLUTHO CPEACTBO NMPH NALWEHTH C OCTHP KOPOHApPEH
CHHAPOM, H3UCKBALIH €IHOBPEMEHHO NPIIIOKEeHHE Ha MOPQHH WIH APYTH ONUOHIHH ATOHHUCTH.

4.6 @epTHAHTET, OpEMEHHOCT N KbPMeEHe

bpemenHocT

ITopanu nunca Ha KNHHAYHU J2HHH OTHOCHO €KCMO3HIMATA HAa KIORKIOTpell N0 BpEME Ha
OpeMeHHOCT, 3a IPEANOYNTaHE € KaTe NpeAna3Ha MpKa Aa HE C€ H3MO/3Ba KNOpHIOTPER N0 BpEME HA
OpeMeHHOCT.

[Ipoy4uBaHHA NPH KUBOTHH HE ITOKA3BAT MPAKO WK HENPAKO BPEAHO BE3ASHCTBHE BBPXY
6peMEHHOCTTA, eMOPHOHATHOTO/(DeTAIHO Pa3BHTHE, PAXKIAHETO WIH MOCTHATANHOTO Pa3BHTHE (BXK.
TOYKA 5.3).

Ktpmene
He e u3BeCcTHO TATH KJIOTIHAOTPEN C& eKCKpeTHpa B KbpMata. [IpoyysanusaTa npu
ye KIOMMIOrpEeN ce EKCKPETHPA B KbpMaTa. Kato mpeanassa MApka, KbpMEHETO
MpoasIKaBa 110 BpEMC Ha JCHCHHETO C TPDM'GEKC.
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D epTHAUTET
[TpoyusaHna NpH >KUBOTHH HE €A IOKA3AIH, Y€ KIONHAOrpes MoBJIRABA (PSPTHIIHTETA.

4.7 Ed¢exTH BRpPXY c10COOHOCTTA 3a odpupane H padora ¢ MAIHNY

Kionuaorpe He HOBIHABA HIIH MOBIHARA TIpeHeOpPekUMO CrtocofHOCTTA 32 INodHpaHe U padoTa ¢
MAallIHHH.

4.8 Hexenanu NekapcTBEHH PeAKIHH

O6o0wenre Ha npoguaa Ha Ge3onacHoCT

Be3zonacHocTTa Ha KnonMaorpen € 6una ongHeHa npd nosede ot 44 000 natMeHTH, KOWTO ca
YYaCTBAIM B KITHHHYHK [IPOyYBaHusA, BKmousamy Hax 12 000 mauueHTH, NEKyBaHd 3a | roqnHa Ui
noeewe. Karo wsno, knonuaorpen 75 mg/nHeero e cpasHuM ¢ ACK 325 mg/nuesno B CAPRIE
HE3aBHCUMO OT BB3PACTTa, 0JIa U pacata. KIMHWYHO 3HAYMMHUTE HEXENaHH JICKAPCTBEHU peaKLHK
Habmonasanu B npoyusanHata CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A ca 0obcsacHH
no-pony. B pomeiiHeHHe KbM OMUTA OT KIMHUYHUTE NPoYYBaHKA, HEXKETaHH IEKAPCTBEHH pEaKUUHU Ca
CbOOLIABAHU U CIIOHTAHHO. |
K®pBeHeTo ¢ Hail-uecTo cpo0IlaBaHaTa peakl U KaKTO ITPH KIIMHUYHUTE NPOYyYBaHHA, TAKa U NPH
MOCTMAPKETHHTOBHSA OMHT, KBAETO € ¢hoOIaBaHa Hal-uecTo Npe3 MbPBHA MECEI] HAa ICUCHHETO.

B CAPRIE, npn nauyedty Nekysadu ¢ kiomuaorpen wid ACK, o6iuara uectoTa Ha KbpBeHe € 9,3%.
YecToTaTa Ha TEXKHUTE CTy4aH e cXolHa npu kronuaorpen 1 ACK.

B CURE, e e Ha6monaeaH Mo-royiaM Opoii Ha ClIy4an HA MacUBHO KspBeHe ¢ knonuaorpen +ACK
npe3 NbpBUTE 7 JHK ClieJl KopoHapeH Oaifnac Mpu MauWeHTH, KOUTO Ca CIPEIH TEPanUsATa TOBEUE OT
[eT AHY fnpeau onepaudaTa. [IpH nawsmeHTH, ocTaHAIM Ha TEPallig B NpOALDKEHUE HA 3 IHH Clel
KopoHapHusa Gaiinac, 4ecToTaTa Ha caydaute e 6mna 9,6% 3a knomuaorpen +ACK, 1 6,3% 3a nnauedo
mo¢ ACK.

B CLARITY e na6nronasato o6io yBend4eHse Ha KbpBeHeTo B rpynata knonagorpen ~ACK
crpaMo rpynaTa Ha nnaueto nmoc ACK. Yecrorata Ha MACHBHO KbpBEHE IMPH FPYNHTE € CXOOHA.
Toea e HabnroasaHo M B NMOATPYIIHTE OT NALMEHTH, OTIpEaecHH M0 XapaKTePUCTHKH HA H3X0QHO

HHBO H BH/1A HA QUOPHHONMMTHYHOTO WU XENaPUHOBO JICYEHHE.
B COMMIT, o6uata yecToTa Ha HelepeOpanHO MACHBHO KEPBEHE Wi LepedpalHO KbpBeHE € HHCKA

M CXOOHA H FIPH JBETE rpyriu.

B ACTIVE-A 4ecrotara HA MacHBHO KBPBEHE € MO-BHCOKA B rpynara Ha xnomuaorpen + ACK,
OTKOJIKOTO B rpynata Ha miiaue6o + ACK (6,7% cnpamo 4,3%). MacHBHOTO KbpBeHe € OO MMaBHO
OT EKCTpaKpaHHalleH NpoM3X0oA B ABeTe rpynH (5,3% B rpynata Ha knonuaorpen + ACK, 3,5% 8
rpynata Ha wianedo + ACK), rasHo oT racTpo-uHTecTHHANHUA TpakT (3,5% cnpamo 1,8%).
HaGnrogaBano e npekoMepHO HHTPAKPAHHATHO KbPBeHE B rpynara Ha kmonugorpen + ACK cnpsamo
rpynara Ha nauedo + ACK (1,4% copsamo 0,8%, cwoteeTHo). He € HabmroaaBana CTaTUCTHYECKH
3HAYMMa pa3/KKa B yectoTata Ha datanHo kppsene (1,1% B rpynara Ha kionunorpen + ACK v 0,7%
B rpynarta Ha miauebo + ACK) u xemoparuien uucynt (0,8% u 0,6%, peCIeKTHBHO) MEXKIY ABETE

rpyIiy.

B TARDIS npu nauydeHTHTE CBC CKOPOIUEH HCXEMHYEH HHCYIIT, Ioy4aBalllH HHTEH3HBHA
aHTHArPETaHTHA TEpaNHa ¢ TpH JieKapcTBeHH npoaykta (ACK + wronuaorpen + DUNUpHAaMO),
YEeCcTOTaTa Ha KbpBeHe € OH/Ia [10-BUCOKA H KbPBEHETO € OUI0 MO-TEKKO B CPABHCHUE ¢ KIIOMUAOrpe
CaMOCTOSTENHO WK ¢ KOMOHHALIMA aUETUNCAIHLIIIOBA KHCEIHHA ¥ AKNHPUAAMOI (KOPUIHPaHO
obuzo OR 2,54; 95% CI 2,05-3,16; p<0,0001).

TabnuyeHn cNUCHK HA HeXeIaHUTE PeaKlIHN
Hesxenanu niekapcTBeHH peaKUMH HACTHIHIM 110 BpEME HA KIHHHYHHTE NPOYYBaHHA HIIH CHOOLICHH
CIIOHTARHO, Ca TIPeACcTaBeHy o-1oay. TAXHATa YecTOTa € ONpeaeicHa Bb3 OCHOBA HA CI€AHATa

KOHBeHLIH: 9ecTH (>1/100 go <1/10); veuectu (>1/1 000 10<1/100); peaxun (=1/10Q
MHoOro peakd (<1/10 000), ¢ HeussecTHa 4€CTOTa (OT HAMHYHKTE JAHHH HE MOXKE




oueHka). [1py BCcAko rpynHpaHe B 3aBHCHMOCT OT HECTOTATa, HEJKENAHHUTE PEAKLIHM CE H3bpoABar B
HH3XOAALL Pesl MO OTHOIWEHUE Ha TAXHATA CEPHO3HOCT.

Cucremo-
Oprasex KJaac

YeceTH

HevecTH

Peaxn

Mnoro peaks, ¢
HeH3BEeCTHA YecToTa*

Hapymenus Ha
KPBBTa H
auM(pHaT2
CHCTEMA

TpombouuTOnEeHNUS,
NIEBKOTIEHHA,
€O3UHOPHITHA

HeyTtponeHus,
BKJIIOYHTETHO
TEXKKa
HEYTPOIEHHA

TpomboTHUYHA
TPpOMOOUMTONICHHYHA
mypiypa (TTII) (Bx.
To4uka 4.4), annacrH4Ha
aHeMH4, TAHUHUTONIEHHUA,
arpaHyJIOLHTO3a, TEKKA
TPOMOOUMTONEHHA,
npuaoGuTa XeMod iU
A, rpaHyJIOUHTONCHHA,
AHEMHS

Crpaeynu
HapyiIcHHA

Cunapom Ha Kounis
(BazocnacTH4YHA
ajJlepriuHa
AHrHHa/anepruyeH
MHOKapAeH HH{(ApKT)
BBB BPB3Ka C peakuus
Ha
CBPBXUYBCTBHMTEIHOCT
KBM KJlOnHAOrpen®

HapyuieHus Ha
UMYHHATA
CHCTEMA

CepymHa Gonecr,
aHA(HIAKTOMIHH
peaKlUHH, KpbCTOCAHO
peaKTHBHA JICKapCTBEHA
CEPBX4YBCTBUTEITHOCT
MENKY
THCHOMUPHIAHHHTE
(kaTO THKIIOMUAWH,
nmpacyrpes1) (Bx. TOYKa
4.4)*,

HHCYJIHH AaBTOMMYHEH
CUHIPOM, KOHTO MOXE
[la NOBeOe 00 TeXKA
XHIOT THKEMHH,
ocoOeHo npu NauMeHTH
¢ HLA DRA4 noaTun
(IIo-YecT IIpH ANOHCKATA
momymatusa)*

[TeuxHuHu
HAPY LHEHHS

XamouHHaUHH,
00OBPKAHOCT

Hapywenus Ha
HEPBHATA
CUCTEMA

HMuTpakpaHnaiHo
KbpBeHE (ChOOLLIEHH
ca HAKOJIKO CITy4au
¢ (aTaneH uzxon),
rnaeodonue,
napecTe3us,
3aMagHOCT

HapyweHus BEB
BKYCOBHTE BE3IPHATHA,
areys3us

Hapywenns Ha
OYHTE

KpbBOH3/IHB B
OUMTE
(KOHFOHKTHWBATA,
OKOTO, PETHHATA)

10

H

1

- N
pERI)
- Tate

oL
-

v}

R

e - —
e



‘ar

Cueremo- YecTH HeuecTn Peaxu MHoro peaxs, ¢
OpraHeH Kaac HeH3BECTHA YyecToTa™
Hapyiienus na Bepthro
YXOTO U
JIaOMpHHTA
CoaoBu XeMaToM Cepuro3zna xeMopariis,
HapyLuIeHus KbPBEHE OT OI€PATHBHA
paHa, BACKyJ/IUT,
XHIOOTOHHUSA
Pecniuparophs, Enncrakcuc KpbBOM3IIMBU B
rpbJIHH U OMXATEJIHATA CHCTEMA,
MeIHaCTHHAIHH (xeMonTH3a,
HApYILICHHA GenoapodHa
XeMoparus),
OpOHXOCHA3BM,
MHTECTHLHATICH
MHEBMOHHT,
€03HHOQUITHA
MHEBMOHMS
CToMalno- CromMaiHo- CrOMallHa f3Ba H Perponepurode | CToMalrHO-ypeBHA U
4YpEBHH ypeBHa QyoAcHATHA A3Ba, AJIHA XeMOparuf | peTponepHTOHEaIHa
HapyIUeH!sA XeMoparus, racTpHrT, xeMoparus ¢ paranen
OHaAPHA, NOBPLUIAHE, M3XO0J, MAHKPEaTHT,
kopeMHa Donka, | rageHe, 3anexk, KOAUT { BKITIOYHTENHO
QHCMETICHA (aTyneHUuA A3IBEH WIH JMM(POLHTEH
KOMUT), CTOMATHUT.
Xemnaro- Ocrtpa uepHoapoOHa
OunnapHu HELO0CTATbUHOCT,
HapyIEHUA XEMaTUT, OTKJIOHEHHS B

B UepHOAPOOHHTE
(G yHKUHOHATHY TECTOBE

HapyureHua Ha
KOXKaTa H
MOAKOXKHATA
ThKaH

Obpa3yBaHe Ha
CHHHHH

OOpHME, cbphex,
KOMHU
KPbBOW3/IHBH

(myprypa)

bynoied gepMmaTHT
(TOKCH4YHA
enuaepManta
HEKpOJIM3a, CHHIPOM Ha
Stevens-Johnson,
epHTEMa MYNITHOPME,
oCTpa reHepaaM3ipaHa
€K3aHTEMAaTO3HA
mycrynosa (AGEP)
AHTMOCIEM,
NEKAPCTBEHO
WHIYLHMpaH CHHAPOM Ha
CBPBXYYBCTBHTEJIHOCT,
neKapcTBeH 0OpHB ¢
€o3HHOpHANA H
CUCTEMHH CHMIITOMH
(DRESS),
€pUTEMATO3EH 0OPHB
HJTH €KCONHATHBEH
oOpuB, eK3eMa, THXEH
ILUIAHYC

Hapymenus Ha
BB3NPOH3BOAHTE
JIHAaTa CHCTEMa H
repaarTa

[ HHeKOMACTUA
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OB0OpennTe H

Cucremo- YeceTH Heuectn Peaxu Muoro peakH, ¢

| OpraHeH KJaac HEH3BECTHA YeCcToTa™
Hapyienns Ha KpEBOHMINHBH B
MYCKYJIHO- MYCKYJIHO-CKeJIeTHaTa
CKeNeTHaTa cucTeMa (XemapTposa),
CHCTEMA H apTPHT, APTPAITHS,
CBEAMHHMTE/THATA MHaJITHs
ThbKaH
Hapymenua Ha XeMmarypus ['momepynonedpur,

NOBHINEH KPEATHHHH B

MUKOYHHUTE KpBHBTa
NBTULLA
OO0 KpbBOH3/IHB Ha Tpecka
HApYIICHUA H MACTOTO Ha
eeKTH Ha HIDKEKTHDaHE
MACTOTO Ha
[IPUIIOKEHHE
H3zcnenpanns Y IBIDKERO BpeMe
Ha KbpBEHE,
[IOHMKEH Opoit
Hey TpOdILIN,
noHMXKEeH Opoit
TPOMOOLIHTH

* JlaHHK, CEBPRAHK C KIONKUAOTPEN ¢ HEWIBSCTHA HYeCTOTa

Cso0uasaHe Ha TOAO3UPaHH HEXKEJAHH PEAKIIUNA
Cpob11aBaHeTo Ha TIOJO3MPAHH HEXETAHH PeaKUHMH cliell pa3pellaBaHe 3a ynorpeda Ha JiekapCTBeHHs

NpOAYKT e BaxHo. ToBa no3Bo/sAea Aa NPOIbIKH HAGII0ICHHETO HA CHOTHOLIEHHETO MOJI3a/PHCK 3a
JIeKapcTBeHMA NMPOAYKT. OT MEIMIMHCKHUTE CIELHATUCTH ce U3UCKBA I3 CHOOILIABAT BCAKA
MOJ03MPaHa HEXKeNaHa peakiua upes M3neaHUTEIHa areHLns 1o JiekapceTeaTa yi. ,.JlamsaH I'pyes” Ne

8, 1303 Codms, Ten.: +35928903417, yebeaiitT: www.bda.bg.

4.9 [llpepozupane

[IpenosupadeTo B pe3ysTaT Ha NPHIGKEHUE HA KIIONUAOIPEN MOXKE J1a TOBeIE A0 YABDKEHO BpEME Ha
KBpBeHE H MOC/IEABALIUTE YCIIOKHEHHA OT KbPBEHETO. AKO BB3HHKHE KbpBEHE, TpADBa /a ce
NPUWIOKH NOAX0A41a Tepanui. He e yctanosed aoTHAOT Ha (PaApMaKOJIOrHYHATA aKTHBHOCT Ha
KJIonuaorpen. AKoO € HeoOxoauMa He3abaBHA KOpekUHA Ha YABIKEHOTO BpeMe Ha KbpPBCHE,
TpaHC(y3HA HA TPOMOOLIMTHA Maca MOXKE J1a IIPOTHBOAEHCTBA HA CPEKTUTE HA KNOMHI0rpell.

5. GAPMAKOJOIHYHU CROHUCTBA

5.1 @apMaxkoaHHAMHYIHH CBoicTBA

@apmakoTepareBTHYHA IPyNa: HHXMOMTOPH HA TPOMOOLMTHATA arperalns, ¢ H3KIMO4YEHHEe Ha

XCMapHuH:

ATC xon: BO1AC04.

MexaHu3bM Ha JelHCTBHE

Konuaorpen € NpensiekapeTso, SAUH OT YHHTO MeTaGoMNTH € HAXUOUTOp Ha TpoMDoONUTHATA
arperauus. Kiionuaorpen tpa6Ba na 6vae Metabonusupan ot CYP450 en3umMure 1o nojyuaBaHe Ha

aKTHBHHA METabOIUT, KOHTO HHXHOHpA TPOMOONIMTHATA arperaiid. AKTHBHHAT MET
KMOIHAOTpes CeNEKTHBHO HHXHOUpa CBBP3BAHETO HA afgeHo3HH audochat (AHD ng‘aj‘

12

H

L
k.
i il
i
i o A e
Lt o v
U R e
r‘“’ fi’__:*‘-.'r‘:‘ nnnnn Tﬂ - .
L'_"’.’._ Y ——ry .
A CoF _}'_f
1..'.
"




rnukonporeu” GPIIb/Illa xkoMnnekca, KaTo Mo TO3H HAUHH HHXHOHPA TPOMOOLMTHATA arperaiuus.
Ilopaay HeoOPaTHMOTO CBBP3BaHEe, MOBIHIHUTE TPOMOOLIMTH OCTABAT 3aCETHATH 10 Kpasd Ha CBOA
xuBoT (npudansuTenHo 7-10 NHK) ¥ BB3CTAHOBABAHE HA HOPMATHATa TPOMOOIMTHA (YHKIIHA
HACTBIBA NPH CJIEABALIOTO MOKoJNeHKe TpoMOouuTH. TpoMOouMTHATA arperauys, NpeaM3BHKaHa OT
Apyru aroHHCTy ocBeH AJID cbiio ce uHXUOUpa upe3 OTOKHpaHe Ha YBEIWYEHaTa TPOMOOLHTHATA
aKTHBaLUMA ot ocBodoaeHHa AJ[D.

T'pit xaTO aKTHBHHUAT MeTabouT ce 0Dpasyea upe3 CYP450 ensuMuTe, HAKOM OT KOHTO ca
MOIMMOPQHHE WM ca 00eKT Ha MHXHOUpane OT IPYTH JeKapCTBEHH NPOAYKTH, HE BCHUKH MALHEHTH
e UMAT aIeKBaTHA TPOMOOLIUTHA arperamms.

PapMakoIMHAMHYHH ePEKTH

MHOroKpaTHOTO APUIIOXKEHHE HA 75 Mg JHEBHO BOJH JI0 YCTOHYHBO HHXHOHUpaHe Ha AJID-
HHAYLUMpaHaTta TpoMOOUMTHa arperaliis oT IbPBUA ACH, KOETO MPOTPECHBHO HAPACTBa H JOCTHIA
CTAUHOHAPHO ChCTOAHUE Mexk Ty 3 H 7 ded. [Ipu ctauMoHapHO CHCTOAHHE CPEOHOTO HHBO HA
HHXHOHIHA, NOCTHTHATO ¢ 75 mg aneBHO e Mexay 40% u 60%. TpoMOOLKMTHATA arperauns 1
BpPEMETO HA KBPBEHE MOCTENEHHO ¢ Bb3BPBHLIAT KbM H3XOJIHHTE CTOHHOCTH OOMKHOBEHO 5 IHH Cliel
MPEKBCBAHE HA JIEYEHHUETO.

KnunuuHa edrkacHoCT 1 0e30acHOCT

be3onacHOCTTa H €()HKACHOCTTA Ha KIOMMIOTPEN ca OMIIH OLicHEeHH B 7 ABOHHO-CIETIH NMPpoYyYUBaHHA,
BiTro9HIH Haa 100 000 naumentu: npoyusanero CAPRIE, cpapnenue Ha knonuanorpen v ACK, 1
npoyuBaHuaTa CURE, CLARITY COMMIT, CHANCE, POINT u ACTIVE-A, cpaBHsBaLIK
KJAOTRAOIPEN H I1auedo H ABaTa MEKAPCTBEHU Npoaykra B komOuHanud ¢ ACK u apyro crangapTHO
IIeYEHHUE,

IIpecen muokapden ungaprm (MI), npecen Mo3vBYeH UNCYIM UTU YCMAHOBEHA NEpUPEPHA
apmepuanrra borecm

[Tpoyusaneto CAPRIE Bkmousa 19 185 naunenTtu ¢ ateporpoM003a MaHH(eCTHPaHa ¢ Npecex
MHOKapIeH HHOAPKT (<35 quu), npeceH UCXeMHYEH HHCYNT {MeXAy 7 AHH U 6 Mecela) WK J0Ka3aHa
nepudepHa aprepuanna Sonect {I[IAB). [TauuenTiTe ca paHIOMH3HPaHUA Ha 75 mg Knonuaorpen
OHeBHO WM Ha 325 mg ACK gxeBHO U ca NPOC/ICACHH 33 NEPHOJ OT €AHA 10 TPH rOAHHNA. B
MOArpynaTa ¢ MuokapaeHn UH¢apKr, MOBE4YETO OT MauMeHTHTE ca noaydyaeand ACK mpes mbpeuTe AHH
cren ocTpHs HHQAPKT HA MHOKap/IA.

Knommzgorpen 3Ha4MTENHO peayLHpa YECTOTAaTa HA HOBUTE HCXEMHYHH HHUUICHTH (KOMOHHHpaHa
KpaiiHa TOYKa BKIIOYBRALIA MUOKApACH HHPAPKT, HCXEMU4EH HHCYJIT H CbJ0BA CMBPT) B CPaBHECHHE C
ACK. I'lpn nposeaeHrTe aHa/IM3K Ha JeyeHHe ca HadmogasaHy 939 MHIIMAEHTA B rpynarTa ¢
knonuaorpen u 1 020 8 rpynara ¢ ACK (peaykuus na otHocutennus puck (RRR) ¢ 8,7%; 95% CI:
0,2 no 16.4]; p=0,045), koero croTBeTcTBA 33 BeekH 1 000 manueHTa NEKYBaHU JBE MOJHHH,
JOMBAHUTEHO NPeACTBPATEHH HCXeMUYHU HHUuAeHTH npH |0 naumentH [CI: 0 no 20]. AHanu3bT Ha
00LWaTa CMBPTHOCT KATO BTOPHYHA KPaiiHa TOYKa He MOKA3BA 3HAYHTEIIHA PA3IHKA MEKIY
knonuaorpen (5,8%) u ACK (6%).

B nmoarpynos aHayiH3 cnopeq CbCTOSHUETO (MHOKapAeH UH(apKT, HCXeMHueH HHeynT unu [IAB) Haii-
OnaronpusTeH € edexra npu nauuenTute ¢ [IAB (TocTura ce cTaTHCTHYECKa 3HAYUMOCT MPH
p=0,003), (ocobeno Te3H, kouTo ca ¢ aHamue3a u 3a MuokapaeH uHdapkt) (RRR = 23,7 %; CI: 8,9 no
36,2) u no-cnab (6e3 3Hauuma paszanka cnpaMo ACK) npu naunentute ¢ nieynt (RRR = 7,3%; CI.
-5,7 no 18,7) [p=0,258]. IIpu nauMeHTUTE BKIIOYEHH NOPaIH CKOpO NpeKapaH MHOKAPAEeH HHAPKT,
KJIONHIOTPEN € NO-Manko edexTuseH, HO 6e3 craTHcTHUecka pasnuka cpaMo ACK (RRR =

-4 %;ClL: -22.5 po 11,7 [p=0,639]). JlonbIAKUTEIHO Ype3 NOArPYNOBHA aHANH3 MO OTHOLHEHHE Ha
BB3pacCTTa Ce YCTAHOBABA, e €eKThT OT KJIOMHAOIPE/ NPH NaUEATH Had 75 rOAMHH € No-cxab o1
TO3H TIpH NALIHEHTUTE <735 rOAMHH.

Toit karo B mpoyusaneto CAPRIE He e uMano Bh3MOXKHOCT 3a OUEHKA Ha e(PHKACHOCTTA B OT/IC/THHTE
MOACPYIIH, HE € ACHO RAJIM pazNHUMATA B PEIYKIHATA HA OTHOCHTEIHUA PHCK IIPH OTHEN
CLCTOAHHWA Ca PEATHH MITH Ca CIYUYaiHH.
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Jcmvp KOPOHAPEH CUHOPOM

ITpoyusanero CURE Brmrousa 12 562 naupeHTH ¢ 0CThP KOpOHApPEH CHHAPOM 0e3 eneBauus Ha ST-
cerMenTa (HecTabMNHAa CTeHOKapaus WnK MuokapaeH HHGapkT 6e3 Q 3u0en) U HANMMHETO B IBPBUTE
24 yaca OT HA4YaJIOTO HA OCTPHUA €NU30 Ha rpbAHA O0KA UM CHMNITOMH B pe3yJ/ITAT HA HCXEMHA.
Iaumenrute Tpadea aa uMat EKI” npomern, ropopeLiy 3a HOBOMOABUAA €€ HCXEMHA HITH NOBHIUICHH
CbpACYHH €H3HMU UNH TponioHUH | unu T, B cTOMHOCTH NOHE ABA MBTH NO-BHCOKH OT FOPHA rpaHHLA
Ha HopMarTa. [launeHTHTe ca paHOOMH3MpaHK Ha knonugorpen (300 mg HaToBapBallua 103a,
nocneapaHa or 75 mg aquesno, N = 6 259) unu nnauedo (N = 6 303), u Apere rpynu B KOMOHHALIHA €
ACK (75 - 325 mg BeiHBX IHEBHO) W APYTH CTaHJApTHH Tepanuu. [laupeHTHTe ca TeKyBaHH 10 eaHa
ropuHa. B npoyusaneto CURE, 823 (6,6%) nauxedty noiyuasaT eanospemenHo ¥ GPI/IIa
pPEeUENTOPHH AHTATOHUCTH. XenapUH ce Npuara fnpy noseye o1 90% ot nauveuTHTe, KaTo
OTHOCUTE/IHATA YECTOTA Ha KBPBEHE MEXKAY KIonmUAorpen u miauedo He € OKNA 3HaYHTEJIHO NMOBIHAHA
OT €IHOBPEMEHHATA TEpanus ¢ XCNapUH.

bposAT nanmyeHTH, IpH KOUTO Ca HAOIIONABAHK ChCTOSHHUA OTrOBapAIUH HA KPHTEPHHTE HA IThpBHYHATa
KpaiiHa Touka [chpaedHo-cbaoBa cMBpT (CV), MuokapaeH urdapkt (MI) win uncynr] ca 582 (9,3%)
B rpynata Ha knornuporpen H 719 (11,4%) B mnauedo rpynara, peayKUHs Ha OTHOCHTETHHMSA PUCK C
20% (95 % CI: 10-28%; p=0,00009) B rpynara Ha xionugorpen (17% pemykiiug Ha OTHOCHTE/HUA
PHCK NMPH KOHCEPBATUBHO JICYCHUE HA MALMEHTHTE, 29% npH HanpaBeHa NMepKyTaHHA
TpaHCTYMUHATHA KopoHapHa anryonaactuxa (PTCA) c unm 6e3 ctenT u 10% npu Hanpagex
KopoHapHO-aptepuaned Oaiinac (CAB()). HoBu cbpaeuHo-ChI0BH HHIMACHTH ([TEPBHUYHA KpalHHa
TOYKa) ca MPeCTBPATEHH C peAyKLIHA Ha OTHocHUTeNNHUA pHcK ¢ 22% (Cl: 8,6, 33,4;), 32% (CI: 12,8,
46,4}, 4% (CI: -26,9, 26,7), 6% (CI: -33,5, 34,3;) u 14% (CI: -31,6, 44,2) cworBeTHO npe3 (-1, 1-3, 3-
6, 6-9 u 9-12 MeceunH HHTEpPBAIH Ha npoyuBaneTo. Cnex TpeTHa mecel 6aronpuATHUAT edexT,
Hab/rozaBaRn B rpynara Ha Kionugorpesn +ACK He HapacTBa moBeye, HO PUCKET OT XEMOparus ocTaea
(Bxk. TOuKa 4.4).

Ynortpebata Ha knonuaorpen B npoyusaHero CURE e cpbp3ana ¢ HaMan#BaHe Ha HeoOX0AUMOCTTA
oT TpoMbonuTuyna tepanus (RRR = 43,3%; Cl: 24,3%, 57,5%) u GPIIb/I1]1a unxubdburopu

(RRR = 18,2%; Cl: 6,5%, 28,3%).

bpoAT Ha NaLMEHTUTE, MPU KOHWTO €A HACTHITWIIM CHCTOSHHUA, OTTOBAPALLIM Ha KPHTEPHHTE 34
CHI'BTCTBALLA MHPBHYHA KpaiiHa Touka (CV cMbpT, M, MO3BYEH HHCYAT WK pedpaKTepHa HCXEMUs)
e 1 035 (16,5%) B rpynara na knormaorpen v | 187 (18,8%) B mnauebo rpynara, peAyKLns Ha
OTHOCHTENHHA pHEK ¢ 14% (95% CI ot 6% - 21 %, p=0,0005) B rpynara a wronuaorpei. To3u
OnaronpusaTeH edekT & ABIDKK NPEAHUMHO CTATHCTHYECKH 3HAYHMO HAMAIEHHE HAa YeCTOTaTa Ha
MrokapaHus undapkr [287 (4,6%) npu rpynara ua knonuaporen u 363 (5,8%) npu niaue6o]. He e
HaOmozaaBaH eeKkT BLPXY HECTOTATA HA PEXOCMUTAIH3AIMATA [0 NIOBO HA HECTAOH/THA CTEHOKAPIHA.
Pesynrarure no/fy4eHH B rpyITHTE ¢ Pa3jIudHU XapaKTePHCTUKH (Hanp. HecTaOWiIHA CTEHOKap/AUA WIH
MI be3 Q 3p0eu, pasnu4Ha CTENEH Ha PHCK, AXa0ET, HEOOXOAUMOCT OT PEBaCKyIapH3aLIHA, Bb3PacT,
MON) Ca CXOIHH C PE3YJITATHTE OT IbLPBHYHKTE aHanm3u. [To-cneunanHo, B post-hoc ananus npu 2 172
nauueHTH (17% ot uanata CURE nomynauus) Ha kouto UM € nocrased cTeHT (Stent-CURE),
AaHHHWTE TIOKAa3BaT, 4Ye KIOMUOOIpeN cpaBHeH ¢ mianebo, neMoHcTpupa 3HaguMo RRR 01 26,2% B
MoM3a Ha KI0NKI0TPe 3a ChITbTCTBAIATA TBPBHYHA Kpaiina Touka (CV cMbpT, MI, MO3BUEH HHCYIT)
¥ cbilo 3HauKMa RRR o1 23,9% 3a cheTeTRalnaTa BTOpUYHA KpaiiHa Touka (CV cmbpt, MI, MO3BUeH
WHCYJIT HIIH peppaxTepHa ncxemus). OceeH ToBa, Mpodria Ha He30MaCHOCT Ha KIOTIHAOTPEN NpH
Ta3y IOArpyna MalMeHTH He IpeIu3BHKa HAKaKbB 0co0eH npobaeM. CnenoBaTesiHo, pe3yITaTUTE OT
Ta3H MOArpyna ¢a B CbOTBETCTBME C OOLMTE pe3yJITaTH OT IPOYUBAHETO.

BraronpustAuAT edekT Ha KNOMHAOTpEN € HE3aBHCHM OT APYTO CNELWHO ¥ MPOXBIDKHTENHO
CbpPOCYHO-CBAOBO JNeYeHHe (kaTo xenapuw/LMWH, GPIIb/111a anHTaroHHCTH, THIHAO-peRyLHpanit
NEKApCTBEHU NPoaykTH, bera-Omokepu 1 ACE unxuburopu). EdukacHocTta Ha knonugorpen €
ollcHeHa HesaBucHmo oT fo3ata Ha ACK (75 - 325 mg BenHbk AHEBHO).

Hughapxm na muoxapda ¢ eresayusa na ST-cecmenma
[Tpu nanuentu ¢ octep MI ¢ enesauusa Ha ST-cermenraa (STEMI), GezonacHocTTa M eHK

COMMIT.
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Ilpoyueanero CLARITY exarwousa 3 491 nauuentu ¢ Havyano Ha MI ¢ ST enesauys B paMKHTE Ha
nocyieaHuTe 12 yaca ¥ 3annanyBaHo TpOMOOIHTHYHO JieueHHe. [launeHTHTe ca oMy YRITH
kmonuuorpen (300 mg HaTopapsawa 5034, nocaensana ot 75 mg/aen, n=1752) wiv nnauebo

{ n=1739), u npete B komOuHauua ¢ ACK (150 no 325 mg kaTo HaToBapBalla 4033, II0C/I€ABaHa OT
75 no 162 mg/nen), PHOpHHONMTHUEH areHT, U Koraro ¢ 610 noaxoaamo xenapuH. [lanuenrure ca
npociencHHu 3a 30 aHH. [IspBHUYHAaTa KpaliHa ToOUKa € KOMOHHHpaHa NOABA Ha 3allyII€Ha apTepHA,
CBBp3aHa ¢ MHGpAPKTa, HA AHTHOTpaMara NMpH H3NHCBaHe W cMBPT Wwin nosroped Ml npean
KxopoHapHaTta adruorpadua. IIpu nauueHTH, PR KOUTO HE € NpaBeHa aHruorpagua, MbpBHYHATA
kpaiiHa Touka € OHIIA CMBPT WIH IOBTOPEH MHOKapAeH HH(PapKT 10 Jlen 8 unu 10 H3MUCBAHETO.
[onynaumsara NaUMeHTH e BEmoYBana 19,7% xeHu v 29,2% naugentd >65 ronuau. Qowo 99,7% ot
NALMEHTHTE ¢a NoyYunu Gubpurnonutuny (GuOpuH cneundudnn: 68,7%, He-PpHOpHH creuUbHYHM:
31,1%), 89,5% xenapus, 78,7% Gera 6nokepH, 54,7% ACE nuxuburopu u 63% craTiiiu.
[TetHageceT mpouenTa (15,0%) oT mauvenTtyTe B rpynata Ha kionuaorpen u 21,7% B aueto
rpynara ca JOCTHMHATY 00 MbPBHYHA KpadHAa TOYKA, KOETO NpeAcTapiaea abCOMOTHO HAMAJIEHHE OT
6,7% ¥ 36 % OTHOCHTENHO HaMaIeHHe B Mo/13a Ha kiomuaorpen (95% Cl: 24, 47%; p<0,001), rnasuo
CBBP3aHO C HAMANCHHME HA 3aMYILEeHH apTepHH, CBBEP3aHy ¢ HH(papkTa. Taszu nonsa € OHjIa HATHIE BbB
BCHUKH NPEJIBAPHTEIHO OIpeAeNeHH MOATPYIH HA ITALMEHTHTE 110 Bb3PACT U MO, JOKANH3alHA Ha
HH(pAPKTA U BUJA HA H3IIUN3BAHOTO QHOPUHONUTHYHO JICHEHUE HITH XEMapHH.

Hoarpynos ananus Ha CLARITY PCI sxmousa 1 863 naumentu cs¢ STEMI, noanoxeny Ha PCIL.
[Maimnenrtnre, nomygaeauu 300 mg Hatosapeaa ao3a (LD) knonumorpen (n=933}, ca MMany
3HAYMTENHO HAMAICHHE HA Y€CTOTAaTa Ha ChpAeYHOCHa0Ba cMBbpT, MI unu uncynt cneg PCl B
CpaBHEHHE ¢ Te3H, nodyvaeainy naauedo (n=930) (3,6% npu npeABapHTEIHO NeYCHHE ¢ KIONKUAOTpen
cnpamo 6,2% c¢ nnauebo, OR: 0,54; 95% CI: 0,35-0,85; p=0,008). ITanuenTnte, nonyyasamy 300 mg
L.D wronuoorpen, ca MMajlM 3HAYHTEHO HAMAJICHHE HA Y€CTOTAaTa Ha ChPACYHOCHAORA CMBPT, MI
wian uueynt ao 30 nuu cnea PCI B cpapHeHue ¢ Te3u, nonyyasalny nnatedo (7,5% npu
MpeaBapUTENHO JleueHue ¢ Knomuaorpen capamo 12,0% ¢ mnauedo, OR: 0,59; 95% CI. 0.43-0,81;
p=0,001). Brnpeku TOBa, Korato ce oueHsBa B 06wata nomyiauus Ha npoyusaseto CLARITY, Tazm
CBCTABHA KpaiiHa TOYKa HE € CTATHCTHYECKH 3HAYMMa KaTo BTOPHYHA KpaitHa Touka. He ce
Ha0mogaBsa 3HauMMa Pa3fivKa B YeCTOTATA HA MOJIAMO HIIH MaJIKO KbPBEHE MEXKIY IBETE JICUCHHA
(2,0% mpy npeaBapUTeHO JIeHEHKe ¢ Kionuaorpen capamo 1,9% ¢ nnauebo, p>0,99). Pesynrature
OT TO3H aHATH3 NOJKPENAT PAHHOTO H3MOJ3BAHE HA HATOBapBama nosa knonunorpen npu STEMI 1
CTPATErHaTa 33 PYTHMHHO NPEABAPHTETHO JISUEHHE ¢ KIOMHIOrPEN NP NalHEHTH, TOLT0KeHH Ha PCl.

[IpoyuBaneTo ¢ 2x2 ¢akropuanen ausaiin COMMIT e pxmrounno 45 852 nauueHTH ¢ HaYalo Ha
CHMITTOMH nogo3purensn 3a MI ¢ moakpermamy EKI” abnopmun raxonakd (Hamp. ST-enesauus, ST-
AetpecHs WM JsAB OesipeH 6m10K) B paMkuTe Ha nocineaHure 24 yaca. [lauueHTuTe ca noryuHIH
knonuaorpen (75 mg/ges, n= 22 961) unu mauedo (n =22 891), 8 kom6uHauusa ¢ ACK

(162 mg/men), 3a 28 axK UnK 1O WiNUcBane OT Gonnuuara. ChOBTCTBALUKTE MBEPBHYHH KPAHHH TOUYKH
ca OHNM CMBPT 110 BCAKAKBA MPHYMHA M IThPBa 1104982 Ha pe-HHPAPKT, HHCYJIT WIH CMBPT.
[Monynauusra e Brmounna 27,8% xenn, 58,4% nauuestd >60 rogunu (26% >70 rogunu) u 54,5%
AALMEHTH, KOUTO €2 MOTYYHSIH (PHOPHHOMUTHIIN.

Knonuaorpesn 3HauMmMO HaManABa OTHOCHTEIHHA PHCK OT CMBPT [0 BCAKAKBA IPHIHHA CBC 7%
(p=0,029), H OTHOCHTETHHA PHCK 33 KOMOHHALIMATA OT pe-HHGOAPKT, HHCYNT WIH cMbPT ¢ 9%
(p=0,002), koeTo npencTapnsea abCONOTHO HaMajlieHde ¢cboTBeTHO oT 0,5% u 0,9%. Tasu nonsa e
HANTUIIE HE3ABHCHMO OT BB3PAcCT, NOJI, ¢ WM 6e3 puOpHHOANTHLH, H ¢ HabmoAaBaHa Ole B TbPBUTE
24 yaca.

Knonudoepen 600 mg namosapeawja 003a npu nayuesmu ¢ 0CMbP KOPOHAPEH CUHOPOM, NOORONCEHU
na PCI

CURRENT-QASIS-7 (Kaonudozpen u achupui, USNOA36AHU 6 ORMUMARHA 0034 33 HaMalAeane Ha

noemapawiume ce cvounusi CeoMu pezucmvp 3d CUSHKA HA CMPAMeESUUME NDU UCXEMUMHILSTROPOMT -
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I, cnen tosa 150 mg Ha nHu 2-7, cnea ToBa 75 mg nAHEBHO) cnpAMo cTaHapTHa A03a (300 mg Ha neH
1, cnen ToBa 75 mg AHEBHO) KIONKAOTPENR W BUCOKa #o3a (300-325 mg AneBHO) cTIpAMO HUCKA 1034
(75-100 mg nneBHo) ACK. Brmouennte 24 835 naumentn ¢ OKC ca nouioxenHs Ha KOpoHapHa
aHruorpadus u Ha 17 263 e nposegena PCL. Ipu 17 263 nauuenTH, nony4asauiu tedenne upes PCI,
B CpaBHEHHE CBC CTAHRAPTHATA 034, JBOMHATA /1033 KINOMUAOIPe/ HaMaJIaBa 4ecToTaTa Ha
nMbpBUYHATA KpaiiHa Touka (3,9% cpewy 4,5% xopurupan HR= 0,86, 95% CI 0,74-0,99, p=0,039) n
3HAYMTENTHO HaMansBa TpoMOo3aTa Ha crenTa (1,6% cpemy 2,3%, HR: 0,68; 95% C1: 0,55 0,85;
p=0,001). 'onaMOTO KbpBEHE € MO-4YeCTO NPU ABOIHATA 0033, OTKOJIKOTO IPH CTAHRXAPTHA /1033
kaormuaorpen {1,6% cpeury 1,1%, HR=1,41, 95% CI 1,09-1,83, p=0,009). B ToBa npoyuBaHe
HaTOBapBalLaTa qo3a xonuaorpen 600 mg e nokasana cxojHa €(pHKaCHOCT IPH MALHEHTH HA Bb3pacT
> 75 ronvHY M MAUHEHTH Ha BB3pacT < 75 roauHH.

ARMYDA-6 MI (Aumuazpezanmua mepaniiss 3a HAMQUISBAME Hd VEDENCOaHEemo HA MUOKADOA N0 8beMe

Ha anzuoniacmuxd - muoxapoer ungapxm - The Antiplatelet therapy for Reduction of MYocardial
Damage during Angioplasty - Myocardial Infarction)

Tosa paHIOMU3NPAHO, IPOCTIEKTHBHO, MEXKAYHap01HO, MHOTOLEHTPOBO NPOYyYRaHE OLEHABA
npeABapHTeHOTO jiedeHue ¢ 600 mg cupamo 300 mg xnomuporpen LD B ycnoeuaTa Ha cneuna PCI
33 STEMI. [lauuenture ca momyuasand wiomigorpen 600 mg LD (n=103) win wionuaorpen 300 mg
LD (n=98) npenu PCI, cnen koeTo ca WM npeanucand 75 mg/aed ot aeHs cien PCI zo 1 roguna.
[Manuenture, nomyvasamm 600 mg LD knonugorpen, HMaT 3HAYHTEIIHO HAMAJIEH pasMep Ha
WH(APKTA B CpaBHEHHE ¢ Te3H, momy4yasau 300 mg LD. Hanuue e no-aucka yecrora Ha TIMI
ctened < 3 cnen PCI npu 600 mg LD (5,8% cnpamo 16,3%, p=0,031), nono6pena nesokamepHa
¢ppakuus Ha ustnacksane (LVEF) npu n3nuceane (52,1 £9,5% cnpamo 48,8 +11,3%, p=0,026) n no-
MaTKO TOJIEMH HEKeTaHH ChpIAeYHO-ChI0BH ChOUTHA Ha aeH 30 (5,8% crnpamo 15%, p=0,049). He ce
Ha0MIO1aBa yBeAHYEHNE Ha KBPBEHETO WIH YCIIOKHEHHA HA ChAOBUA JOCTHI (BTOPHUHH KpaiHM
TOYKHK Ha geH 30),

HORIZONS-AMI (Xapmonuzupare na pesyrmamume om peeacKyiapusaris t CIeHmose Hpu ocmup
muoxapden urnghapxkm - Harmonizing Qutcomes with Revascularization and Stents in Acute

Myocardial Infarction)

Tosa npoyusane — post-hoc ananus e nposencHo, 3a 1a ce ouenr aamu LD 600 mg knonuaorpen
OCUTYpsBa NO-0bP30 H MO-CHITHO HHXHOHUPaHe HA AKTHBMPAHETO HA TPOMOOLUMTHTE. AHAIM3BT
uicnensa sp3gelicterero Ha LD 600 mg B cpaBHeHue ¢ 300 mg pbpxy 30-AHEBHHTE KTHHHYHU
pesyntatd npu 3 311 nanuenTd oT ocHoBHOTO M3nuTRane (n=1 153; 300 mg LD rpyna; n=2 158; 600
mg LD rpyna) npeaun cepaeuHa kaTeTepusauus, NOCNEABaHa OT A03a 75 mg/OeH 3a > 6 Mecena cnef
W3NHCBaHETO. PesynTaTvre NOKa3BaT 3HAYMTENHO MO-HRCKH 3(-1HEeBHH HEKOpUTHPAaHHU HHBA Ha
cMbpTHOCT (1,9% cnipamo 3,1%, p=0,03), nosropen uupapkrt (1,3% copamo 2,3%, p=0,02) u
neprHUTHBHA HITH BEPoATHA Tpombo3a Ha crenTa (1,7% copamo 2,8%, p=0,04) ¢ 600 mg LD 6e3 no-
BHCOKa 4€CTOTa Ha KbpBeHE. I1pu MynTuBapuanTed ananus, LD 600 mg € He3aBHCHM NIpESHKTOP HA
MO-HUCKH HHBA HA TOJIEMH HEXeNaHH chplieuHH cbuTua Ha ner 30 (HR: 0,72 [95% CI: 0,53-0,98],
p=0,04). YectoraTta Ha romamo kbpBeHe (Hechbp3aHo ¢ CABG) ¢ 6,1% B rpynata ¢ 600 mg LD n
9,4% B rpynara ¢ 300 mg LD (p=0,0005). Yectorara Ha manko kepseHe € 11,3% B rpynara ¢ 600 mg
LD u 13,8 % B rpynara ¢ 300 mg LD (p=0,03).

Awazocpouno (12 meceya) neuenue c kionudozpen npu nayuernmu cvc STEMI cred PCI
CREDQ (Knonudozpen 3a HaMansisane Ha Hexceaanume Cobumus no 6peme Ha HabawoeHue -
Clopidogrel for the Reduction of Adverse Events During Observation)

ToBa pannoMusHpano, IBOHHO-CIANO, NNaLe60-KOHTPOINPAHO MPOYYBAHE € NPOBEIEHD B
Crenunenute warH v Kanana, 3a 1a ce oueHu nomnsara oT ALArocpouHo (12 mecena) nedeHue ¢
knonuaorpen ciea PCL 2 116 nauuenty ca paHooMusipand aa nomyyasat LD 300 mg knonuaorpen
(n=1 053) unu mnauedo (n=1 063) 3 no 24 yaca npeau PCI. Bcyuky NalMeHTH ca NofTyyaBaiy u

325 mg acnupuH. Clle/l HHTEPBEHIIMATA BCHUKH NAUMEHTH €A NOTYYaBaTH KIOMHROTpen 75 mg/nen
10 aeH 28 u B asete rpynu. Ot Hen 29 no 12 Mecena nalMEeHTHTE B IPynaTa ¢ KIOMHAO

rpynu ca nomy4yasani ACK no Bpeme Ha npoyusaHeTo (81 1o 325 mg/neH). Cnen
Ha0/mogaBaHO IHAYUTENIHO HAMalldBaHe HA KOMOMHHPaHHA PHCK OT CMBPT, HH(a
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HHCYIT ¢ Knonugorpen (26,9% otHocutenHo Hamaneuue, 95% CI: 3,9%-44,4%; p=0,02; abconoTHO
HaMalleHHe 3%) B cpaBHeHue ¢ rauedo. He e HabmogaBaHo 3HAYHTENHO YBEIHYEHHE HA HECTOTaTa
Ha royisiMo kepBeHe (8,8% ¢ knonuporpen cupsamo 6,7% ¢ niranedo, p=0,07) rni MaNko KbpBEHE
(5,3% c knonuaorpen cnpsamo 3,6% ¢ mnauedo, p=0,84) na 1 ronnna. OCHOBHOTO 3aK/IKO4CHUE HA
TOBA NPOYYBaHE €, ue MpoAbIKaBaHero Ha ionugorpen W ACK 3a mone | roanHa BoAM Ao
CTATHCTHYECKHM ¥ KNTHHHYHO 3HAYMMO HaMAABaHe HAa roJeMHTe TPOMOOTHIHH ChOHTHA.

EXCELLENT (Edhuxacrocm na Xience/Promus cnpamo Cypher 3a ngMarieane Ha KbcHama 3a2y0a

cred cmenmupane - Efficacy of Xience/Promus Versus Cypher to Reduce Late Loss After Stenting)
ToBa npocnekTHBHO, OTBOPEHO, paHAOMH3IUPaHO NpoY4YBaHe € NpoBeacHo B Koped, 3a ga ce OUCHH
fanu 6-MeceuHaTa qBofiHa aHTuarperantHa Tepanus (DAPT) e neundepropHa (He Mo-Manko
edekrusHa) ot 12-meceunata DAPT cnen uMuiaHTHpaHe Ha CTECHTOBE, OTACIIALUM JIEKAPCTBO.
ITIpoyuBaHeTo BKIFOYBA | 443 nauueHTtH, MOATOXEHH Ha UMIUIAHTALIKA, KOMTO Ca pAHAOMU3HPAHY Oa
nomydaeat 6-meceued DAPT (ACK 100-200 mg/med rwnoc Kionugorpea 75 mg/neH 3a 6 meceua M
cren ToBa caMo ACK 10 12 Mecena) unu 12-mMeceuen DAPT (ASA 100 -200 mg/nen nukoc
knonuaorpen 75 mg/aex 3a 12 meceua). He e HabmonasaHa 3HaAYHTENHA Pa3/IHKa B 4ECTOTATA Ha
HEJOCTAaTEYHOCT Ha TapreTeH ¢bA (ChBKYAHOCT OT chpAeduHa cMBpT, MI 1iu peBackynapusauus Ha
TapreTeH Chl), KOATO ¢ ITbPBHYHA KPaiHa TO4Ka MEXIy rpynmuTe Ha 6-MeceqHa u 12-meceuna DAPT
(HR: 1,14, 95% CI: 0,70 1 86 p=0,60). Cx1110 TaKa OpOyYBaAHSTO HE MOKA3IBA JHAYHTENHA pasiuKka B
KpaiHaTa TOMKa 3a 0€30TaCHOCT (CBBKYMHOCT OT CMBPT, HH(APKT Ha MHOKapAd, HHCYJIT, TpOMO03a Ha
CTEHT HIIH ronaMo KepeeHe no TIMI) Mexny rpynute Ha 6-meceuna u 12-mecedna DAPT (HR: 1,15;
95% CI: 0,64- 2,06; p=0,64). OcHOBHOTO 3aK/IIOMEHKE HA TOBA NpoyUYBaHe ¢, ue 6-mecennara DAPT e
HE NO-MaNKo efiekTHBHA 0T 12-Meceynara DAPT no oTRoweHHe HAa pUCka OT HEAOCTATBYHOCT HA
TapreTeH ChA.

Heecxanayus na P2Y 12 peyenmopuu unxubumopu npu ocmvp KOPOHAPER CUHOPOM
IMpeMuHaBaHeTo OT Mo-MoleH P2Y 12 penentopeH HHXHOUTOP KM KJIONHAOTPEN B KOMOMHALHA €
acrUpHH cien octpa ¢asa npH ocThp xopoHapeH cHHapoM (ACS) e oleHEHO B 1B¢ PaHIOMH3HPaHH,
CTIOHCOPHPAHH OT W3C/eN0BaTeNa npoyyusaHus (investigator-sponsored studies, ISS) - TOPIC u
TROPICAL- ACS ¢ naHHH 3a KTMHHYEH PE3yJiTar.

Knpnuu#ata noisa, KOATO NIOKA3BAT MO-MOIHKTE P2Y 12 peuenTopHH HHXUOHTOPH, THKATPEIOp A
npa3yrpeil B TEXHUTE OCHOBHH NPOYYBAHHA, € CBbP3aHa CBhC 3HAYHMO HaMalsABaHe Ha
PELIHAKBUPALIMTE HCXEMHYHK CEOUTHA (BKIIOYHTEIHO OCTPA H MoA0CTpa TpoMOo3a Ha cTenTa — ST,
MHoKapaeH uH@apkr - MI u cnewna pesackynapuzanus). Bernpeks, ue HCXeMHYHaTa 0132 €
OC/IEA0BATENHA IIpe3 MbPBATA FOOMHA, TIO-FOJISIMO HAMalIeHHe Ha HCXeMHIHATE peumarBy cnen ACS
¢ HabMM0/1aBaHO Npe3 MBPBHTE NHH Clle/ 3anouBaHe Ha nevenueto. OGpaTHO, NOCIeABaLUTE (pOosi-
hoc) aHANM3M NOKa3BaT CTATHCTHYECKH 3HAYHMMO YBEJIMUEHHE HA PHCKA OT KbPBEHE NMPH NMO-MOLIHHTE
P2Y 12 peuentopry HHXHOUTOPH, KOETO CE MOABABA MPEeRKMHO MO BpeMe Ha Mobpxallara ¢asa,
ciea mepeusa Mecel cned ACS. TOPIC u TROPICAL-ACS ca npeaHasHaveHy Ja H3C/ISIBAT Kak ja ¢
HAMANAT CbOUTHATA HA KBPBCHE, KATO Ce 3ana3d epUKacHOCTTA.

TOPIC (Bpeme na mpomboyumna unxubuyus cied ocmsp xoponapen cunopom - Timin Platelet
Inhibition after acute Coronary syndrome}

Toea paHAOMH3HPEHO, OTKPHTO H3MHTBAHE BKTiO4BA nanueHTH ¢ ACS, KOUTO ¢€ HY)KIasT O
nepKyTanHa kopodapua uarepsenuus (PCI). [Maupenture Ha acupuA H no-MoweH P2Y 12 6okep
0e3 HeXKenaHo ChOUTHE B pAMKHTE Ha eIHH Mecell, ca Duar paspeae/edy fa NpeMHUHAT Ha
pHKCHPAKH DO3H ACNHMPHH TULOC KIOAMAOrpen (JIcecKanupaHa IBO¥HHa aHTHTPOMOOLIHTHA Tepans -
de-escalated dual antiplatelet therapy, DAPT) unu na npoasipxaT CBOATA JIEKapCTBEHA CXeMa
(HeripomeHeHna DAPT).

Auanuzupanu ca obuo, 645 ot 646 nauuentu ¢ Ml ¢ ST enesauus (STEMI) unu MI 6e3 ST ene
(NSTEMI), WIK HecTaOuiIHa cTreHoKkapaus (aeeckanupana DAPT (n = 322); nenpoMeHeHa

ABETE IPYIIH.
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[ IbpBMYHHASAT pe3yITaT, CbCTABHA TOYKA 0T ChbPAEYHOCHAOBA CMbPT, HHCYJIT, ClIEIHA
peBacKynapusatuns 1 kepseHe no BARC (akagemuyeH U3C1e10BaTENICKH KOHCOPUMYM 1O KbPBEHE -
Bleeding Academic Research Consortium) >2 Ha 1-Bara roauna cine ACS, € HacTBITHII [IPH

43 mammentn (13,4%) B rpynarta na neeckanupana DAPT u 85 naunentu (26,3%) B rpynara Ha
genpoMeHena DAPT (p<0,01). Tazu cTaTMCTHYECKH 3HAYMMA Pa3IHKa ¢ TBJDKM OCHOBHO Ha Mo-
Manko CEONTHA HA KbpBeHe, 6e3 1a ce HadmoJaBa pasidka npy KpalHUTE TOUKH 38 HCXCMHA
(p=0,36), nokato xupeere no BARC >2 ce Ha0mogapa mo-psaKo B rpynara Ha aeeckanupada DAPT
(4,0%), cnpsimo 14,9% B rpynarta Ha HenpoMeHeHa DAPT (p<0,01). Ce6rTHA Ha KBpBeHE,
onpeneneHy kato BcHukH cteneHd no BARC ce maGmonasar npu 30 naunenth (9,3%) B rpynara Ha
neeckanupana DAPT u 76 naunentu (23,5%) B rpynara Ha HenpomeHeHa DAPT (p<0,01).

TROPICAL-ACS (F3credsane na omz2060pd KoM MpoMOOUUMHQa uHxXubuyua npyu Xponuind

anmumpomMbouumsa mepanus 3a ocmep Kopouapew cunopoy - Testing Responsiveness io Platelet
Inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

ToBa paHAOMH3UPAHO, OTKPHUTO HIMHTRBAaHE BKMOUBA 2 610 mosoxHTENHH 3a OHOMapKep MalMeHTH ©
ACS cnen yenemna PCIL TTaupenTHTe ca paHIoMU3MpaHy Ja NoMyyasart npasyrpen 5 i 10 mg/nes
(dnu 0-14) (n = 1306), unu npazyrpen 5 wnu 10 mg/nen ([[rn 0-7), cnex xoeto ca NeeCKATHPaHH Ha
knomuaorpen 75 mg/neH (Jum 8-14) (n = 1304), B komGurams ¢ ACK (<100 mg/aen). Ha 14-us nen
e TIpoBeieHo M3caensane Ha TpomGountHaTta Gynkuus (platelet function testing, PFT). Ilaunentute,
JIEKYBaHH CaMo ¢ NIpa3yrpest Ca NpoIRTKHIN Ha Mpas3yrpen B poAbDKeHHe Ha 11,5 Meceua.
JleeckaHpaHHTE TAMEHTH Ca GUIM MOANOXKEHH HA BUCOKOMY BCTBHTE/IEH TECT HA TPOMOOLIMTHA
peaktueHocT (high platelet reactivity, HPR). Axo HPR ¢ >46 enAvHULH, TAUHEHTHTE ca MM
eCKAITMpany o0paTHo Ha npasyrpen 5 win 10 mg/men 3a 11,5 Mecena; ako HPR e <46 equnmumy,
MAHEHTHTE Ca IMPOIBIDKIIH Ha Knonuporpen 75 mg/nen 3a 11,5 mecena. CieqoBaTenHo BOASILATA
rpyIia Ha AeEcKanalus BKJIIOYBA NalMeHTy Ha npasyrpen (40%) win wronuporpen (60%). BeHukn
IALHEHTH Ca NPOAB/DKUIM HA aclIMPHH K €A NPOCIICACHH B NPOABIDKEHHUE Ha €IHa MOAHHA.

[TbpBruHaTa KpaliHa Touka (KOMOHHHMpaHa YeCTOTa Ha ChpAe4HOCHAOBA CMBPT, MI, HHCYAT H
xbpeeHe 1o BARC >2 cTenen Ha 12 Mecella) € K3MbIHEHA, KOETO TOKa3Ba He Mo-Malika ePUKacHOCT.
JleBeTaecer | netT nalMeHTH (7%) BB BOAENIATA TPyNa Ha Aceckanauua 1 118 nauventu (9%) B
KOHTPONHATA rpyna (p Ha Hendbepuopuoct=0,0004) ca umann ceOurue. Bogenata rpyna va
JI€ECKANTALHA HE € A0Beja HO MOBHIUEH KOMOUHUpPAH PHCK OT HCXeMHUYHH cpOuTHA (2,5% B rpynarta Ha
feeckanalnna cupaMo 3,2% B KOHTponHaTa rpyna; p Ha HenHdpepropaoct=0,0115), HUTO Ha
OCHOBHATa BTOpHYHa KpaliHa Touka kspeeHe mo BARC >2 creneH ((5%) B rpynara Ha AeecKaalus
cripaMo 6% B koHTponHata rpyna (p=0,23)). KymynatusHaTa 94ecToTa Ha CBOMTHA HA KBPBCHE OT
BCHYKK creneHu (knac no BARC | no 5) e 9% (114 ceOutHA) BEB BOREINATA IrpyIla HA NESCKAIALIHNA,
ciupsaimo 11% (137 cu0utHs) B koHTpoaxaTa rpyna (p=0,14).

Heotma anmumpomboyumna mepanus (Dual Antiplatelet Therapy, DAPT) npu ocmop nex 1S wiu T14
C YMeper 00 BUCOK PUCK

DAPT ¢ komOuHauua kiaomaorpen 4 ACK kato neueHue 3a NpeoTBpaTABaHe Ha HHCYIIT CACA OCThD
nek IS unn TIA ¢ ymepeH 10 BUCOK PHCK € OLEHEHA B BE PAHIOMH3HPAHH NMPOYYBAHMA,
CMIOHCOPHPaHK OT M3cnenopartens (investigator-sponsored studies, ISS) - CHANCE u POINT - ¢
NAHHY 33 KIIHHHYHH Pe3YJITaTH 33 0€30MacHOCT U e(PHKACHOCT.

CHANCE (xn10onudozpen Bpy 8UCOKODUCKOBU RAYUSHIMY C OCHIPY HEUHGAINOUIUPAUY MO3BYHOCBOOEGH
cwbumusa - Clopidogrel in High-risk patients with Acute Non-disabling Cerebrovascular Events)

ToBa paHAOMU3HPAHO, ABOHHOCIANO, MHOTOLIEHTPOBO, IU1aLe00-KOHTPOIHPaHO KIHHHYHO H3MTHTBAHE
prmiousa 5 170 maupentu ot Kuraii ¢ octpa TIA (ABCD2 ckop >4) win ocTbp JeK RHCYNT (NIHSS
<3). [TauuenTHTE B ABETE IPYNH ca ToMy4uIH oTkputo ACK Ha aed 1 (8 1033, Bapupalua ot 75 1o
300 mg, no npeueHka Ha NeKyBamHs ekap). ITauHeHTHTE, paHAOMH3HPAHH B rpyiaTa Ha
knonuaorpen - ACK, ca fiofyuuny HaTosapsaiia 103a 300 mg kionuaorpen ha aex 1, n

2-pu oo 21-8u, [ManueHtnte, paHgoMu3Hpany B rpynata Ha ACK, ca nomyvyasanmu
knonuaorpes B qaute ot 1-su ao 90-tu 1 ACK B 103a 75 mg Ha oeH B JHHUTE OT 2-p
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[TopBHYHUAT Pe3yNTaT 3a e(PHKACHOCT € BCAKO HOBO CROMTHE Ha MHCYIT ( HCXEMHYEH H XeMOpariueH)
npen nbpeuTe 90 qHM cnen ocThp ek IS wnn TIA ¢ BHcok puck. ToBa € HACTBITHIO NTPH

212 mauuentu (8.2%) B rpynara ua kionuzorpen — ACK s cpasnenne ¢ 303 nauuentu (11,7%) B
rpynaTta Ha ACK (koedpuumenT Ha puck [HR], 0,68; 95% nosepurenen unrepsan [CI), 0,57 no 0,81;
p<0,001). IS ¢ nactemmn npu 204 nanueutH (7,9%) B rpynara Ha kionuporpen — ACK B cpaBHeHHE C
295 (11,4%) B rpynarta va ACK (HR, 0,67; 95% CI, 0,56 no 0,81; p<0,001). XeMoparuies HHCYJIT ¢
Hab/mopasad npH 8 NaMeHTH BLB BCAKa OT ABETE rPynH B u3nuTBaHero (0,3% ot BesAka rpyna).
YMepeH Wi TEXEK KPbBOH3IUB € HaOoaaBaH npH cefaeM nauueHtH (0,3%) B rpynaTa Ha
knonugorpen — ACK v npu ocem (0,3%) s rpynarta na ACK (p=0,73). UecToTaTa Ha BCAKO ChOUTHE
Ha KEpBeHe € 2,3% B rpynata Ha kionuporpen — ACK, B cpaBHenne ¢ 1,6% 8 rpynara Ha ACK (HR,
1,41; 95% (1, 0,95 no 2,10; p= 0,09).

POINT (Unxubupane, nacotero kvm mpomboyumume npy Hoeonogeura ce T1A u nex ucxemuyen
uncyam — Platelet-Oriented Inhibition in New TIA and Minor Ischemic Stroke)

Tosa paHaOMH3HpaHO, ABOHHOCIANO, MHOTOLIEHTPOBO, M1aLie00-KOHTPOJIHPAHO KITHHHYHO H3IIHTBAHE
pkmousa 4 881 nauments ot uan cear ¢ octpa TIA (ABCD2 ckop >4) win siek uncyar (NIHSS <3).
Beuuku mauveHTH B ABeTe rpynH ca nonyuasany otkputo ACK B nuvre ot 1-Bu no 90-tu (50 -

325 mg no mpeueHKa Ha NeKy Balu Jiekap). [lauueHTHTe, pAHIOMHU3HPAHH B rpynara Ha
KJIONUA0TpeN, Ca NOMYYH/IH HaToBapeauia j03a 600 mg xmonuaorpesn Ha 1-BY JigH, nocnensaHa o1

75 mg KIONUAOIrpPe Ha AeH B AHMTE OT 2-pH A0 90-Tu. [lauMeHTHTE, paBIOMHIMPpaHH B rpynaTa Ha
nnaue6o, ca noNy4yaBany mwiaueGo Bepcua Ha Kionuaorpes B faute ot 1-su 10 90-Tu.

[TEPBHYHUAT PE3YATAT 33 ePMKACHOCT € ChCTABHA OT FofIeMH HCXeMHWYHH chOuTHA (IS, MI Hin cMBpT
OT HCXEeMHYHO CBROBO ChOKHTHE) Ha Aek 90. Toea e HacTenumo npu 121 nauHeHTtH (5,0%),
nony4asany kionuaerpen wnoc ACK, 8 cpassense ¢ 160 nauuentu (6,5%), nomyvasanu ACK
camocToareyiHo (HR, 0,75; 95% CI, 0,59 go 0,95; p=0,02). Bropuunust pesyarar IS e HacTBIHA NpH
112 naumentr (4,6%), nomyuasanu wionuaorpen nmoc ACK, B cpasnenue ¢ 155 nauuentH (6,3%),
nomyuasany ACK camoctoarendo (HR, 0,72; 95% CI, 0,56 no 0,92; p=0,01). [Tepeuunmar pe3yarar
3a 6€30MaCHOCT NOJIAM KPBBOU3IIHE € HAacTRMHA npu 23 ot 2 432 mauuentu (0,9%), nomyyapaiu
kaonuaorpen nmoc ACK u nmpu 10 ot 2 449 nanuenru (0,4%), noryvasanu ACK camocroaTenHo
(HR, 2,32; 95% CI, 1,10 no 4,87; p=0,02). Heronam kpbBoM3IHB € HacThIU1 NpH 40 mauueHTH
(1,6%), nonywaranu xnonugorpen winoc ACK v npu 13 (0,5%), nonyvasann ACK caMocTOATETHO
(HR, 3.,12; 95% CI, 1,67 no 5,83; p=0,001).

Ananuz 6bs apememo na npovyearnusma CHANCE u POINT
He e naGionaBana nossza no oTHoIIEHHE Ha ePUKACHOCTTA OT Npoab bkasaHeTo Ha DAPT cnen

21 auu. HanpaseHo € pasnpenefieHHe BbB BPEMETO HA TOJIEMHTE HCXEMHMHHN CHOHTHA U rojieMu
KPBBOH3JIMBH CNOPEA HA3HAYCHOTO JICUEHHE, 32 Ja CE aHaNM3Mpa BIHAHMETO HA KPATKOCPOUHHHA

Kypc Ha DAPT.

TaGnuua |- Paznpenenenue BbB BPeMETO HA FONEMH HCXEMUYHYA CHOUTHA U TOAEMU KPLBROUZIHEH
cIopea HasHaYeHoTo sevyeHHe B npoyusaHuata CHANCE u POINT

bpo#u chbuTHS

Pesynratu B Ha3zuaueHo neueHue Q61 1-Ba 2-pa 3-Ta
CHANCE » POINT cenMMLa | CeaMuLa ceIMMIla
["oneMH HCXEMUYRH ACK (n =35 035) 458 330 36

6
CHORTHA CLPTACK (n=5016) | 328 217 30
Paznuka 130 113 6
["'onsmM kpeBOM3NHKB ACK (n=5035) 18 4
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CLP+ACK (n=5 016) 30 10 4 2

Pa3nmuka -12 -6 -2 -1

IIpedcyporHo muvicoene

[Tpoyusanusara ACTIVE-W u ACTIVE-A, otaennu npoyusanus B nporpamata ACTIVE, skntouBar
NalUEHTH ¢ TIPEACkPAHO MbXAeHe (AF), KOMTO UMAT NoOHe eAWH PHCKOB (PAKTOp 3a ChbAOBH
HHUMAEHTH. B3 0CHOBA Ha BKIOYBalIHTE KPUTEPHH, TekapuTe ca BkmousaH B ACTIVE-W
MalMeHTH, AKO Ca KaHAHMIaTH 33 Tepanua ¢ autarouuct ua sutamu K (VKA) (kato sapdapus).
[Tpoyusanero ACTIVE-A BxJll0uBa nauyeHTH, KOUTO HE MOraT Ja noJy4yapaT nedenne ¢ VKA
nopaiaH HEBb3MOKHOCT HIH HEXeNaHHe.

[MTpoyusaneto ACTIVE-W noka3sa, u¢ Je4YeHHETO ¢ AHTArOHUCT Ha BHTaMUH K € no-eekTHBHO 0T
ToBa ¢ kKnonunorpen ¥ ACK.

[Tpoyusanero ACTIVE-A (N=7 554) € MHOTOLIEHTPOBO, PAaHAOMH3HPAHO, ABOHHO-CAAMNO, IUIALE00-
KOHTPOJIMPaHO NIPOYYBAaHE, KOETO cpapiara kionuaorpen (75 mg/nuesno) + ACK (N=3 772) ¢
ntauebo + ACK (N=3 782). Ipenopruntennata go3a 3a ACK e 75 no 100 mg/nnesno. Ilanuenture
Ca JIeKYBaHH B NPONBL/DKCHHE HA 5 MOAUHHU. '

[Mauuenrute, panoomusupay B nporpamara ACTIVE, ca OMIH NaUHEHTH ¢ J0Ka3aHO MPEeJChPIHO
mbxaeHe (AF), T.e. win nepcvctupamo AF uinu Haii-maniko 2 enu3oga Ha WHTEPMHTEHTHO AF npes
[oCHeAHUTE 6 MeCela, U €3 UMaliu MOHE eAMH OT CNeAHWTE PUCKOBH GaKTOPH: BE3PACT 275 rofvHY
UIH BB3pACcT 55 1o 74 ronquHy; 3axaped auabeT, H3HCKBAL JedeHHe, WIH A0Ka3aH npekapad MI, win
N0Ka3aHO KOPOHAPHO apTepUanHo 3ab01aBaHe; NEKYBaHU 38 CHCTEMHA XHIIEPTOHHUA, MPpeKapaH
MHCYT, pexonHa ucxemudHa ataka (TIA), wiu cuctemed eMGon, koiito He 3acsra HHC,
nerokamepHa THCHYHKIMA ¢ Gpakuus Ha H3TIACKBAHE Ha JIABa kaMepa <45%, HIH JoKa3aHa
nepudepHa cbaosa Gonect. Cpenunat CHADS: pesynrat e 2,0 (rpanuun 0-6).

[MaBHKTE M3KNFOYBALUM KPHTEPHH 33 MalMEHTHTE ca OHMK JOKa3aHa MenTH4YHA g3BeHa 00NeCT B
PAMKHKTE Ha NPeAXOoaHHTE & Mecelia, [IpeIIecTBall HHTpalepedpaneH KpbBOH3IIHE, 3HAYHMA
TpoMBouutoneHus (6poii TpoMbommTH < 50 x 10%/1), He0GXOAUMOCT OT KNOTIHACTPEN WIIH [IEPOPATHU
aHTHcoarynatd (OAC) Wi HEMOHOCUMOCT KEM HAKOE OT JBETE CheAHHCHMA.

CenemaeceT U TpH nipouenTa (73%) or naudeHTuTte, BnroyeHH B npoyysaneTo ACTIVE-A, He ca
Ounu B CbCTOAHUE Aa npueMaT VKA nopaau NpeucHka Ha NeKapi, HEBb3MOKHOCT 338 MOHHTOPHPAHE
Ha INR (mexayHapoaHo HOpMalH3MpaHO ChOTHOLICHHE ), NPEAHCIO3HLIHA KbM NAaJaHe UK TPaBMa Ha
riaBaTa, WiH cneurndHIeH PECK OT KbpBeHe, 3a 26% OT NAlMEHTHTE, PelIeHHeTo Ha ekaps € OHIo
OCHOB3aHO Ha HEXE/JaHHEeTO Ha MaliHeHTa Ja npuemMa VKA.

ITonynaumaTa nmaumenTH e Biunoysana 41,8 % xenn. CpenHara se3pact € 61na 71 roauny, 41,6% ot
naumeHTHTE ca OuK >75 roamad. Oowo 23,0% oT nauHeHTHTE ¢a OTyYaBald aHTHAPUTMHLM,
52,1% beta-0nokepu, 54,6% ACE-uuxuGHTOPH, U 25,4% CcTaTHHH.

BpoaT Ha NALMeHTHTE, KOXTO €3 JOCTHIHAJIM NBPBUYHATA KpaliHa T0YKa (BpeEME 10 MbpBA M104Ba Ha
uHCynT, Ml, cHcteMen emMB0aH3BM, KoiiTo He 3acara IJHC wmu ceaoea cMbpT) € 6 832 (22,1%) B
rpynara, jeKysaHa ¢ knormuaorpest + ACK u 924 (24,4%) B rpynarta Ha nnaue6o + ACK (11,1%
HAMANABAHE HA OTHOCHTEIHUA prck; 95% Cl ot 2,4% - 19,1%; p=0,013), rmaBHO nopaaM roiasmo
HAMAJABAHE Ha YECTOTATA HA MHCY/ITUTE. IHCYNITH ca Be3HUMKHANH pH 296 (7,8%) ot naudeHTHre,
nomydagaiid knonuaorpen + ACK u 408 (10,8%) ot naumeHTHaTe, Momywasaiu manebo + ACK
(28,4% HamMasiBaHe Ha OTHOCHTEIHHA pHcK; 95% CI, ot 16,8% - 38,3%; p=0,00001).

[leduampuuna nonviayus

B npoyusate ¢ moBuiIaBade Ha 103aTa npy 86 HOBOpOREHU WIH Acua 10 24 Meceua ¢ pucK 3a
tpombo3a (PICOLO), knonuaorpen e oueHABan B nociaegopareauu aosu ot 0,01, 0,1 u 0,2 mg/kg npu
HOBoponeHH H Aeua u 0,15 mg/kg camo npy HoBoponeun. fozara ot 0,2 mg/kg mocTHra cpeneH
NpoueHT Ha HHXuGupane 49,3% (5 uM AJJdD-uHayuMpaHa TpoMOOLMTHA arperaiys}, KoiTo ¢
CpaBHHM C TO3H MPH BB3pacTHH, MpueMatuy TpomOekc 75 mg/nHeBHo.

B paHnoMH3UpaHo ABOHHO-CIANO, NapanenHo rpynoso npoyusane (CLARINET) 906 nea
nauueHTH (HOBOPOJACHH M Aela), ¢ IMaHOTHYHO BPOJIEHO ChPAECHHO 3a00MABAHE, ¢ NAIHa et
MOCTaBeH CHCTEMHO-0enoapoOer apTepHalied LWbHT, ca paHIOMU3HPaHH [a NpHeMaT Kl p@o pes
0,2 mg/kg (n = 467) unu wiauebo (n = 439) eAHOBPEMEHHO ChC CHITHTCTBALIO OCHOBHO > 5
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MOMEHTA Ha BTOPHS €Tamn Ha onepauqara. CpeJHUAT Nepruol MeXay NOCTaBAHETO HAa NATHATHBEH
LIBHT H IEPBOTO NPUIGKEHHE HA U3NHMTBAHKA JlekapcTBed mpoaykT e 20 nuu. [pubnusutento 88%
OT MaLMEHTHTE ¢a nosryuasany exHoepeMenHo ACK (nmanason ot 1 no 23 mg/kg/nuepno). He e
HaOmonaBAHA 3HAYHMA pa3lIMKa MEXAY TPYITUTE MO OTHOLIEHHE HA ITbPBHYHATA ChCTABHA KpaiHa
TOUYKA HA CMBPT, TPOMBGO3a HA UILHTA UJIH ChP/IEYHA HHTEPBERLMA MO-paHo oT 120-1HeBHa Bb3pacT
cnen cuOMTHE ¢ onpeaeneHo TpoMaoTueH xapaktep (89 [19,1%] 3a rpynara Ha knonuporpen w 9
[20,5%)] 3a rpynara Ha nnauedo) (sx. Touka 4.2). KepeeHeTo e Hali-4ecTo cho0IIasaHaTa HEXENAHa
peakIMs K B IBETE IPYIIM — HA KJIONUAOTPEN | Twiauefo; KaTo He € HaOMroNaBaHa 3HaYKMMa pa3jiika B
4eCTOTaTa Ha KbpBeHe Mexay rpynure, Ilpu nsarocpouto npocneasBaHe Ha 0€30MacHOCTTA MPH TOBA
NpoyuyBaHe, 26 IALMEHTH C BCE OLLE HAIMMEH LIBHT HAa €JHOTOHIIHA BB3PACT €A MN0JTy4YaBalii
kmonuaorpen 1o 18-Meceuyna pp3pact. He ca HaOmogaBaHH HOBH CHOOpaXKEHHUA OTHOCHO
0e30MacHOCTTA [0 BPEME HA TOBA ABATOCPOYHO NMpOCHeAsBaHe.

Hanuteanusara CLARINET u PICOLO ca npoeaeHy ¢ H3NOM3BaHE HA MPUTOTBEH pa3sTBOP Ha
kiaonuaorpen. B npoyueade Ha oTHocHTeIHaTa OMOHATHYHOCT NPH Bb3PACTHH, MPHIOTBEHHUAT
PA3TBOP HA KJICTIUAOTPEI MOKA3BA CXOHA CTENEH K MANKO MO-BHCOKA CKOPOCT Ha abcopbums Ha
[JIABHHA WUPKYIHpaLl (HEakTHBEH) MeTabomuT, B CpaBHEHHME ¢ pa3pellieHara 3a ynorpeba Tadrerka.

3.2 (MapMAKOKHHETHYHH CBOHCTRA

AbcopOnus
Cnen eNHOKPATHO W MHOTOKPATHO MEPOPATTHO NPHIOKEHHE HA JI03H OT 75 mg AHEBHO, KIONHAOTPEN

ce abcopOupa 6pp30. CpenHHTe MaKCUMAlIHH [UTa3MEHH HHBA HA HENMPOMECHCHHA KIOTIHAOIPE
(mpubnuzurenyo 2,2-2,5 ng/ml cnep eAHOKpaTHA MepopaliHa 1032 OT 75 mg) HACTHIBAT
MpHOIM3UTENHO 45 MRHYTU criep npueM. AGcopOuunTa e Hait-manko 50 %, b3 OCHOBA HA
EKCKpeuusaTa ¢ YpHHaTa Ha MeTaDOINTHTE Ha KIIONHAOIPEI.

Pazupenenenne

Kiormagorpes ¥ raBHUAT UMpKynypail {HeakTHBeH) MeTabonuT Ce CBbP3BaT 00paTHMO in vifro ©
YOBEINKKTE MUIA3MEHH NPOTeHHH (CHOTBETHO 98% 1 94%). In vitro, CEBP3BAHETO HE 3aBUCH OT
CTEIEHTa HA HACHIIAHE, [TPH LIHPOKU IPAHHLM Ha KOHLUEHTpaHATA.

buoTtpaHcdopMmanus

Knonuaorpen eKCTeH3INBHO ce MeTaGonH3Hpa B YepHUA Apod. {n vitro U [n vivo KNOTHAOCPEN CE
MeTaloau3Mpa 1o B3 OCHOBHH MeTaDOJHTHH ITbTA. €4MH, OCBIXECTBABAH OT €CTepa3d W BOJACIL 10
XHUAPOIH3a H NOTY4aBaHEe Ha HEAKTUBHM AepUBaTH HA KapbokcrnopaTta kuceauHa (83% ot
LHPKYJHpaliuTe MeTaboMuTn), 1 APYr, OCHILECTBABAH OT MHOXKECTBO LUTOXpoMut P450.
Knonugorpen nbpeo ce MeTaboIH3Hpa 40 2-0KCO-KIOTTHAOTPesl MEXAHHEH META00HT.
[MocneaBamMaT MeTaGoMH3bM HA MEXAHHHHA META00IUT 2-0KCO-KJIOTHAOTPEN BOAH A0 00pa3yBaHe
HA aKTHBHUA MeTaGoIHT, THOTIOR JepHBAT Ha KIOMII0rpel. AKTHBHHAT METa00UT ce obpa3yBa
npexumio oT CYP2C19 ¢ yuactreto Ha Hakonxo apyrd CYP enzumu, Bmoautendo CYPLAZ,
CYP2B6 u CYP3A4. AKTUBHUST THOJIOB METaOOJIUT, KOHTO € H30JMpaH in vitro, ce CBbp3Ba OBP30 1
HeoOpaTHMO KbM TPOMOOLMTHHUTE PeUeNTOPU, KOETO HHXHOUpa TPOMOOUMTHATA arperauus.

Crnax H2 aKTHBHESA MeTaBONIMT € 1Ba MbTH I10-BHCOKA CNEJ AHOKPATHA BaToBapBaila 703a ot 300 mg
KNOIHAOTPEN, OTKOAKOTO CJIeH MPHIArane Ha MOIAbP:KalA 1032 OT 75 mg 32 9eTHPH AHU. Crnax CE
poctura npudauznTento 30 go 60 MHHYTH Cleq NpHIIaraHe.

EnuMuHupane
Ciiex nepopaneH npuem xa Mapkupan ¢ C14 knonuaorpen npu xopa npubmusutenso 50% ce
eKCKpETHpa B YPHHATA M 0koso 46% npe3 dexanuute 3a 120-yacoB HHTepBan cnen npuemMa. Cnen
eJIHOKPATHA [IEPOPAHA 034 OT 75 mg KJIOnuaorpen iMa nofMy>KABOT OT IPHONU3HTENHO 6 yaca.
ETHMUHAIMOHHUAT MOJIYKHBOT HA OCHOBHHSA LHPKYIHpALL (HEaKTHBEH) METab0THT € 8 uaca criel
€JHOKPATHO WJIH MHOTOKPATHO IIPHIIOKEHHE.

DapMakoreHeTHKA
CYP2CI19 e BkmoYeH BbB JOPMHUPAHETO Ha AKTHBHUA META0OMUT H HA MEXKTHHHHA M

OKCO-Kinonuaorpen. @apMakoKHHETHKATA HA AKTHBHUA METaDONHT Ha KNOIMAOTPEST U

21



AHTHATPEraHTHHUTE edEeKTH Ha KIOMMACTPEN, H3IMEPEHH YPe3 aHAMHU3 Ha ex vivo TPOMOOUMTHA
arperamus, ce pasjiHyasat B 3apucumocT 0T CYP2CI19 renoruna.

CYP2CI19*1 anensT CbOTBETCTBA HA UANOCTEH PYHKIMOHATEH MeTaboIH3BM, JokaTo CYP2C19*2 u
CYP2C19*3 anenure ca nepyrkumonanan. CYP2C19*2 u CYP2C19*3 anenute ca OTTOBOPHH 32 M0-
rofsMaTa 4acT OT HamaneHara GyHkuusa npu cnabute metaGonusaropu ot Oatata (85%) v asmartckara
(99%} paca. Jpyru anenu, CBLp3aHE ¢ MMICBAIL HIH HamMajleH MeTadoIu3bM, ca NMo-MauKo YeCTH
Biutousar CYP2C19%4, *5, *6,*7 u *8. [lauueHT cre ctatyc Ha cnab Merabonusarop, 1C NpUTEKaRa
71Ba asnesia, OTTOBOPHH 3a 3ary0a Ha GyHKUHS, KaKTo e onpeneneHo no-rope. IlybnukyeaHure 4ecTOTH
3a cabute CYP2C19 MetaGonu3upaius reHoTHNose ca mpuoauzutenHo 2% 3a Osnara paca, 4% 3a
yepHara paca B 14% 3a kutaiiuure. CrinecTByBat TecToBe 3a onpenensne Ha CYP2C19 renotuna Ha
MAKEHTA.

Kpbcrocano npoyusane npu 40 3apasu 100posonus, no 10 BB Beska o1 yetupute CYP2C19
MeTaboMH3MpamH rpynu (KpaiiHo 6bp3H, EKCTEH3IUBHY, MEXIMHHHA H ¢1aby MeTabonu3aTopH)
oLeHsABa (PApMAKOKVMHETHKATA H aHTHACPETAHTHHTE OTroBOpH NpH 2o3a ot 300 mg, nocneasaHa oT

75 mg/aneBHo u 600 mg, nocneasara ot 150 mg/nuerHO, BeAKa 3a 00O 5 AHHM (CTALMOHAPHO
ceeTosnHKe). He ca HaGmioaaBaHy CHIECTBEHH Pa3AMKH B €KCIIO3ULIHATA HA AaKTHBHHSA METAOO/IHT K
cpeaHoTo uHxuGupade Ha TpomGonurHaTa arperaima (IPA) mexaoy kpaiino Obp3uTe, SKCICHINBHUTE
H MeXIHHHUTE MeTabonnsaTopH. [Tpu cnabure MeTaGoNH3aTOPH EKCMO3ULHATA HA aKTHBHHA
MeTaGoNuUT € HamalieHa ¢ 63 - 71% B cpaBHEHHe C eKCTEH3UBHUTE MeTaboH3aTopH. (CJIell cxeMa Ha
npitarase 300 mg/75 mg aHTHArperaHTHHTE OTTOBOPH Ca TIOHWKEHH IpH cnabute meTaboan3aTopy
cbe cpento IPA (5 M ADP) ot 24% (24 yac) u 37% (neH 5) B cpaHenne ¢ IPA ot 39% (24 uac) u
58% (men 5) npu excTeH3uBHUTE MeTaGoTH3aTOPH H 37% (24 vac) u 60% (nen 5) npH MEKIHHHHTE
metabonuzatopu. Koraro cnabure merabonuzaropu npuemar no cxema 600 mg/150 mg,
€KCNO3ULIHATA H3 aKTHBHHA MeTaboIIuT € No-roNisMa oTKOIKoTo npH cxemara 300 mg/75 mg. B
nonsnHenue, IPA e 32% (24 yac) 1 61% (men 5), cTOHHOCTH, NO-TOMEMH OTKOAKOTO NPH cnadure
mMeTa0onu3aTopy, noy4asamwm no cxema 300 mg/75 mg u cxoaHu Ha Te3u nipu apyrute CYP2C19
metabonuzupaty rpynu, nojyyasami no cxema 300 mg/75 mg. [looxonsmia cxema Ha NpuaraHe
IIPH Ta3H MONyNalMd NAUMEHTH BCe OlIE HE € OlPEeaENCHA B H3NHTBAHHA 33 KJIMHUUHH PE3YIITAaTH.

B cbOTBETCTBHE C TOPHUTE PE3YITATH, NPH METa-aHATM3, BKIIOYBALL 6 MpOYyYBaHHA HA 335 NaUUeHTH,
NeKyBaHHU € KIONKAOTPEN B CTALMOKAPHO CBCTOSHHE, € NMOKa3aHo, Y€ KCIO3HLMATA HA aKTUBHHA
MeTaboHT € noHmwkeHa ¢ 28% 3a mexxauHHATE MeTaGonusaTopH B 72% 3a ciabure MeTaboOMH3ATOPH,
O0KaTo UHXHOUpaHeTo Ha TpoMOonuTHaTa arperaums (5 pM ADP) e noHmxero ¢ pa3nHkl B [PA ot
5,9% u 21,4% cBOTBETHO, B CpaBHEHHE C EKCTEH3UBHATE METa0ONMM3ATOPH.

Bnuaunero Ha CYP2C19 reHoTvna BupXy KITHHHYHAS H3XOJ OPH TIALHEHTH, IEKYBaHH C
KIIOMMUOOTPE, HE € OUCHABAHO B MPOCIEKTUBHH, PAHAOMHA3HPaHH, KOHTPOIHPAaHH H3NHTBaHMA.
CoLiecTByBaT 06ade peauua peTpoCneKTHBHY AHAIM3M 32 OLEHKA Ha TO3YU e(deKT NMpH NALHEHTH,
JIEKYBaHH ¢ KJIOMHAOIPE, 3a KOUTO UMa pesyirary 3a redotuna: CURE (n=2 721), CHARISMA

(n =2 428), CLARITY-TIMI 28 (n =227), TRITON-TIMI 38 (n = 1 477), 1 ACTIVE-A (n = 601),
K4KTO B H3BecTeH Opoi MyOIHKYBAHH KOXOPTHH NIPOYYBAHHSL.

B TRITON-TIMI 38 u 3 ot koxopraure npoyusanus (Collet, Sibbing, Giustl) komOuHHpaHata rpyna
MALHEHTH ¢ MEXAHHEH KM cia® MeTabonu3Hpall CTaTyC Ca UMaJlH NMo-BHCOKA HECTOTA HA ChPAEYHO-
CBAOBU WHUMIEHTH (CMBPT, MUOKapaeH HH(APKT W HHCYNT) HIH TpoMOO03a Ha CTEHTA, B CPaBHEHHE C
€KCTCH3MBHHTE META0ONH3ATODK.

B CHARISMA u eaHo KOXOpTHO nMpoyuBaHe (Simon) MoBMIIEHA Y€CTOTA HA HHLMACHTH €
HaOmogaBaHa caMo NMpH c1abK MeTabOJIM3ATOPH B CPaBHEHHE ¢ SKCTCHIUBHUTE METa0OHU3ATOPH.

B CURE, CLARITY, ACTIVE-A n egno ot koxoptaure npoy4saHus (Trenk) ve e Habmronasana
MOBHIIEHA YeCcTOTA Ha HHLIMAEHTUTE Bb3 OCHOBA HA CTaTyca Ha MeTabonusaropa.

Huto eqvu ot Te3n ananusu He e Oun ¢ afekBaTteH Opoli NABKUEHTH, 32 3 OTKPUE Pa3jiviKu B W3X0Ha
npu cnabute MeTaboNH3aTOPH.

Creunaniu nomynanuu
(DapMakOKMHETHKATA Ha AKTUBHHAT MeTA0OIHT HA KIONUAOrpeJ HE € U3BECTHA NIPH Te3

NOMyJIAalUY,
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Clleq MHOTOKPATHO NPWIONEHHE HA 03K OT 75 Mg KIONHAOrpesa AHEBHO NPH IMAUHEHTH € TEXKA
OBOpedHa HENOCTATBYHOCT (KPEATHHHHOB KITAPBRC Mexay 5 | 15 mY/min) nuxubupanero na AND-
HHIYLUMpaHaTa TPOMOOIMTHa arperanus € no-Hucko (25%) oTkonkoTo HAbOAaBaHOTO NPH 3APaBH
MHIUBHAM, BEIPEKH TOBA YABH/DKABAHETO HA BPEMETO Ha KbpBEHE € CXOHO € TOBA, HaOM0AaBaHO NpH
3ApaBH HHAMBHIM, ITpHeMaIud 75 mg knonHaporen AHeBHO. OCBeH TOBA, PH BCHYKH MMAUKEHTH
KJIMHUYHATA MOHOCHMOCT € OHna nobpa.

Heproopobro yepecoarie

Crien MHOTOKDPATHO TIPUMArate Ha 103a 0T 75 mg KIOMHAOTPE THEBHO B NPOALMKEHHE Ha 10 aHK
[MPH MAUWEHTH C TEXKO YepHOAPOOHO yBpeXKaaHe, HHXHOupareTo Ha AJ/IP—uHIynHMpaHaTa
TPOMOOLMTHA arperalus € CxXoHa ¢ TOBa HabNIoAaBaHO MPH 3ApaBy UHIHBHAH. Y IBIKaBaHETO HA
CPEAHOTO BpeME Ha KbPBEHE CBLIO € OMI0 CXOQHO B BETE IPYNH.

Paca

[IpeoGnagasaneto na anesmte Ha CYP2C19, onpeaensuin Mexkauner U cnab CYP2C19 MeTabonnzsm
ce pa3znuuaBar B 3aBHCHMOCT OT pacara/ ernoca (Bxk. PapMakoreHeTrka). HanmHYHH Ca OTpaHU4eHH
[JaHHH OT JINTEPATYPaTa 3a a3MaTCKHTE MOy IAlHH 3a OLleHABAHE HA KAMHHYHATA 3HAaYMMOCT Ha TOBa
CYP reHoTHnu3vpaHe Mo OTHOMEHHE HA W3X0Aa 0T KNHHHYHUATE UHUHAEHTH.

5.3 IpeaxnaHHYHHK xanHH 332 HezomacHoCcT

[Ipu npefK/MHHYHHTE [IPOYYBAHHA NPH IUTHXOBE H MaiiMyHH Hali-uecTo HaOMoKaBaHUTE e(eKTH ca
yepHoapoOHK nMpoMenn. Te BH3HHKBAT MPU A03H HABULIABALUH HAW-MATKO 25 'bTH €KCNO3HUHATA
IPH XOpa MpHeMallli TEPaneBTHYHATA A03a 0T 75 mg/AHEBHO, U €a B PE3Y/ITAT HAa e(PeKT BBPXY
yepHoapoOHuTE MeTaGonuaupamm ensuMu. He e HaGmopasaHe edexr ppXy YepHOaApoOHUTE
MeTabonu3Hpally eH3UMH IIPA X0Ppa, NPUEMALLH TepaneBTHYHA 1032 KIOIMHAOTPE.

ITpn MHOTO BHCOKH 034 € YCTAHOBEHA H HapyIlIeHa CTOMAallHa MOHOCUMOCT (TaCTPUT, CTOMALIHH
¢PO3MH W/HJIK [IOBPBILUAHE) HA KIOMUAOrpPen [IPH MAbXOBE H MaiiMyHH.

Hsama maHHy 32 KapIHHOreHeH e(eKT npy MpHIaraHe Ha K1oNMUAorpesa 78 ceAMHLM Ha MHIIKH H
104 ceamuuy Ha mIBXoBE 8 1034 10 77 mg/kg nHeBHO (CHOTBETCTBAILO Ha HaH-Manko 2J NBTH
eKCMO3UIUATA (IPY XOpa, UpUeMallii TepaneBTHYHATA 1033 0T 75 mg/AHeBHO).

MHOXeCTBOTO i Vitro U in vivo Npoy4YBaHud 332 FeHOTOKCHYHOCT MTOKA3RAT, e KIIOMHIOTPEN HAMa
reHOTOKCHYEH E(EeKT.

Knonuaporen He BnusAe BbpXy PEpPTUNHTETA HA MBKKH H XKEHCKH TUTBXOBE H HAMA TEpATOTCHEH
edexT npu meXoBe KM 3aiiuM. Koraro ce npunara npy TaKTHPALIK [TLXOBE NPeAM3BHKEBA C1a00
3a0aBsHE HA Pa3BUTHETO Ha nokoneHneto. Cucnndnunn PapMaxoKHHSTHIHM NPOYUBAHA C
MapKHpaH KNOMUAOTPEN MOKA3BAT, 4€ H3XOHOTO CheAMHEHHE HITH HETOBHTE METaOOJIHTH Ce
eKCKpeTUpaT B MIAKoTo. CIeNoBaTENHO He MOXE Na ce H3KTI0YH NpaK (cnaba TOKCHYHOCT) HitH
KOCBEH €(eKT (1eK0 BKYCOBO YCELLUAHE).

6. OAPMALIEBTHYHHA JAHHH

6.1 Conucesx HA IOMOMHHATE BEIIECTRA

Anpo
Manuron (E421),

Makporon 6000,

MiukpokpucTanHa Hemynosa,

XHIPOreHUpaHo PHIIMHOBO MACIIO,

YacTHiHO 3aMeCcTena XMIPOKCHNPONILEIY 1032,

(Q6BKBKA
Xunpomenosa (E464),
JlakTo3a,

Tpuauetuu (1518),
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Turanos nrokcua (E171),

Yepsen xeneszex okcua (E172),

KapHayOCKH BOCBHK.

6.2 HecbBMecTHMOCTH

HenpunoxxuMo

6.3 Cpok na roanocrt

3 roaHHH.

6.4 ChneunaJnn yc10BHs Ha ChXpaHeHHe
CrvkneHa OyTunka:

Ha ce chxpaHnaBa B OpHTMHAJTHATA ONAKOBKA, 33 /1A C€ NMpeANAa3y OT Blara.
CrabmwiHocT Ha NpoAyKTa IpH ynorpeba: 3 Mecela, KOraTo ¢e ChXpaHABa NpH TeMnepaTypa noa 25°C.

PVC/PVDC/AnyMunues OnucTep:
Ja ce cuxpannsa noa 30°C B opuryHanHaTa ONAKOBKA, 34 1 €€ NpeAnasu OT Biara.

6.5 BuancpanpkaHHe HA OHAKOBKATA

Kadnpa creiuiena OyTuika ¢ 6su1a HDPE BuHTOBa Kanauka cbC CYLUMTENL.
Paimep Ha onakoekute: 28, 30 nnu 90 punmupann tabneTky

PVC/PVDC/AnyMunues Onucrep:
PaiMep Ha onakoskute: 7, 14, 28, 30, 84, 90 wi 100 dpunmupanu tabietku

He BCHYKM BHIIOBE OMAKOBKH MOrar fa 6bJaT IMycHaTH B npoaax0ia.

6.6 CoeuHa HH NpeANa3HH MEPKH NPH HIXEbP/IAHE B padoTa

HeH3Mon3BaHuAT JeKapCcTBEH MPOAYKT WAH OTIAIPYHHTE MATEPHAIH OT Hero TpiadBa 1a Ce H3XBbPJIAT
B ChOTBETCTBHE C MECTHUTE U3HCKBAHMS.

7.  TIPHTEXATEJI HA PAZPEIHEHHUETO 3A YIIOTPEBA

Zentiva, k.s.

U Kabelovny 130,

102 37 Prague 10,

Yemka penyOmnHKa

8. HOMEP{A)HA PAIPEIIEHWUETO 3A YIIOTPEBA

Per. Ne 20090170

9. JATA HA ITBPBO PAZPELILIABAHE/TIOJHOBABAHE HA PASPELLIEHHETO 3A

YIIOTPEBA

11.05.2006/07.08.2014
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10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

24.08.2023 r.
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