KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



i AINLAHRATENHA ATEHUNA [T0 NEKAPCTBATA

1. UME HA JIEKAPCTBEHHA ITPOAYKT

Kaipakcep 75 mg dunmupanu Tabnerku
Qydaxer 75 mg film-coated tablets

2. KAHECTBEH H KOJIMMECTBEH ChCTAB

Bcaka dunmmnpana Tabnerka cuabpxa 75 mg knonuaorpen (karo xuaporeucyndar) (clopidogrel (as hydrogen
sulphate)).

[ToMOLWHH BELLECTBA C H3BECTHO ACHCTBHE!
Beaka dpunmupana tabnerka cbabpxa 2.4 mg nakTo3a MOHOXHAPAT U 3 Mg XKAPOTEeHUPAHO PHLIMHOBO MacJo.

34 NbAHUA CNUCBK HAa NOMOLUHHTE BELIECTBA BHXKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA
Punmupana Tabnerka.

Po3oBH, kpbrau, hunmupanu Tabnetiu ¢ eanb6HaTo penedHo ozHavenue ,MC 5% OT eaHaTa CTpaHa v raiky
OT Apyrara cTpaHa.

4. KIUMHUYHHU JAHHH

4.1 TepaneBTHYUHH NOKA3IAHHA

Bmopuuno npednazeéane om amepompombomuunu UnyuoeHmu
Kainakcep e nokasaH rnpm:

»  Bb3pacTHW NMAaUMEHTH C aHaMHe3a 338 MUOKapeH WHMAPKT (OT HAKOAKO AHW A0 35 AHM), HCXEMMUEH
MHCYAT (OT 7-MHs B€H 10 6-THA MECEL) HAH YCTAHOBEHO NEpHQepHO apTepuaHo 3abonsBaHe.

* B13pacTHH NALKMEHTH C OCThP KOPOHAPEH CHHAPOM:

- Octdp xopoHapen cvHapom Ge3 enesauns Ha ST -cermenta (HecTaOWNHA CTEHOKApAHA WK
muokapaeH WHdapkT Ge3 Q-3bbel), BKAFOHMTEIHO NAUHEHTH HA KOWTO € MNOCTABEH CTEHT CleA
NEPKYTAHHA KOPOHApHA MHTEPBEHLMA, B KOMOMHALIHWA C aLUETUNCATHUWIOBA KHCEIHHA (ACK).

- OcTbp MHOKapaeH WHpapkT ¢ enesauns Ha ST-cermenTa, B kombuHauns ¢ ACK npu nauxeHTy,
NOANOKEHH Ha NEPKYTAHHA KOPOHAPHA HHTEPBEHLKA (BKIIOYHTENHO NAUKEHTH, Ha KOWUTO € NOCTABEH
CTEHT) MAH MEAMKAMEHTO3HO JIEKYBAHH NALUWEHTH, MOAXOAAUM 32 TPOMOOAHTHHHA/ GHOPUHONHUTH HA
Tepanus.

[pu nayuenmu ¢ npexodno napywenue na mMosviHomo xpwveoobpauernue (ITHMK) ¢ ymepen 00 GUCOKpUCK

wiu aex ucxemuven wicyam (MH)
Kaitnakcep 8 komGunauus ¢ ACK e nokazaH npu:

o Buspactum naurentn ¢ [THMK c ymepen no Bucox puck (ABCD2 ckop >4) uau ¢ nex A (NIHSS <3)
B paMKHTE Ha 24 yaca oT cbOHUTHETO.

ITpeonazeare om amepompomMOomusHy u mpom6oemoonuNHY UHYUOEHMY Npu npeoCcLPOHO MbIHCOCHE
[pn BBL3PACTHW MALMEHTH C NPEACHLPAHO MBXKAEHE, KOWTO MMAT IOHE €AWH PHCKOB hakTop-Sa—wAQBH
HHUMAEHTH, KOHUTO HE ca NOAXOAALUM 3a JeueHue ¢ aHTaroHUCT Ha BUTaMHH K (ABK) H Ko QuamaT YWv)

TpoMBOEMBONNUHK HHUMAEHTH, BKIIOYHTENHO HHCYAT,

3a noNbAHKTENHA UHBOPMAaLMS BUXKTE Touka 5.1,




4.2 Jo3HpoBKA H HAYMHH HA NPHJGKENHE

EOSH pOBKa

* Bw3pacTHH W cTapuecka Bb3pacT
Kainakcep Tpabsa na ce npyuemMa KaTo eAMHHYHA QHEBHA A03a OT 75 mg.
[1pn nauneHTH ¢ OCTLP KOPOHAPEeH CHHAPOM:

_ QcTbp kopoHapeH cuHapom Ge3 eneBauus Ha ST - cermenTa (HecTabHaHa CTEHOKAPAHA MIH MHOKApACH
undapxt 6e3 Q-3n6eu): neyenueto ¢ Kalgakcep Tpabsa 1a 3anovHe ¢ €AMHMYHA HATOBApBaLlLa 1033 300
mg nnu 600 mg. Moxe na ce obmucan naTosapaalua go3a 600 mg npu nauUKeHTH Ha BB3pacT <75 roamum,
KOraToO ce MpPeABHIKAA NEPKYTAHHA KOPOHapHa WHTepBeHUMA (BX. Touka 4.4). Jleuerunero ¢ Kaiipakcep
Tpabea aa Hbae NPOABIKEHO CbC 75 Mg BEAHDBK AHEBHO (C AUSTHIICANHLIMN0BA KHCENUHA (ACK) 75 mg-
325 mg auesuo). Tbit kato no-sucokuTe A03H Ha ACK ce cBbp3BaT C MOBHIIEH PHCK OT KLPBEHE, CC
npenopbusa fo3ara Ha ACK na ne npesvwaga 100 mg. OnTumansara NpOABMKHTENHOCT HA ICHEHHETO
He e obHuUMaNHO ycTaHoBeHA. JIaHHMTE OT KNWHHUHM M3NUTBAHHA Ca B NOAKpena Ha ynorpebarta Ha
Kaiinakcep no 12 meceila, KaTo MakcHManeH noneseH edexT e Habnionasax Ha 3-us Meceu (Bx€. TOuka 5.1).

QOcTbp MHOKapAEH UHGAPKT ¢ enepauna Ha ST-cermenTa:

_  [lpn MeAHKAMEHTO3HO NEKYBAHK NaLMeHTH, NOAXOAALLH 3a TpombonuTHuna / GUOPHHONUTHYHA
Tepanus, Katinakcep tTpsa6Ba aa ce nprema KaTo €AHOKpaTHa AHEBHA 1034 OT 75 mg, KaTo ce 3ano4pa
¢ 300 mg Hatopapsaiwa ao3a 8 koMGunauus ¢ ACK u ¢/6e3 tpombonntHuH. 3a MeaHKaMEHTO3HO
nexyBaHy MAUMEHTH Ha Bb3pacT Haa 75 roauHy Kaiaakcep TpabBa aa ce 3anoune 6e3 HaTOBapBalla
no3a. KomBunupaHo neuenne TpabBa Aa ce 3aNOYHE BL3MOKHO HaWH-paHO CNEA HA4ANOTO Ha
CHMNTOMHTE W 13 GbAE NPOABLIKEHO MOHE 38 YETHPH ceAMUUM. [lonzaTa OT KOMOWHHPAHETO Ha
Kaiinakcep ¢ ACK 3a noseue OT 4ETUPH CEAMHUM He € G1na npoy4saHa Npy TOBA NOKa3aHHE (Bx.
To4ka J.1).

_ KoraTo ce nnaHupa nepkytaHHa kopoHapHa nutepseHuna (IMKH):

- Kaitnakcep Tpa6Ba na ce 3anouHe ¢ Hartosapsawa aosa (HJ) 600 mg npn nauueHtw,
noanoxeHH Ha nbperuna [TKH, u npu nauuentn, noanoxenn Ha [1IKH noseue or 24 uaca
cfien noayuaBaHe Ha GuEpHHOAWTHYHA Tepanua. [IpH NauUHEeHTH Ha BB3PAcT 2 75 roarHy 600
mg HJI Tps6Ba na ce npunara ¢ NOBHLIEHO BHUMaHHE (BXK. TOUKa 4.4).
- Ka#pnakcep 300 mg HaTosapBaliia no3a TpA6Ba Aa ce NPHIOKH NMPH NAUKEHTH, NOJTOKEHHW Ha
MKW B pamkuTe Ha 24 yaca criea nony4aBaHe Ha GUOPUHONMTHYHA TEpanus.
Jleuennerto ¢ Kailnakcep Tpsa6ea aa npoabiaxku cbe 75 mg BeaHBK AHesHO ¢ ACK 75 mg — 100 mg
aHesHo. KomBuHhupanara Tepanus TpsbBa Aa 3anoyHe BBL3IMOXKHO HAH-paHO cnea noseara Ha
CHMIITOMM W Aa NPOABLIXH A0 12 meceua (Bxk. Touka 5.1).

Buapacthu nauxentd ¢ [THMK ¢ ymepen a0 Brucok puck niu nek MU

[Tpu sb3pacTHu nauuentn ¢ [IHMK ¢ ymepeH 10 BUCOK pHCK (ABCD?2 ckop >4) unu ¢ nek HU (NIHSS <3)
Tps6Ba na ce NpuaoXy Harosapsala ao3a Kainakcep 300 mg, nocaeasana ot 75 mg BeaHbxk aAHeBHO B ACK
(75 mg — 100 mg senHbx AHeBHO). Jleuenuero ¢ Kalinakeep n ACK TpaGBa Aa 3anovHe B paMKHTE Ha 24 uaca
clen ChOWTHETO W Aa Npoab/bkKh 21 AHW, NOCAEABAHO OT AHTHArperarHa MOHOTEPANHA.

[lpy nauKeHTH ¢ NpeachpAHO MbXKAeHe KaHnakcep TpaOBa Aa ce nmpunara KaTo €1HOKpaTHa AHEBHA 1033 OT
75 mg. ACK (75 mg — 100 mg anerHo) TpabBa fa ce 3anoyvHe H Aa NPOABIXKH B kombuHauus ¢ Kalnakcep
(8. TOuka 5.1).

AKO0 € nponycHarta 103a:
- B pamkuTe Ha no-manko oT 12 yaca cnea peaosHO ONPEAEIEHOTO BpEME: MALWCHTHTE TPA

- Tpu noseue oT 12 uaca: nauxeHTUTe TpadBa Aa mpuemar cneasaulara 103a B pe
BpeMe W He TpsOBa 1a yNBOABAT n03aTa.



Cnenpaaiy nonyjaalHH
» [lauKeHTH B CTApUECKa BBL3PACT
OcTbp KOpOHapeH cuHapoM Oe3 enepaua Ha ST-cermenra (HecTabwiHa CTEHOKapaWa WK
muokapaeH uHdapkT 6e3 Q-3p6eu):
- Harosapsatua no3a 600 mg moxe aa ce 0GMHCM NPH NALMEHTH HA BB3PACT < 75 rOAMHH, KOraTo
ce nMakupa nepkyraHHa KOpoHapHa MHTepBeHUNs (BX. Touka 4.4).

OcTbp MHOKapaeH MHpapKT ¢ eneBauus Ha ST-cerMeHTa:
- Tlp¥ DauUMeHTH Ha MEAWKAMEHTO3HO JIeYEHHE, TOAXOAAWM 3a TpombonuTHuHa /

hUGPUHOMMTHYHA Tepanus: NPy NauMeHTH Haa 75-roaviuHa sb3pact Kainakcep Tpabsa na ce
3anouHe 0e3 HaTOBapBalLLa A03a.

[py NauMeHTH, NoanoxeHu Ha nbpeuuHa [MKH, 1 npu naunenty, noanoxeru Ha [TKH noseue ot 24
yaca cliea noiy4asaHe Ha PUOPUHONHTHYHA TEpanUA:
- Tpu nauMeHTH Ha Bb3pAacT = 75 roaMHu HaToBapeatuaTa ao3a 600 mg Tpsbsa na ce npunara ¢
NOBHILIEHO BHUMaHHE (BX. TOYKa 4.4).

« [leanaTpuunHa nonynauus

Kaiigakcep He Tpabsa na ce mpuiara npu aeua nopaau cboOpaxeHHs OTHOCHO epuKacHOCTTa (BX.
Touka 3.1).

»  bpbpeuHo yBpexnaHe
TepaneBTUHHHAT OIUT € OTPRHUUEH NPH NAUHEHTH ¢ OBOPEUHO yBpEKAAHE (B)K. TOUKA 4.4).

*  YepHoapoOHO yBpeKaaHe
TepaneBTHUHHAT ONHUT € OrpaHKUeH MPH NAUKEHTH C YMEPEHO U3PAIeHO yepHoapobHo 3abonssaxe,
[IPH KOMTO MOXE 12 UMa XeMOpParnyHa auatesa (Bx. Touka 4.4).

HauynH Ha NPpUNOKEHHE

3a nepopaliHO NPHAOIKEHHE
Moske aa ce npunara ¢ Wid 6e3 xpaHa.

4.3 IlpormBonoxaiaHud

e CBpPBbXUYYBCTBUTENHOCT KbM AKTHBHOTO BELLECTBO HIH KbM HAKOE OT NOMOLUHHTE BELLCCTEA, n30poeHH B
TouKa 2 vau Touka 6.1;

«  Texko yepHoapoOHO yBpeKAaHE,

¢  AKTHBHO NaTONOrHYHO KbPBEHE KaTO NENTHYHA A3Ba HAW HHTPAKPAHHATHA XCMOpArns.

4.4 CoenHaaHu OPeAyNpexACHHR H MpeaANna3HH MEPKH NpH ynorpebda

Kvpaene u xemamoio2udnu HapyuieHus
[Topaan PHCK OT KbpPBEHE W XEMATOIOMHYHH HEXENAHU NEKAPCTBEHH PEAKUWH, BEaHara TpadBa fa ce BieMe
NpeABKA ONPEAESIAHETO HA KPHBHATA KAPTHHA W/WAK OPYTH NOAXOAALLH U3CAEABAHNUA, B Cny4dai Ha NoABa Ha
KAHHUYHK CHMITTOMHM, HACOYBALLH KbM KbPBEHE M0 BPEME Ha JIEYEHHETO (BX. TOUKA 4.8).

MonpoBHo Ha ApyrH aHTUTPOMOOTHYHW CpeacTBa, kKnonuaorpen Tpsbea fa ce npuiara ¢ BHUMAHUC MpH
NAUMEHTH, KOMTO MOXE 1a a4 HUIOKEHH HA ONACHOCT OT YCHIICHO KbPBEHE NOpand TpaBMa, XHMPypruiHa
WHTEPBEHUMS WIM JAPYFW NATONOrMYHH CHCTOSHHA W NPH NAUHEHTH, NEKYBaHH C ACK, xenapwn,
rnokonpoteny 11b/1lla MHXHOUTOpH WKW HECTEPOMAHU TNPOTUBOBLINANUTENHH JICKApPCTEA
sxmountenHo COX-2 UHXUEUTOPH, HAM CENEKTHBHH HHXHOKTOpH Ha OOPaTHOTO 3aXBaLLLAHE
(SSRIs), unu cunun uuayktopu Ha CYP2CI9 unu apyrn N€KapCTBEHH NPONYKTH, CBDL
KbpBEHE, KAaTO MEHTOKCHOWIMH (Bx. Touxka 4.5). Tlopaau nosvuwieHus pUCK OT KPBE
anTHarperaHTHa Tepanus (knonugorpen + ACK + AWNAPYAAMON) 32 BTOpHUHA npoduna R Ha:
ce NpenopbUBa MPH NAUKEHTH € OCTBP HEKApAHOEMOONIMHEH HCXEMHUUEH HHCYNT WITH Npe @ >




aTaka (Bx. Touka 4.5 v Touka 4.8). [launenture Tpabea na 6baar BHUMaTENHO HabNOAABAHH 34 NPU3HALIM HA
KbpBeHe, BKITIOYMTEIHO U OKYJITHO KbpBEHE, 0COOCHO Npe3 NbpBHTE CEAMHLIW Ha JIEHEHHETO W/WNHK cnen
HHBA3KBHH KAPAHOJOITHYHH MPOUEAYPH HITH XUPYpPrus. ENAHOBPEMEHHOTO NPHUAOKEHHE HA KIOMWACTPEN C
NepopanHH AHTHKOATYN&HTH HE CE€ NPENOPBUBA, ThH KaTO MOXKE N8 YBENAHYH HHTEHIUBHOCTTA Ha KbPBEHE (BX.
Touka 4.5).

AKO NAaUHEHTLT NOMIEKH HA MNAHOBA ONEpPallMf W AHTHArperaHTHUAT edEeKT € BPEMECHHO HEXenaH,
kionuaorpen Tpabsa na ce cnpe 7 AHW npeaM XWpypruvHara uHrepseHuusa. [laumentute Tpabsa na
wHpopMHpaT JekapuTe W 3bbonekapuTe, Y€ MpUEMar KAOMUHAOrpeN Npead HacpouBaHE Ha XHPYpruyHa
MaHUNyNaUKds U Opean NPUEMAHETO Ha HOB NIEKAPCTBEH MPOAYKT. KJIONHAOTPEN YABL/KEBa BPEMETO Ha
KbpBeHe W TpAOBa Aa ce npuiara ¢ BHUMAHHUE NMPH MAUHEHTH, KOUTO HMAT HAPYIUEHUS, CBC CKIOHHOCT KbM
KbpBeHe (CMeunaNHO CTOMAallHO-4peBHH M BbTpeouHH). [laumenture Tpabsa na Obaatr ysegomenu, ue
BPEMETO 32 CMHPAHE HA KbPBEHETO € MO-NPOABMKHTENHO OT OOMUYAAHOTO NpPH NIEYEHHWE C KIONMAOrpen
(camocToaTenHo Uau B komGuHauua ¢ ACK), a Te or cBosa cTpana Tpabea na vHGOpMHPAT CBOS NeKap 3a BCAKO
HeoOryaliHo KbpBeHe (NOKANU3aUKA AW NPOABIIXKHTENHOCT).

Ynorpe6GaTa Ha HaToBapeallla fo3a knonuaorpen 600 mg He ce NpenopbyuBa NPH NMaLUKEHTH ¢ OCTHP KOPOHapeH
cHHapomM 6e3 eneaurs Ha ST-cerMeHTa U BL3pacT =75 roAMHH NopaaH NOBULLIEH PUCK OT KbPBEHE NPH Ta3u
nonynaums.

[Mopaau orpaHHHEHUTE KIMHHYHK AaHHH MPW NaUHEHTH Ha BB3PACT > 75 FOAWHM C MHOKAPAEH HHGAPKT C
enesauua Ha ST-cermMeHTa W NOBHULEH PUCK OT KbpBEHE, ynotpebara Ha HaToBapeawa no3a kionuaorpen 600
mg TpabBa na ce oOMUCAK caMO clied HHAUBUAYaNTHA OLEHKA OT NeKaps Ha PUCKa OT KbPBEHE NPH NALMEHTa.

Tpovmbomuuna mpoboyumonernuuna nypnypa (1111)

Cnyuau Ha TpoM60THUHA TpomBounToneHuuHa nypnypa (TTTT) ca noknansaHu MHOTO paako cnel ynotpeda
Ha KJONMAOTPeEN, MOHAKOrAa U CNEA KpaTKOTpaiHO neyeHne. TA ce xapakrepuaupa ¢ TPOMOOUMTONEHHA M
MHKPOAHI'HOMIATHYHE XEMOJIIMTHYHA aHEMHA, TNPHAPYXEHA C HEBPONOrHUHY H3MeHeHHs, OBOpeuHa
anchyHuus unu hebpunuter. TTII e cbeToaHne, H3HCKBaWO 6BP30 NeUeHHE, BKAIOUYHTENHO MiasMadepesa.

[Tpuoobuma xesmoghurus

Uma cnoblueHus 3a npuaobura xemodunua cnen ynorpeba na kionngorpen. B cnywan Ha notsnbpacHo
W30/IMPaHO YAb/KABAHE HAa AKTHBUPAHOTO napuuanHo TpombonnactuHoso Bpeme (aPTT) ¢ nnu Ge3 kbprexe,
TpsbBa na ce WMa npeasdA Npuaobuta xemodunua. [launeHTure ¢ NOTBLPAEHA AWArHo3a npuaobuTa
xemoduaus Tpabea aa ce HabnoAABaT U JIEKYBAT OT CNELUMWATHCT W NPUIOKEHHETO HA Klonuaorpen Tpadsa
Aa ce NpeYCTAHOBH.

Cropouter ucxemuien uHcyam
«  3anougaue na mepanusma
o [lpu naurenty ¢ ocTbp nek MH unn ¢ INHMK ¢ ymepen 1o BUCOK pHCK, ABOHHATE AHTHPOMOOLIMTHA

tepanua (xnonnporpen U ACK) Tpabsa ga 3anouHe He MO-KbCHO OT 24 waca cnell HA4alloTO Ha
cBOUTHETO.

o0 Jlunceat AaHHH OTHOCHO CHOTHOLUEHWETO MOA3a-PHCK MPH KpaTKOCpOHHa ABOWHA aHTHArperarHa
tepanua (JIAAT) npu naumentd ¢ ocTbp nek KU unu ¢ [IHMK ¢ ymepen 1o Bucox puck ¢ aHamHesa
3a (HeTpPaBMaTHUEH) BbTpeUYEpeneH KPbBOKIJIHB.

o [pu naunentn ¢ MU, KOWHTO He € ek, MOHOTEpanHATa C KNONKAOrpeN TpsOBa Aa 3anoyHe camo ciel
MbPBUTE 7 AHH OT CHLOMTHETO.

o [Hayuenmu ¢ HH, koitmo ne nex (NIHSS >4)
[peaswa nuNcaTa Ha KaHHK, HE C€ NpenopbuBa winonisaHeTo Ha JAAT (BX. Touka 4.1).

o Cropowen nex HU unu [THMK ¢ ymepen 0o eucox puck npu naijuesmu, 3G KOUmo € no
naarnupand unmepgeenyyus

Jlunceat faHHM B noakpena Ha u3nonssaHeto Ha JJAAT npu naumeHTH, 38 KOMTO € MOK

KapOTHAHA €HAGPTEPEKTOMHA WAW MHTpaBacKkynapHa TpPOMOEKTOMHA, WK NpU MaLUHEHT

TpomGONH3a MK aHTHKOArynaHTHa Tepanusa. B Tesn cutyauuu ne ce npenopnusa JIAAT.




L{umoxpom P450 2C19 (CYP2C19)

dapmakoreHeruka: [lpu naudeHTHTe, kouTo ca cnabu CYP2CI19 merabonuzarop, knonugorpen e
NPenopLYHTENHKWTE N03U 00pa3yBa MO-ManKo OT aKTHBHHR METabOnMT Ha KAOMHAOIpeN H UMa NO-Manbk
edeKT BbpXy TpombouuTHaTa dyHkuus. CoulecTByBart TecToBe 3a uaeHTUHUKpaHe Ha CYP2C19 reHoTrna
Ha nauueHTa.

Twii kaTo knonvaorpen ce Merabonusnpa 4acTHuHo A0 ¢sos aktused Metaboaut ot CYP2C19, ynorpebara
Ha J1IEKApPCTBEHH NPOAYKTH, KOWTO HHXUOHUPAT aKTHBHOCTTA HA TO3M €H3UM, CE OHaKBa Ja AOBEAE N0 NOHHKEHH
JIEKapCTBEHH HHBA HA AaKTUBHHMA MeTabonuT Ha knonuvaorpen. KinuHWuHata 3HAYUMOCT Ha TOBA
B3auMOAEACTBHE € HenzacHeHa. KaTo npeanasHa Mapka He TpabBa aa ce H3no3saT €AHOBPEMEHHO CHTHH KK
ymepenu CYP 2C 19 uuxubutopu (Bx. Touka 4.5 3a cnucbk Ha CYP2C19 nuxuburopu, Bx. cblto Touka 5.2).

YnorpebaTta Ha NEKapCTBEHHU NMPOAYKTH, KOMTO HHAyLHpaT akTueHOoCTTa HA CYP2C 19 ce ouakea na noseae
A0 NOSHUIUEHH HUBA HA AKTHBHHUA MeTabOMUT Ha KNOMMAOTPEn U MOXE 1a YBENWUH pUcKa OT KbpBeHe. KaTto
npeanasda mapka Tpabea aa ce u3barea cunbTCTBaWAaTa ynoTpeba Ha CHIHK HHAYKTOPH Ha CYP2CI9 (x.
Touka 4.5).

Cybempamu na CYP2C8
Heobxo0aMMO € NOBHILEHO BHUMAHWE NPH NAUMEHTH, JIEKYBAHH €AHOBPEMEHHO € KIOMUAOTPEN H JIEKAPCTBEHU
npoaAyKTH, cydbcTpath Ha CYP2CR (Bx. Touka 4.5).

Kpvcmocana peaxmugnocm Mexncoy mueRonupuoutume

[lpu nauvenTHTe TpaOBa Aa ce CHEME aHAMHE3a 338 CBPbXHUYBCTBHTENHOCT KhM THEHOMHPUIAMHHK (KaTo
KNOTIHAOrpeN, TUKIIONWAWH, Tpacyrpen), Tbid KaTo ce CcboOlaBa 3a KPbCTOCAHA PEAKTHBHOCT MeEXAy
THEHONWUPHAHHUTE (BX. Touka 4.8). TueHonupUAMHMTE MOraT Ja NPHYHHAT NEKH 10 TEXKKH anepruuHu
peakLHH, KaTo oOpHB, aHrHOEIEM WM XEMaTONOTHYHH KPBCTOCAHH PEaKuMH, KaToO TPOMOOUMTONEHHR W
HeyTponenns. [TaunMeHTH, KOMTO ca pa3sBUNY NPEAHLIHA anepridHa peakuHa WHIN XeMaTOIOrHYHa peaKins
KbM €1HH THEHOMMPHAMH, MOXE a UMAT NOBULUEH PHCK OT Pa3sBHTHE HA CHLLATA KM ApPYra peakuus KbM
apyr TueHonupuaul. lpenopbusa ce HabmoaeHne 3a NpU3HAUY Ha CBPBXHYBCTBHTENIHOCT NPH NMAUMEHTH C
W3BECTHA ANEPrua KbM THEHONUPHAWHH.

bwvOpeuno yepesxcoane
TepaneBTUUHUAT ONMKMT NpH NauueHTH ¢ 6bOpevHo yepexnane e orpaHvueH. CnenosaTtenHo Npu TakWaa
nauueHTH Knonuaorpen TpsGea Aa ce npunara ¢ NOBULIEHO BHHMaHHWe (BX. TOuKa 4.2).

Yepnodpobro yepesxcoane

OnWTBT € OrpaHMyeH NP NaLUKWEHTH ¢ YMEpPeHO H3pa3eHo yepHoApobHo 3abonssaHe, KOMTO MOraT aa umar
xemoparuuHa avaresa. [1o Ta3u npuurHa xaonuzorpen TpaOBa Aa ce npuiara ¢ NOBHLIEHO

BHUMAaHHWe NpK Ta3u nonynauua (Bx Touxa 4.2).

Homoumu eewgecmaa

KAOMNWAOTPEN ChAbpka NakTo3a. [NalureHTH ¢ peaxy HacNEACTBEHH NPobAEMH Ha raaKkToO3Ha HENOHOCUMOCT,
NbAEH NaKkTaseH AeGHUNUT UK FNOKC30-ranakrozHa Manabcopbuus, He TpsOBa Aa npHeMar To3W JIeKapCTBeH

NMPORYKT.

To3u nekapcTBeH NPOAYKT CbAbPXKA XHAPOreHHPAHO PHLIMHOBO MAC/O, KOETO MOXKE Aa NPHYHHH CTOMALUHO
Pa3CTPOHCTBO U HAPHA.

4.5 BiaumoneiicTBHE C APYrK JIeKAPCTBEHH NPOXYKTH H APYrH GopMK HA B3aHMOAEHCTBHE

OT KbpBeEHE, TpAGBa Aa ce H3BLPLIBA C NOBHIICHO BHUMaHHE (8XK. TOYKa 4.4).

[epopasnu  anmurkoaeyiaumu:  €QHOBPEMEHHOTO  NPUNOXKEHHE  Ha




aHTMKOAry/NaHTH HE Ce NPENopbYBa, ThH KaTO MOXKE 12 yBEIHIH HHTCHIN BHOCTTA Ha KbpBeHe (BK. Touka 4.4).
BbnpeKH Y€ NPHIOKEHHETO Ha Knonuaorpen 75 mg/AHEBHO HE NpoMeHs PapMaKOKHHETHKATA HA S-sapdapuH
(cybetpatr Ha CYP2C9) nnn MexayHapOAHOTO Hopmanusuparo CrotHowenne (INR) npu nauuenT,
nony4asally MPOALMKUTENHA Tepanua ¢ papbapyH, €AHOBPEMEHHOTO MPHIOKEHWE Ha KNOMHAOrpEN ¢
papdapyH rOBHLLABA PUCKA OT KbPBEHE NOPanH HE3aBUCUMH eheKTH BBPXY XeMocTasara.

Imiokonpomeun I1b/llla wnxubumopu: KROMWAOTPE TpabBa ce npunara ¢ TMOBHLIEHO BHHMaHWe TNpH
NalHeHTH, KOMTO NPHEMAT EAHOBPEMEHHO MNIOKONPOTEHH I1b/11la uHXUOBHTOPH (BXxK. TOUKA 4.4).

Ayenurcaruyunosa xucenuna (ACK): ACK He npoMeHs knonuaorpen-meanupanata Hxubuumns Ha AJID-
MHAyuupaHaTa TpoMOouMTHA arperauds, HO KNOMMAOTPEN yCHilea edekta Ha ACK BBpXYy KOAArcH-
WHAYUHpaHaTa TpOMBOLHTHA arperaltus. ENHOBPEMEHHOTO NPHIIOKEHHE Ha 500 mg ACK aByKpaTHO AHEBHO
13 eqWH AeH obaue He YAbLMKABa 3HAUWTENHO BPEMETO Ha KbpBEHE, MPCAWIBMKAHO OF NEMEHHETO C
knonuaorpen. Bu3moxHO € ¢apMakOAHHAMHYHO gianmoaeiicTeue mexay xnonuporpen v ACK, koeto
yBe/HuaBa pucka oT kbpseHe. C1e10BaTeNHO, EAHOBPEMEHHATE UM ynotpeba Tpabea aa cTasa ¢ NOBHLLICHO
BHHMaHHE (BK. Touka 4.4). Bbnpekn ToBa KNIONHAOrpea H ACK ca npunaraHy €1HOBPEMEHHO 10 €1Ha roanHa
(8. TOuKa 5.1).

Xenapun: B KIMHWHHO IPOYUBaHE NpPH 31PaBH XOpa KIONHAOIpe He Hatard MPOMsAHA HA 103aTa Ha XenaprHa,
HUTO NPOMEHA edekTa MY BLpXYy KoarylauuaTa. EAHOBPEMEHHOTO NPHAOKEHHE C XENApHH HE € NOBENO N0
edeKT BLPXY NOTUCKAHETO Ha TpombouuTHaTa arperaums, NPeAM3BHUKAHO OT Knonuaorpen. Bu3MOXHO €
(hapMaKoAMHAMHYHO B3AUMOAEACTBHE MEXKAY KIOMHAOTPEN H XCNAPHH, KOETO YBEHYaBa PHCKA OT KbPBEHE.
CrnenoBaTeHo, eAHOBpeMEHHaTa UM ynotpeba TpsabBa a cTaga C NOBHIICHO BHUMAHUC (Bx. Touka 4.4).

Tpomborunuyu: 6e30NaCHOCTTa Ha CAHOBPEMEHHOTO MPHJIOKEHHE HA knonuaorpen, GUGpHH unH He-GHOpHUH
crnietnHEHN TPOMOONUTHYHK areHTH H XENapuH € OLUCHEHA TIpH NauMeHTH ¢ OCTbP MHOKApAEH HH(AapKT.
YecTOTATa HA KJIWHHMYHO 3HAYMMOTO KbpBeHe € Ousa CxoAHa C Tas, HabaaaBaHa NpH €AHOBPEMEHHO
NPUIOKEHHE Ha TPOMOONIUTHYHH 8r€HTH W XENapHH C ACK (Bx. Touka 4.8).

Hecmepouduu npomugoge3naiunte’iiu cpeocmaa (HCIIBC): B KNTMHU4HO NPOY4BaHE, NPOBEACHO T1PH 3Apasu
20GPOBOALM, EAHOBPEMEHHOTO NMPHIIOKEHHE Ha KIIONHAOTPE! H HAMPOKCEH NOBHULIABA OKYNTHUTE CTOMALIHO-
upesiu kpbeownueu. [lopaan nunca Ha npoyuBaHWA 3a gianumoneiicrsua ¢ apyrh HCIIBC ofaue,
NOHACTOAILEM HE € ACHO AAlW MMa NOBHLIEH PHCK OT CTOMAUIHO-YPEBHO KBPBEHE C BCHHUKH HCIBC.
Cnenosatento HCIBC, sxaiountenHo COX-2 MHXHOUTOPH, # KJIOTIHAOTPE TpabGBa ga ce npunarart
e/IHOBPEMEHHO C TIOBUILIEHO BHHMAHHE (Bx. TOuka 4.4).

Cenexmuenu unxubumopu Ha obpamnomo 3axeaiuyane Ha cepomonuNna (SSRis): Toi xaTto SSRIs nopaussart
TPOMOOLMTHATA AKTHBALUMA M MOBHLLIABAT PHCKA OT KBPBCHE, eHOBPEMEHHOTO npuaomkeHne Ha SSRIs ¢
knonuaorpen Tpadsa aa cTaga ¢ NOBULICHO BHUMAHHKC.

Jlpyeo conbmemeajo AeHenue.

Unayktopu Ha CYP2C19
Toit KaTo Knonuaorpen ce metabonn3npa 40 HEroBHA aKTHBCH merabonut, yactuuno ot CYP2CI19, ouaxsa

ce ynoTpebara Ha JIEKapCTBEHH NPOAYKTH, KOHTO HHAyUMpat aKTHBHOCTTA Ha TO3H €H3WM, Na NOBEAE A0
MOBUILIEHH HMBA HA AKTUBHHA MeTabONHT Ha Klonuaorpen.

Prudamiuii CHAHO HHAY LD CYP2C19, x0eTo BOAW KAKTO [0 MOBHIUEHH HWUBA HA AKTHEA M
KNOMMAOTPEN, Taka U N0 WHXMOWpaHE Ha TpoMOOLIMTHTE, KOETO B YaCTHOCT MOXE 4 Mo
xbpBene. Karo npeanasHa mapka Tpabsa na ce u3bsarea chObTCTBAWATA ynoTpeba Ha
CYP2C19 (k. Touka 4.4).



Unxubutopu na CYP2CI19

Toii kaTo knonuaorpen ce merabonusupa yacthuso ot CYP2C19 no Herosus akTuseH metabonur, ouakea ce
ynoTpebaTta Ha NEKapcTBEHH MPOAYKTH, KOMTO WHXHOWpAT akTHBHOCTTa Ha TO3H €H3WM, ka AO0Beae A0
NOHWXXEHH NEeKapCTBEHW HUBA HA aKTUBHHA MeTaboaMT Ha kaonuaorpen. KnHWYHATA 3HAYMMOCT Ha TOBA
p3aMMoaeiicTBUe € HensacHeHa. Kato npeana3Ha Mapka He Tpabsa aa ce 3non3paTt €AHOBPEMEHHO CHITHUA MW
ymepend CYP2C19 unxuburopn (BX. Toukn 4.4 u 5.2).

JlexapCTBEHHTE NPOAYKTH, KOWTO €a CHIHH WM yMmepeHH nHxubutopu na CYP2CI19 Brutoysat Hanpumep
oMenpason W esoMenpason, GnyBokcaMWH, GIyOKCETHH, MOKNOOEMHI, BOPHUKOHA30/, QuyKOHa30M,
THKAOMNWIKH, KapbaMazenuH u edaBupeHL.

Uuxubutopu Ha npoTonkara nomna (UITII):

Omenpazon 80 mg BeAHDBK AHEBHO, NPHUIIOKEH MO €AHO K CHILO BpEME ¢ KNOMMAOTPEN WK ¢ HHTEPBAN OT |2
yaca MeXAy NPHAOKEHKHATa Ha ABETE JAeKapcTBa, HAMANRBa €KCIO3MUMATA Ha AKTHBHUA METaboNKT ¢ 45%
(HaToBapBaLia 103a) u 40% (noaavprxaula no3a). HamaneHuero e cebp3ano ¢ 39% (HaTosappaiua nosa) 1 21%
(noAabLpXalla 103a) MOHUKABaHE HA UHXMOUpaHeTo Ha TpomboUWTHATA arperauus. Quaksa ce e3oMenpasol
na rnokassa NnoaobRo B3aUMOAEHCTBHE C KITONUAOTrPEN.

CoobliasaHy ¢€a MPOTUBOPEYUBH NAHHH OT KAHHHUYHHMTE 3aKJIIOYEHUA 32 TOBa (HAPMAKOKMHETHHUHO
(DK)/dapmakoanuHamuuHo (DJI) B3auMoaeicTBUE OT rNEAHA TOUKA HE 3HAUYUMH CHPACHHO-CHAOBH CHOHTHSA
W OT 0DCepBALIMOHHM W OT KJMHW4HK npoyusanus. Kato npeanasHa mapka He Tpabea ma ce u3non3ear
€/IHOBPEMEHHO OMENPA30Jl UK e3oMenpason (Bx. Touka 4.4).

Habmonasawo e no-cnabo M3paszeHO MOHWXKEHHE Ha MeTabOnMTHATa €KCNO3HUHA C NAHTONPasol WM
naH3onpason.

[MnazMeHHTEe KOHUEHTPAUMH Ha aKTHBHHA MeTabonuT ca mouwxkenu ¢ 20% (HaTtosapsaiua no3a) 1 ¢ 14%
(noaabpXKallla 103a) N0 BpeMe Ha CbMbTCTBALLO NeyeHde ¢ nanTonpaszon 80 mg Beanbxk avesHo. Tosa e
CBBP3AHO € NOHHXKEHHE Ha CPEAHOTO WHXWOHpaHe Ha TpombounTHaTa arperauma ¢ [5% u 11% cpoTseTHo.
Te3u pe3ynTaT NOKA3BAT, Y€ KIONUAOrPEN MOXe Aa Obae npunara ¢ naHTonpasoun.

Hsima nokasaTencTsa, 4e APYrH JEKAPCTBEHM MPOAYKTH, HAMANABALIM CTOMAELIHATA KHCENMHHOCT Kato H2
6n0KEpHTE MK aHTHALMAKTE NOBNUABAT aHTHArPEraTHATa AKTHBHOCT Ha KJ10MKAOrpe.

[Toacunena anTuperposupycHa tepanus (APT): nauventd ¢ HIV, nexyBaHu ¢ NOACHNEHA aHTHPETPOBUPYCHA
tepanua (APT) ca W3n0xeHH Ha BUCOK PHCK OT ChAOBH CHOMTHAL.

HabnioaaBaHa € 3HaYUTENHO HamaneHa TpoMbouuTHa MHXMOHUMA npu nauuenTy ¢ HIV, nexyeaun ¢ APT,
MOJACHAEHA C PUTOHABHP UK KoBUuUCTAT. BBpeky e KITHHWYHOTO 3HaUSHHE Ha Te3H HAXOAKH € HECUTYPHO,
nMma CNOHTaHHM cbobuenus 3a HIV-undextupanu nauvenTu, nekysanu ¢ APT, noacunena ¢ putonasup,
KOMTO Ca MONYYHIIH MOBTOPHHM OKIY3HBHH CLOMTMA C/ieA BL3CTAHOBABAHE HAa NPOXOAHMOCTTA, HAH Ca
nperbpriean TpomMBoTHuHM CHOWTHA npu HaTOBapBaLlaTa cXeMa Ha neueHue c kionuaorpen. CpenHara
TpoMBOLMTHA WRXMOKUKA MOXe aa Onae HamaneHa npH cbiUbTcTBawia ynotpeba Ha knonuaorpen w
putoHasup. ChenosatenHo, chnbTcTBawara ynorpeba Ha wionuaorpen ¢ noacunenwn APT Tepanuu He ce
npenopsLYBa.

Jlpyru nexapcTBeHH NPoAyKTH: 3a NpoyuBaHe Ha NOTEHUNaNHH (GapMaKoAHHAMHUUHH K (PAPMAKOKHHETHYHH
B3aMMOAECHCTBUA HA KNONHAOrpea U APYFrH CHITBTCTBALLH JIEKAPCTBEHH NPOAYKTH, Ca NPOBEACHHN 3HAYHUTEIICH
6poii  KIMHWuHM npoyuBaHus. He ca HabmonasaHM KIMHHYHO 3HAUMMH  dapMaKomy
B3aMMOEHCTBHA, KOTATO KNOMMAOMPES € NMpHiaraH e AHOBPEMEHHO C ATEHONON, HR(PEANTHH,
W undeaunuH zaeaHo. GapmakoauHaMu4HaTa aKTHBHOCT Ha KNONWAOrpen HE ce MoBAHABa
e1HOBPEMEHHO NpUIoKeHHe ¢ perodapOHUTan WK ecTporeH.




Knoruaorpen. AHTHAUWAWTE HE MPOMEHST CTeneHTa Ha abcopObuus Ha Knonmuaorpen.

Handu ot npoyusaHeto CAPRIE noxasear, e geHuTOMR WM TonOyTamua, KOMTO ce MeTaGonusupar oT
CYP2C9, 6ezonacHo moraT Aa ¢e npuaarat e1HOBPEMEHHO C KJIOMHAOrpel.

JlexapctBenn npoayktH, cyberpatv Ha CYP2C8: TlokasaHno e, 4e Knonuaorpen nopyilaza €KCNo3HUMUATaA Ha
penaranHuA NpH 3apaBu A00pOBONUM. n vitro NpoyYBaHKA NOKA3BAT, Y€ NOBHLIABAHETO HA SKCTIO3MLMATA Ha
penarnuHuA ce ab/kn Ha nHxubupatne Ha CYP2C8 ot rntokyporosua metabonuT Ha knonuaorpen. [lopaau
PUCKa OT MOBWLUABAHE HA MIa3MEHHTE KOHLEHTPAUWH, EAHOBPEMEHHOTO NPHUIOKEHHE HAa KIOMUAOTpen M
NEKAPCTBA, KOMTO ¢e eTMMUHKpaT npeaumMio upes CYP2C8 meTabonuiem (Hamnp. penarintui, NakNuTakcen),
TpaGBa Aa ce npeanpuemMa ¢ NOBUILIEHO BHMMaHHKE (BX. TO4Ka 4.4).

Ocsen HHdopMaumaTa 3a CNeLUPUUHUTE NIEKAPCTBEHW B3aHMOACHCTBUA, MPEACTaBEHA NO-TOpe, NPOYyYBAHKWA
33 B3AUMOJEHCTBUA C KNOMUAOTPEN U HAKOW APYTH NEKAPCTBEHHU NPOAYKTH, MPHUJAaraHh 4ecTo Npy NaurMeHTH
¢ ateporpomMBoTHUYHU 3abonasaHus, HE ca nposexaaHH. [launMenTrTe, yuacTBalu B KIIMHUYHWTE W3MUTBAHHS
¢ xnonuaorpen obaye, ca noayuaBaad roasm Opod CbMBLTCTBALIKM JIGKAPCTBEHH NPOAYKTH, BKIKOHMBALIM
AvypeThun, Geta Snokepn, ACE-nHXUOMTOPH, KaNLMEBY @HTAIOHHUCTH, XONECTEPOJI NOHUKABALUN CPEACTBa,
KOPOHAPHH Ba30AWNATOPH, AHTHAHAOETHH CpeacTBa (BKIKOYHTENHO HHCYIIHH), AHTHENWIeNTHYHH CPEICTBA,
u GP 11b/11la anTaronucTy 6e3 A10Ka3aTENCTRA 3a KTMHHYHO 3HAYHMH HEXENaHH B3aUMOAECNCTBH.

KakTo v npu apyru nepopaniu P2Y 12 WHXHOUTOPH, €1HOBPEMEHHOTO NPHIOXKEHHE HA ONHOWAHU arOHHCTH
“ma MoTeHUMa Aa 3a6aBy U Hamanu abcopOLmMATa HA KNOMWAOTPEN BepOSTHO MopanH 3abaseHo uinpassaHe
Ha cTomaxa. KAMHHUYHOTO 3HaueHue He € u3BecTHO. Tpabea ga ce obMUcaM ynoTpebaTta Ha NapeHTepanHo
aHTUTPOMOOLIMTHO CPEACTBO TNMpH MALMEHTH C OCThp KOpPOHApeH CHHAPOM, H3WCKBALUH €AHOBPEMEHHO
MPUAOKEHUe HA MOP(BHH UK APYTH OMHOUAHH arOHHCTH.

PosyBacTaTHH: YCTaHOBEHO €, Y€ KJIOMUHAOTPEN NOBUILABA EKCNO3HUMATA HA PO3YBACTATHH MPH NALUEHTHTE
2 nutH (AUC) 1 1,3 mbTH (Cmax) caea npunarane Ha ao3a 300 mg xinonmaorpen 1 1,4 nbtn (AUC) Ge3 edekr
BbpXy Cmax ciel MHOrOKpaTHO NpUAaraHe Ha fo3a 75 mg Knonuaorpen.

4.6 @epTuaHTeT, OPEMEHHOCT H KbpPMEHE

bPEMEHHOCT
[Mopaau NMUNCa Ha KAHHUYHM JAHHH OTHOCHO EKCNO3MLMATA HA KJIONMAOrpe No BpeMe Ha OPEMEHHOCT, 3a
NPeAnOYMTaHE € KaTO NPeAna3Ha MApKa Ja He Ce M3M0A3Ba KNONHAOTPEN No BpemMe Ha OpEMEHHOCT.

EKCnepUMEHTATHUTE NPOYUYBAHHUS NPH )KMBOTHH HE NOKA3BAT NPAKO HIIH HEMPAKO BPEIHO BL3ACHCTBHE BBPXY
GpeMEHHOCTTa, EMOPHOHANHOTO/DETANTHO Pa3BUTHE, PaXKAAHETO WM NOCTHATAIHOTO Pa3BUTHE (BK. TOYKA
5.3).

Kbpmene
He e U3BECTHO 1AM KNOMUAOTPEN ce eKCKpeTHpa B KbpMaTa. [IpoyUBaHUSATa MPH KUBOTHH MOKA3BAT,

ue KJIONMMAOrpes ce eKCKpeTHpa B MnakoTo. KaTo npeanasHa MapKa, KbPMEHETO He TpsOBa na
NpoABXABA MO BPpeMe Ha neueHueTo cKannaxcep.

DepTUaHTeT
[TpoyuBanua NpH XKUBOTHM HE Ca NOKA3A/H, 4e KIOMKAOrPeN NOBHsBa PepTHAHTETA.




4.7 Edextn Bbpxy cnocobHocTTa 3a wiopupane n pabora ¢ Mamnum

Kaiinakcep He NOBAMABA MM NOBJHABA NpeHe6pexuMo cnocobHoCTTa 3a wodKpane u paboTa ¢ MallHKY.
4.8 Hexenanu 1eKapCTBEHH PEAKIIHH

Obotwenue na npohuna na bezonacnocm

BeionacHOCTTa Ha kionuaorpes € 6una oueneHa npu noseye ot 44 000 nauneHTH, KOUTO Cca y4acTBalMW B
KIMHWYHY NPOYYBAHMUA, BKIIOuBalLM Haa 12 000 nauveHTH, nekysaku 3a 1 roanna unu noseve. Karo usno,
knonuporpen 75 mg/aHesHo e cpaBium ¢ ACK 325 mg/nHesvo B CAPRIE He3aBHCHMO OT Bb3pacTTa, nosa u
pacata. KNMHMUYHO 3HAYUMMTE HEXKENaHW NEKAPCTBEHW peakuuy HabGnionaBaHW B NpOYYBAHHATA CAPRIE,
CURE, CLARITY, COMMIT n ACTIVE-A ca o6ctaeHu no-aony. B fonbiHeHHe KbM ONKWTa OT KIMHHYHHTE
NPOYYBAHHS, HEXENAHW NEKAPCTBEHH PEaKUHUH ca Cbo0LIaBaHM ¥ CNOHTAHHO.

KbpBeHETO € Hai-4ecTo c¢bobllaBaHaTa peakuMs KakTO NPH KJIMHWYHWTE MPOY4BaHHA, TaKka W Npu
NOCTMAPKETUHIOBHUS ONKT, KBHJACTO € CHOOWABAHA HAH-HECTO Npe3 MbPBHA MECELL HA JICHEHHETO.

B CAPRIE, npy naudeHTH fiekyBaHu ¢ knonuaorpen unn ACK, ofuara 4yecToTa Ha KbpeBeHe € 9,3%.
YecTOTaTa HA TEXKHTE CliyHau € cxozaHa npu knonuporpen n ACK.

B CURE, He e HabaronagaH no-ronaM 6poii Ha cnyuau Ha MACHBHO KbpBeHe ¢ knonuaorpen natoc ACK npes
MbPBUTE 7 AHK CNEA KOpoHAapeH HaiNac Npy MauHEeHTH, KOMTO ca CTpe/ik TEpanuaTa NOBEUE OT NET AHH Npeu
onepaunaTa. FIpy NAUMEHTH, OCTAHANM HA TEpanus B NPOABIKEHHE Ha 5 JIHW CIEA KOPOHApHKS Gaitnac,
4ecToTaTa Ha chyyvauTe e 6una 9,6% 3a knonuporpen ntoc ACK, 1 6,3% 3a nnaue6o natoc ACK.

B CLARITY e #a6nionaBaHo o610 YBENHUEHWE HA KbPBEHETO B rpynata kionuaorpen natoc ACK cnpamo
rpynata Ha nnaueGo naoc ACK. Yecrorara Ha MacMBHO KbpPBEHE NPH PYNMUTE € CXOIHa. ToBa ¢
HaBGnONaBaHO W B NOArPYNHTE OT NALMEHTH, ONpPEAENEHH NO XapaKTEPUCTHKH HA W3XOAHO HHBO W BW/A HA
GHOPHHONUTHRHOTO WIH XENAPHHOBO JIEHEHHE.

B COMMIT. ofuiaTa 4ecToTa Ha HeuepebpanHo MacHBHO KbpBEHE WM LEPeOPANHO KbPBEHE € HHCKA H
CXOAHA U NPH ABETE IPYNH.

B ACTIVE-A uecToTaTa Ha MAaCHBHO KbPBEHE € f10-BHCOKaA B rpynarta na knonuaorpen + ACK, oTkonkoto s
rpynara Ha nnaue6o + ACK (6,7% cnpamo 4,3%). MacMBHOTO KbpBEHE € 6MN0 ri1aBHO OT eKCTpaKpaHHaseH
npou3xon B Asete rpynu (5,3% B rpynata Ha knonugorpen + ACK, 3,5% B rpynata Ha nnauebo + ACK),
F1aBHO OT racTpo-uHTecTHHanHus Ttpakt (3,5% cnpamo [,8%). HabmonaBaHo € npexoMepHo
WHTPaKPaHWANHO KbpBeHe B rpynarta Ha xnonuporpen + ACK cnpamo rpynata Ha nnauebo + ACK (1,4%
cnpamo 0,8%. c¢boTeeTHO). He € HabnionapaHa cTaTUCTUMECKH 3HA4YMMa padjiuka B 4e€CTOTaTa Ha thaTanHo
kbpaeHe (1,1% B rpynarta Ha rionuporpen + ACK v 0,7% B rpynara Ha nnauebo + ACK) 1 xemoparuuen
uHeynT (cvoTeeTHO 0,8% 1 0,6%) Mexxay aBeTe rpyny.

B TARDIS npH nauneHTHTe ¢bC CKOPOLIEH MCXEMHUEH MHCYAT, NOMyHaBall HHTCH3NBHA AHTHArpEranTHa
Tepanus ¢ TpH nekapcTaeHy npoaykra (ACK + knonnaorpen + AMIMHPHAAMO), HECTOTATA HA KbPBEHE € Ouna
NO-BHCOKA M KLPBEHETO € OO NO-TEXKKO B CPABHEHHE C KIOMUAOTPEA CAMOCTOATENIHO HIIH C koMOKHauus
alleTUNCANIMLIMIOBA KHCennHa u aunupuaamon (kopurnparo obwo OR 2,54; 95% Cl 2,05-3,16; p<0,0001).




Tabauuen cnucvK HA HEJCEAAHUME Pearyuu

HexenanuTe NEKapcTBEHH PEeakuWK, HACTBNHWIW MO BPEME Ha KIMHWYHWUTE NPOYYBAHHUA UK CbODLLEHM
CMOHTAHHO, Ca NPEACTABEHH NO-N0AY. TAXHATA YECTOTa € Onpeae/eHa Bh3 OCHOBA HA CICAHATA KOHBEHUMA:
uectv (>1/100 ao <1/10); neuectu (=1/1 000 10<1/100); peaxn (>1/10 000 zo <1/1 000); muoro peaxu (<1/10
000), ¢ HEU3BECTHA YecTOTa (OT HAIMYHUTE AaHHK He MOXKe Aa 6bae HanpaBeHa oLeHKa). B1B BCcekH cucTeMo-
OPraHEH KJIac, HEXENAHUTE peakLMK ce U3OPOABAT B HU3XOAALL Pel NO OTHOLUEHHE Ha TAXHATA CEPUOIHOCT.

Cnceremo- YecTn Heyectn Peakn Muoro peakH, ¢ .
oOpraieH Kjac HEH3BECTHA Y€CcTOoTA
HapyuieHuns Ha TpombounTtonewns, | Heytponeuus, | TpomboTnuHa
KpBbBTA H NIEBKOTEHHA, BK/IIOUHUTESIHO | TPOMOOUMTONEHHYHA
numbHaTa e03UHOPHNUS TEXKa nypnypa (TTI1) (Bx.
CUCTEMA HCYTPONEHHUA TOUKa 4.4), annacTHyHa

aHEMHR, NAHUWTONEHHS,
arpaHyJIoUnTO38, TEeXKKa
TpombounToneHus,
npuaobura
xemopunua A,
rpaHyJIOUHTONEHHS,
aHeMHsd

Cbpaeynu Cunapom Ha Kounis
HApYLIEHHKA (Bazocnactu4Ha
anepruyHa aHruHa /
anepruyeH MHoxapaeH
HH}APKT) BbB BPL3Ka C

peakuua Ha
CBPBXUYBCTBHTENHOCT
KbM Knonuaorpen®*
Hapywenns Ha CepymHa 6onecT,
HMYHHATa aHa(pHUNIaAKTOHAHH
cUcTEMA pEAKUHH, KPBCTOCAHO

peaKkTHBHA JIEKaPCTBEHa
CBPbXYYBCTBHTEAHOCT
MEXAY THEHOMHPHAHHHUTE
(KaTO THKIONHWAMHH,
npacyrpen) (Bx. Touka 4.4)*%,
HHCYNHUH 8BTOMMYHEH
CHHAPOM,

KONTO MOX€E Aa AoBenae
J10 TEXKKA XUMOrankemMHna,
0CO0EHO NMPH NAUMEHTH

¢ HLA DRA4 noarun
(no-4ecT NpH ANOHCKATA

nonynauus)*
[Tecuxnunu XantouHHaLUuH,
HapYyiLUEHHS obbpKaHoCT
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Cucremo-

Muoro peaks, ¢

YecTn HevecTH Peaxkh .
OPTaHeH KJAAacC HEH3IBECTHA YE€CTOTA
HapywieHnsa Ha HUuTpakpaHvanHo HapyweHus 8bB
HepPBHATA CUCTEMA KbpBEHE BKYCOBHTE BbINPHATHA,
(cpobuueHn ca areyius
HAKOJIKO Cy4au ¢
daTaneH uixon),
rnasobonue,
NapecTesma,
3aMasHOCT
HapyweHna Ha KpbBOU3NUB B
QUHTE QUHTE
(KOHKOHKTHBATA,
OKOTO, peTHHATA)
Hapywenus Ha BeptHro
YXOTO H
nabvpuHTa
Cbaosu XemaToM Cepuo3na xemoparus,
HapyIlEHHUS KbpBEHE OT OnepaTHBHA
paHa, BaCKYJIHT,
XHMOTOHMS
PecnupaTophu, Enucrakcuc KpbBOU3NHBH B
PbAHU ¢ AWXaTENHATa CHCTEMA,
MeAHMaACTHHANHH (xeMmoriTuaa,
HapyILEHHUA benonpobra
xemoparus),
OpOHXOCNA3bM,
UHTEpPCTHUHANIEH
NHEBMOHHMT,
€03UHODHUNHA
[MHEBMOHMA
CromalHo- CromawHo- | CromawHa H PerponepuroHean | CTomawHo-4peBHa 1
YPEBHH 4peBHA AyOAeHanHa Ha XeMOoparus PETPOREPHUTOHEAIHA
HapyLUEHHUS XeMoparus, 13Ba, rACTPHT, Xemoparus ¢ dataneH
AUApHUA, NOBpbLLAHE, U3XOJl, NaHKPEaTHT,
KOpPEMHa rageHe, 3anek, KOJIUT ( BKJIIOMHTENHO
Bonka, dnaryneHumns A3BEH HAH
AXCNENCHA NUMPOLHTEH KONUT),
CTOMATHT
XenatobuauapHu OcTpa yepHoapobHa
HapyLWEeHHA HEAOCTaTLUYHOCT,

X€NaTUT, OTKNOHEHUA
B YepHOApOOHHTE
byHKUMOHANHH
TECTOBE

[




Cucremo-

Muoro peaks, ¢

* YecTn Heuectn Peakn .
oOpraHeH Kaac HEH3IBECTHA HYECTOoTA
Hapywenns Ha O6pa3ysaHne O6pus, cbpbex, Bynoaex aepMaTur
KOXKaTa u Ha CHHWHU KOMHHU (TOKCHHHA enuaepManta
MOAKOMHATA KPbLBOHITUBH HEKPONK3a, CHHAPOM
ThKaH (nypnypa) Ha Stevens-Johnson,
epuTeMa MyNTHOOPME,
OCTpa reHepanui3upasa
eK3aHTeMaTo3Ha
nyctyno3a (OIEl),
aHrMoeaeM, JICKAPCTBEHO
WHAYLUMPAH CHHAPOM Ha
CBPBXUYBCTBUTENHOCT,
nexapcTBeH 00pHUB ¢
€O3HHODHNHA U
CHCTEMHH CHUMNTOMH
(DRESS), epuremaTo3eH
HSIH eKChONHaTHBEH
o6puB, ypTHKapHs, €K3EMa,
NTUXEH TIaHYC
Hapywenus Ha ["'wHekomacTusd
Bb3MPOU3BOAUTE
HaTa CHCTeMa U
rbpaarta
HapyweHna Ha KpbBOH3NHBH B
MYCKYJHO- MYCKYNHO-CKEETHATa
CKe/eTHaTa cUcTeMa (XxemMapTpo3sa),
CHCTEMA H aApTPHT, apTpaJIrH1,
ChLeAUHHKTENHATA MHANT 1A
TbKaH
Hapywenus Ha XeMaTtypus ["noMepynoHedpHT,
6bOpeunTe H NOBHUILEH KPEATHHHH B
NMUKOUHHUTE KpbBTa
NbTHLLA
O6uu Hapywenus | KpbBoHu3nus Bucoka Temnepatypa
H epEeKTH Ha Ha MACTOTO Ha
MACTOTO Ha HWHXXEKTHPaHE
NPUNOXKEHUE
Uacneasanus Y abmkeHo
BpEeME Ha
KbpPBEHE,
NOHHUMEH OpoH
HeyTpopHaH,
noHuxkeH Opoi
TPpOMOOUHTH

* JlatHK, CBLP3aHH ¢ KNONUAOTPEN ¢ HEM3BECTHA HECTOTA.
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Cpob1i1aBaHE HA NOAO3IUPAHH HEKENAHW PeakLini

C1o6LaBaHETO HA MOAO3HPAHK HEXENAHH peakilMu Chel paspeluaBaHe 3a ynoTpeba Ha NpOAYKT € BaXKHO.
ToBa NO3BONABA A NPOABLXKKM HAOMIOAEHHETO HA CHOTHOLUICHUETO N1EKAPCTBEHNSA NPOAYKT.

OT MEIULIMHCKHTE CTIELMATHCTH Ce H3UCKBA Aa CHOOLIABAT BCAka MOAO3MPAHA HEXEIaHa Peakia 4pes.

HU3nbaHUTENHA areHuua 1o neKapersaTta
ya. nJdamsaH ['pyes” Ne 8

1303 Cous

bbunrapus

Ten.:+359 2 8903417

yeBcanT: www.bda.bg

4.9 Ilpenosnpane

[peno3WpaHeTo B PE3YNTAT Ha MPHNOXKCHHE HA KNOMHAOrPEn MOXE /a NOBEAE /10 YABLKEHO BPEME Ha
KbPBEHE W TOCJEABAUIMTE YCIOKHEHHS OT KbPBEHCTO. AKO Bb3HUKHE KbpBEHE, TpaOBa Ja c€ NPHIIOKH
noaxoasia tepanys. He e ycTaHOREH aHTWAOT Ha (PApMaKONOrMYHaTa AKTHBHOCT Ha KIOnUAoTrpesn. AKO €
HeoBxoauma HezabapHAa KOPEKUMA Ha YABMKEHOTO BPEME HA KbPBCHC, TpaHchy3ua Ha TpomOOUMTHA Mmaca
MOE [1a IPOTHBOAEHCTBA Ha EPEKTUTE HA KIIOTHAOTPEN.

5. ®APMAKOJOIHYHU CBONCTBA

5.1 ®apmMaxkoaHliaMHYHH CBOHCTBA

dapmakoTepanesTHuHa rpyna: Kpbs 1 kpbBooGpasysalun opraii, ATC kox: BO1AC04

MexaHu3bM Ha NEUCTBUE

Knonuaorpen € NpeanekapcTso, eAWH OT YHHTO MeTabONUTH € UHXUOUTOP Ha TpOoMOOUHTHATA arperaums.
Knonuaorpen TpsGsa na 6bae MeTaboNM3nMpaH oT CYP450 eH3uMuTE 10 NONYYABAHE HA AKTHBHHA META0OUT,
ko#TO MHXKUBMpa TPOMGOLIMTHATA arperaums. AKTHBHHAT MeTaBoINT Ha KITONMKHAOIPES CEeNeKTHBHO HHXHONpa
CBLP3BAHETO Ha aNcHO3HH audocdat (AID) kbM TpombouuTHuTe My P2Y 12 peuenTopH, W nocacaBallata
AJID-meavnpaHa akTHBauMA Ha CKKONPOTEHH GPlIb/Illa koMnnekca, KaTo MO TO3W Ha4WH MHXHOMpa
TpomboumTHaTa arperauus. [lopaan HeOOPAaTHMOTO CBbP3BaHe, MOBIUAHUTE TpOMOOLIUTH OCTABAT 3aCETHATH
210 Kpas Ha CBOS )KUBOT (NpHBAN3UTENHO 7-10 oHW) M BB3CTAHOBABAHE HA HOpManHaTa TpoMOOUUTHA QYHKUNS
HACTBNBA MPH CNEABALIOTO MOKONEHHE TPOMOOLMTH, TpomBoLuTHaTA arperauvs, npean3srMkaia OT Apyru
aronucty ocsel AJID cbuo ce uHXHMOUpa ypes OnokHpaHe Ha yBeanueHaTa TPOMOOLIUTHATA aKTUBAUHA OT
ocsoboneHus ALD.

Twii KaTo aKTUBHUAT MeTabonuT ce oGpasysa upes CYP450 eH3SUMHTE, HAKOU OT KOMTO Cd NMONUMOP(HU HITH
ca OBEKT Ha MHXHGHpaHe OT APYTM JIEKAPCTBEHH MPOAYKTH, HE BCHHMKH MalMEHTH LI HUMaT aAeKBaTHa

TpoMOOLIMTHA arperaLus.

dapmakoAHHAMUHHU eQEKTH

MHOrOKpaTHOTO TNPUIOKEHHE Ha 75 Mg AHEBHO BOAM 1O yCTOHUMBO HHXHOMpaHE Ha A 'i"f:"i!" @aga
TpoMBourTHA arperauus OT MbPBUA ACH, KOETO NPOrpECHBHO HApacTBa W JOCTHra CTALFHRPHO-Ob 4

/u:.tf ‘

mexay 3 u 7 aeH. TIp1 CTaluMOHapHO CCTOSHNE CPEAHOTO HUBO HA UHXHOHUHA, no::'rur :

- o
e mexay 40 % u 60 %. TpombounTHata arperauna W BpEMETO Ha KbpBEHE MNOCTENEH :-- Ny 398 -gé
W3XONHHUTE CTOMHOCTH OOMKHOBEHO 5 AHM CJiEA NPEKBLCBAHETO Ha Ne4eHUeTo. % S~

* /.
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KnuHnuuna edbrkacHOCT 1 He30nacHOCT

BesonacHocTTa W e(PUKACHOCTTA Ha KIonuaorpen ca Ounu oueHeHn B 7 ABOHHO-cNenH npoy4BaHui,
smounad Haa 100 000 nauuentH: npoyusasero CAPRIE, cpasHenue Ha knonuporpen n ACK, u

npoyusanuata CURE, CLARITY, COMMIT, CHANCE, POINT n ACTIVE-A, cpasHsaBsawly K1onuaorpen u
nnauebo ¥ ABaTa NEKAPCTBEHH NPoAyKTa B koMOnHauus ¢ ACK v Apyro CTaHAapTHO JNEYEHHE.

Cropowen muoxapoen unpapkm (MH), cxopowen Mozvuen uncyim unu ycmaHo6ena nepuchepru
apmepuanna borecn

Mpoyusanero CAPRIE skatousa 19 185 nauueHTH ¢ atepoTpomb03a MaH!(peCTHpaHa ¢ CKOPOLLIEH MHOKap/eH
WHdapKT (<35 AHHK), CKOPOLLEH HCXEMHUYEH HHCYAT (MEXAY 7 AHM U 6 Mecela) UNH 10Ka3aHa nepHgepHa
aprepuanna 6onect ([TAB). [TaunenTtuTe ca panaOMH3HpaHH Ha 75 Mg KIOMWOOIPeN AHEBHO WAY Ha 325 mg
ACK wn ca npociiencHH OT eaHa A0 TpW roawwu. B noarpynara ¢ mMuoxapAeH MHGApKT, MOBEYETO OT
nauneHTUTe ca nonyuasanu ACK npe3 nbpBHTE AHH CIE OCTPHS MHODAPKT HAa MHOKapAa.

Kaonuaorpen 3Ha4YMTEAHO pedyurpa YECTOTATA HA HOBUTE MCXEMHHYHM HHUWAEHTH (KOMOWHHpaHa kpaHHa
TOuKa, BKIKOYBALLA MHOKApieH MH(APKT, HCXEMHYEH HHCYNT W CbAOBA CMBPT) B cpasHeHne ¢ ACK. [pu
NpoBeAEHUTE aHanu3n Ha neueHne ca Habnoaasany 939 wHuMAeHTa B rpynara ¢ KNONUAOrpes o 10208
rpynata ¢ ACK (peaykums na oTHocHTenHHs puck (POP) ¢ 8,7 % [95 % Cl: 0,2 no 16,4]; p=0,045), xoeto
cboTeeTcTRa 3a Beexku | 000 nauveHTa NeKyBaHW ABE roAKWHH, AONMBAHHTENHO NPEAOTBPATEHH HCXEMHYHH
nHuMaeHTH npu 10 naunenTa [CI:0 no 20]. AHanu3bT Ha o611aTa CMBPTHOCT KaTO BTOPHYHA KpaiHa TOUKA HE
NoKAa3Ba 3HAYHUTENHA pasivka mexay knonuaorpen (5,8 %) n ACK (6 %).

B noarpynos aHanui crnopef ChCTOAHHETO (MHOKApACH MH(}APKT, MCXEMHUYCH WHCYIT WM [TIAb) Ha#-
Gnaronpuated € edekra npu nauventute ¢ [1Ab (aocThra ce CTaTUCTHYECKA 3HAYMMOCT NpH p=0,003),
(0coBeHO Te3n, KOKTO ¢a ¢ aHaMHe3a U 3a MHokapaeH wugapkT) (POP = 23,7 %; CI: 8,9 no 36,2) u no-cnab
(6e3 3Haunma paznuka cnpamo ACK) npu naunenture ¢ uucynt (POP =73 %; CI: - 5,7 no 18,7) [p=0,258].
[IpH NAaLMEHTHTE, BKKOYEHH MOPAAM CKOpO NpekapaH MUOKAapAeH WH}apKT, KJIOMHAOrpeNn € No-Maiko
ehekTHBEH, HO €3 CTaTHCTHYECKa pa3nuka CnpsMo ACK (POP = - 4 %:;Cl: -22,5 po 11,7 [p=0,639]).
JIONLAHUTENHO uYpe3 MOATPYNOBHS aHANW3 MO OTHOLIEHHE HA BbLIPAcTTa CE YCTAHOBABA, Ye €QEKTLT OT
KJONUWAOrPEN NPH NAUHEHTH HAA 75 rOAMHY € No-ciiad OT TO3M NpH NAUHEHTHTE <75 roauuH.

Twi kato B npoyusaneto CAPRIE He € WMano BL3MOXHOCT 38 OUEHKa Ha ePUKACHOCTTA B OTAE/HHTE
NOArpyNH, He € ACHO Aanu pa3fvvKaTa B PEAYKUMATA HA OTHOCHTEHHA PUCK MNPHU OTACAHUTE CHCTOTHHA Ca
PCATHU MJIK Ca CAYHAHHM.

Ocnivp Koponapen Cunopom

Npoyusanero CURE srousa 12 562 nauneHTH € OCTbP KOPOHAPEH CHHAPOM 6e3 enepauus Ha ST-cermeHTa
(HecTabWHA CTEHOKAPAHA MM MuokapAeH wHdapkT Ges Q 3nbeu) M HaanHuueTo B MbpBHTE 24 Haca OT
HAYANOTO HA OCTPHS €NU30/ Ha rpbaHa GoNka MK CHMNTOMH B PE3YATAT HA HCXeMMA. [lalMeHTHTE Tpabsa
na umat EKI[T npomeHH, roBopelld 3a HOBOMOABHJA CE€ MCXEMHA WM MOBULICHH CHPACHHH CHIUMH WY
TponoHuH | wan T, B CTOWHOCTH NOHE ABa NBTH NO-BUCOKK OT rOpHa rpaHxua Ha HOpMara. MMauueHTuTe CeE
panaoMusnpat Ha knonuaorpen (300 mg Haroeapsallla 1034, NOCNE/IBaHA OT 75 mg ,IlHEBH < E ) 4%
nnaue6o (N = 6 303), u asete rpynu B komOuHauns ¢ ACK (75-325 mg BeaHbxk AHEBHO) Y ADa "
Tepanuy. [aunenture ca nekysaHu 10 |1 roauHa. B npoyusaHero CURE, 823 (6,6 %) P

eqHoBpemenno W GPIV/Illa peuentopHu anTaroHucTH. XenapuH Ce npujara npy rgsgty

NaLUMEHTHTE, KATO OTHOCHTEHATA YECTOTA Ha KbpPBEHE MEXAY KNONKAOrpes 1 nnauebo H <
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NORNYAHA OT €AHOBPEMEHHATA TEpAanns C XCNApHH.

BposT nauueHTd, Npu KOMTO ca HabnionaBaHW CLCTOAHHA, OTrOBAPALIM HA KPUTCPHUTE HA TIHPBHUHATA
kpaiiHa Touka [cbpaeuHo-cbaosa (CC) cMBPT, MHOKAPAEH nHdapkt (MU) unu nucynr], ca 382 (9,3 %) B
rpynata Ha knonugorpen v 719 (11,4 %) 8 nnauebo rpynara, peayKuusa Ha OTHOCUTETHHA PHCK C 20% (95 %
Cl: 10-28 %: p = 0,00009) s rpynata Ha knonuaorpen (17 % penykuua Ha OTHOCHTEHHA PHCK RpH
KOHCEPBATHBHO JIe¥eHHe Ha NauneHTHTe, 29 % npy HanpaseHa NEpKyTaHHa TPaHCNYMHHANHA KOpOHapHa
anrvonnactuka (ITTJIKAIT) ¢ unu 6e3 crent 1 10 % npu HanpaBeH KOPOHAPHO apTepHANICH faitnac (KADB).
HOBH CBPACYHO-CBAOBM WHUMAEHTH (MbPBH4YHA KpaidHAa TOYka) Ca NPeAOTBpAaTEHW C PEAYKUWA Ha
oThocuTennus puck ¢ 22 % (Cl: 8,6, 33,4;), 32 % (Cl: 12,8, 46,4), 4 % (Cl: -26,9, 26,7), 6 % (CI: -33.5, 34,3
n 14 % (Cl: -31,6, 44,2) cvorseTHo npes 0-1, 1-3, 3-6, 6-9 1 9-12 meceuHn HHTEPBANK HA NPOYUBAHETO. Cnen
TpeTHs Mecell, GnaronpHATHUAT edekT, HabnonaBaH B rpynaTa Ha KjI0nHaorpen +ACK He HapacTBa fioBeue,
HO PHCKBLT OT XEMOparus ocTtasa (Bx. Touka 4.4).

Ynorpebara wa wionuaorpen B CURE npoyusaHeTo € cbbp3aHa ¢ HaMansBaHe Ha HeoOXOAWMOCTTa OT
tpomBonuTuura Tepanua (POP = 43,3 %; CI: 24,3 %, 57,5 %) # GPIIb/111a uuxubutopu (POP = 18,2 %, CL
6,5 %, 28,3 %).

BpoSsT Ha NAaUMEHTHUTE, NPH KOUTO €& HACTBHAKIH ChCTOSHHA, OTFOBAPALUN HA KPUTEPHHTE 32 JOMBIIHUTCHATE
nbpeHyHa kpaiina Touka (CC ecmbpT, MH, MO3DBUEH HHCYNT HITH pedpakrepHa ucxemua) e 1 035 (16,5 %) B
rpynaTa Ha kaonuaorpen 1 187 (18,8 %) 8 nnauebo rpynara, peAyKUHA HA OTHOCHTENIHHA PUCK € 14% (95
% Cl: 6 %-21 %, p=0,0005) 8 rpynara Ha wionuaorpes. Tosu bnaronpuaTen eeKT ce AbIKH NPEAHMHO Ha
ebeKTa Ha KNONKAOrpen BbPXY MUOKapaHus uudapkr [287 (4,6 %) npy rpynaTa Ha kionuaporen u 363 (5.8
%) npu nnaue6o]. He e HabniopasaH edexT BbpXy HECTOTaTa Ha PEXOCMHTANM3ALMATA NpH HecTabuamua
CTEHOKAPAHS.

Pe3ynTaTute, NONYYEHH B TPYMUTE C Pa3fiIHiHH XapaKTepHCTHKH (Hanp. HecTabuiana creHokapaua Wwnu MA
6e3 Q 1n6e, paznnuHa cTeneH Ha puck, auabeT, HeOOXOAMMOCT OT peBacKyfnapH3aling, BL3pact, noj) ca
CXOJlHM C Pe3yATaTHTE OT MbPBHYHKTE aHain3y, [lo-cneunanto, B post-hoc ananu3 npu 2 172 naunentn (17
% oT usnata CURE nonynauva) Ha KOWTO UM € MOCTaBEH CTEHT (Stent-CURE), naHHuTe nokasear, 4€
kronuaorpen cpasHeH ¢ niauebo, nemoHcTpupa 3Haunmo POP ot 26,2% B noJsi3a Ha K1oNuaorpen 3a Ko-
nbpeuuHaTa kpaiiHa Touka (CC cmbpt, MM, Mo3bueH MHCYAT) K Cbuo 3Hasumo POP ot 23,9% 3a ko-
sTopuynaTa KpaitHa Touxa (CC cmbpt, MH, MO3BUEH MHCYNT HIH pedpakTepHa ncxemus), OceeH TOBa,
npoduAbLT Ha 6€30NacHOCT Ha KNOMWAOrpes B Ta3M NOArpyna fMaiMeHTH HE NpeAH3BHKA HAKaKkLB ocodeH
npobnem. CnenosarenHo, pe3ynTaTute OT Tasu MOArpyna ca B CHOTBETCTBME C obwuTe pe3yaTaTH OT
MPOY4BAHETO.

BnaronpuaTHUST edekT Ha KNONKAOrPeN € He3aBHCHM OT APYro CNIEWHO W NPOABIKHTENHO CbpAEYHO-CHAORO
neuenve (kato xenapuw/LMWH, GPlIb/Illa anTaronucTs, nnHAO-peayUHpallH NEKAPCTECHH NPOLyKIH,
6eTa-Gnokepn 1 ACE nnxuGuropn). EdukacHocTTa Ha KNONHAOTPEN € OUCHEHA HE3ABUCUMO OT N03aTa Ha
ACK (75-325 mg BeaAHDbK AHEBHO).

MuokapaeH uHdapkT ¢ enesauus Ha ST-cermenTa

[Mpu naunenTH ¢ ocTbp MU ¢ enesauus Ha ST-cermMenTa, 6e30NacHOCTTa H €pHKACHOCTTA Ha AL

6UNM OLEHEHH B 2 PAaHAOMH3IMpaiK, nNaunebo-KOHTPONMPaHH ABOAHO-CAENH HINUTBHL ,m >
npocnextHseH noarpynoe aHanus Ha CLARITY (CLARITY PCI) n COMMIT. gg -

Mpoyusaneto CLARITY Bxntousa 3 491 naumenTH ¢ Havyano Ha MM ¢ ST enesanuna B pa |§

v

12 yaca u 3annaHysano TpomGonuTuuyHo neuenue. TlaunenTuTe Ca nomyqWNH KOs
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HaToBapealla 403a, nocieasaHa oT 75 mg/aen, n=1 752) uau nnauebo (n=1 739), v asere 8 koMOMHaLMA ¢
ACK (150 mo 325 mg kaTo HaTOBapBalla 1034, NocneaABaHa oT 75 po 162 mg/nen), GUOPUHONUTUHEH AreHT,
H KoraTto € Ouno noaxoasawo xenapuH. [launenture ca npocneaeHu 3a 30 anu. IleperunaTa KpahiHa TouKa €
koMOWHMpaHa NofABa Ha 3anylieHa apTepus, CBbp3aHa ¢ WHGAPKTA Ha BHIHOrpaMaTa NMpH H3NUCBAHE, WIH
CMBLPT WaK nostopeH MU npean kopoHapHarta aHrworpadusa. [lpy nauMeHTH, NnpH KOWTO HE € npaseHa
aHruorpad s, MbpBAYHATA KpaiiHa TouKa € OMia CMBPT HIIH NOBTOPEH MHOKapAeH HHdapkT Ao [eH 8 nnn ao
u3nkcaaHeto. [Monynaunata naudeHTH € Brousana 19,7% xenu u 29,2% naument > 65 roaunn. Obwo
99,7% ot nauveHTHTe ca nonyuunu ¢ubpunonuTHun (Gubpun cneunduunu: 68,7%, He-Hubpuu
cneundununn: 31,1%), 89,5% xenapuH, 78,7% Oera bnokepy, 54,7% ACE unxuburopu v 63% cratunu.

[NeTnanecer npoueHTa (15,0%) oT naunenTuTe B rpynara Ha knonuaorpen H 21,7% s nnauebo rpynara ca
AOCTHIHANW A0 NbpPBHYHA KpaiHa TOYKa, KoeTo npeactasnasa abconoTHO HamaneHue oT 6,7% u 36 %
OTHOCUTENHO HamaneHue B noasza Ha knonunaorpen (95% Cl; 24, 47%; p < 0,001), rnaBHO CBBP3aHO C
HaMal€HWEe Ha 3anylweHH apTepuH, CBbp3aHW ¢ HHpapkTa. Tasu nonsa ¢ 6Una Hanuue BBLB BCHUKH
NPENBAPHTENHO ONpeJeNneHHd NOATPYNH Ha NAUMEHTHTE MO BB3PACT H NOA, JIOKANU3aLHKA Ha HHbApKTa U BUa
Ha U3N0N3BAHOTO PUOPHHOMHTHYHOTO NEYEHHE WK XEeNapHH,

[Toarpynoe ananuz Ha CLARITY PCI eimousa | 863 naudedtd ¢ MU ¢ enepauns Ha ST-cermenta,
noanoxenu Ha [MKH. MaunentuTe, nonyuasawmm 300 mg narosapeawa nosa (HT) knonuaorpen (n=933), ca
HMMAKN 3HAYHUTENHO HaMaJeHHE HA YeCcToTaTa Ha cbpaedHocbhaosa cMmbpT, MM unu uucynt cnen KU a
CpaBHeHHe ¢ Te3u, noaydasawu nnauedo (n=930) (3,6% npu npeaBapUTENHO NEUESHHE C KIONUAOTPEN CNIPAMO
6,2% ¢ nnauebo, OR: 0,54; 95% Cl: 0,35-0,85; p=0,008). [Taunenture, nonyyasallly HaToBapBawlaTa A03a
300 mg konWaorpe, ca HMani 3HAYMTENHO HAMAJIEHHE Ha YECTOTaTa Ha CbhpaeuHoChA0Ba CMBPT, MH nin
nucynT Ao 30 anu cnen IKK B cpaBHerKe ¢ Te3n, nonyuasaiiti miauedo (7,5% npu npeaBapuTento JieueH1e
¢ knonuaorpen cnpamo 12,0% c nrauebo, OR: 0,59; 95% CI: 0,43-0,81; p=0,001). Bvnpexu ToBa, xorato ce
oueHssa B obwara nonyaaunsa Ha npoyusaHeTo CLARITY, Ta3u cxcraBHa kpaiiHa TOUKA HE € CTATUCTHUYECKH
3Ha4Yy¥Ma KATO BTOpUYHA KpaiHa Touka. He ce HabionaBa 3HauMMa pa3nyka B YeCTOTaTa Ha FONAMO HIIK MANKO
KbPBEHE MeX Y ABeTe Neuenus (2,0% npy npeaBapyMTENHO Ne4eHme ¢ knonvaorpen cnpamo 1,9% ¢ nnawebo,
p>0,99). PesyntaTtuTe OT TO3Y aHaNHW3 NOAKPENAT PAHHOTO H3NO/3BaHE HA HATOBAapBaLlLa 103a KNONHAOrpe
npn MH ¢ eneBauus Ha ST-cermMeHTa v CTpaTErnaTa 3a pyTHHHO NPEABAPHTENHO NNEHEHHE C KNONKAOTPEN NpH
nauMeHTH, noanoxeHu Ha [1KH.

[Mpoyusaneto ¢ 2x2 dakTopuanen anzaith COMMIT e Binitounno 45 852 naureHTH ¢ Ha4aNo Ha CHMITOMH
nonospurenuu 3a MU ¢ noakpensuu EKI™ abuopmun Haxoakw (Hanp. ST enesaums, ST aenpecus unu nas
6enpeH 610K) B paMKUTe Ha nochneaHuTe 24 yaca. [lauMeHTyTe ca notyyHau knonuaorpen (75 mg/aex, n=22
961) wan nnauebo (n=22 891), B koMbunauus ¢ ACK ( 162 mg/aen), 3a 28 aHn wim 10 M3NKHCBaHE OT
Gonnuuata. [TupBHUHHTE KpaFiHY TOMKH ca GHITH CMBPT N0 BCAKAKBA MPHYMHA H TbPBA NOABA HA pe-UHGApKT,
MHCyaT unu embpT. [onynaunata e skaousana 27,8% xewu, 58,4% naument = 60 roaunu (26% > 70
roanHu) v 54,5% nauneHTH, KOUTO ca NoAy4HUnu GUOPHUHOANTHLM.

Knonuaorpen 3Ha4MMO HamasisBa OTHOCUTENHHS PUCK OT CMBPT NO BCAKAKBA NpHyHHa cbe 7% (p=0,029), u
OTHOCHTE/HUA PHUCK 3a KOMOHHauWATa OT pe-uHbapKT, HHCYAT Wan cMupT ¢ 9% (p=0,002), koeto
npeacTasinsa abcontoTHO Hamanenue cboTBeTHO OT 0,5% W 0,9%. Tasn nonsa e HanKWue HE3ABUCHMO OT
Bb3pacT, non, ¢ uau 6e3 Ppubpruronutuun, u e Habaronaeana owe B MbpBUTE 24 Yaca.
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Knonuaorpen_ 600 mg HaToBapsalla A03a NP NAUMEHTH ¢ OCTbD KOPOHADEH CHHADOM, nomioxenyn Ha [TKH.

CURRENT-0OASIS-7 (knonuaorpen W acnupuH, M3NON3BAHA B ONTUMANHA 1034 334 HaMalsBaHe Ha
nosTapalwure ce cubuTHs Ceamu perucTbp 33 OLEHKA HA CTPATErMMTE NMPH HMCXEMHYHW CHHAPOMH -
Clopidogrel and Aspirin Optimal Dose Usage to Reduce Recurrent Events Seventh Organization to Assess
Strategies in Ischemic Syndromes)

Tosa panaomu3dpaHo dakTopuanHo npoyusaHe sratousa 25 086 nnua ¢ ocTbp koponapeH cuHapom (OKC),
npeasuaenu 3a padna [1KH. [MaumenTure ca panpoMusnpanu Ha aBoiHa go3a (600 mg Ha gen |, cnhea Toea
150 mg Ha and 2-7, cnen Tosa 75 mg AHEBHO) cnpamMo cTaHaapTHa ao3a (300 mg Ha aeH 1, cnea toea 75 mg
AHEBHO) Knonuaorpen v sucoka aoza (300-325 mg aHesHo) cnpamo HUucka go3a (75—-100 mg avesHo) ACK.
Bratouenure 24 835 naumnent ¢ OKC ca noanoxeHun Ha kopoHapHa aurnorpadus v Ha 17 263 ¢ nposeaeHa
[MKH. Ilpu 17 263 nauueHTH, nonyuasawy neyeHue ypes [1KH , B cpaBHeHHWe ChC cTaHgapTHaTa 2034,
ABoHHATA 0033 KJIONWAOrNPEN HaMansBa 4YecTOTAaTa Ha NbpBHYHATA KpaiiHa Touka (3,9% cpewy 4,5%
xopurupad HR= 0,86, 95% CI 0,74-0,99, p=0,039) 4 3HaynTenHo HamansaBa TpomMOo3ara Ha cTenTa (1,6%
cpewy 2,3%, HR: 0,68; 95% CI: 0,55 0,85; p=0,001). 'onamoTo KbpBEHE € NO-4ECTO NPH ABOHHATA 1034,
OTKONKOTO NpH cTaHAapTHa no3a knonuaorpen (1,6% cpewy 1,1%, HR=1,41, 95% CI 1,09-1,83, p=0,009). B
TOBa NPOY4YBaHE HaToBapeawlaTa Ao3a knonuaorpen 600 mg ¢ nokasana cxoaHa €PHKACHOCT NPH NAUMEHTH
Ha BBL3PAacT 2 75 roAMHH K NALUMEHTH Ha BB3pacT < 75 roAnHU.

ARMYDA-6 MI (AxTHarperanTHa Tepandsa 3a HaMaNsBaHE Ha yBPEXAAHETO HA MHOKapAa No BpeME Ha
aHrHONAacTHKa - MMOKapaAeH Unbapkr - The Antiplatelet therapy for Reduction of Myocardial Damage during
Angioplasty - Myocardial Infarction)

Tosa paHAOMH3IWPAHO, TPOCNEKTUBHO, MEXAYHAPOAHO, MHOMOUEHTPOBO  MpPOYYBAHE  OlleHsBA
npeasapuTeaHOTO gevenne ¢ 600 mg cnpamo 300 mg knonuaorpen B ycnosuara Ha crniewsHa [1IKH 3a MH ¢
enesaums Ha ST-cermenTa. lNauuenTrTe ca nonyuasany HaTosapsawa ao3a kinonuaorpen 600 mg (n=103)
wan kionuaorpen 300 mg (n=98) npeau [TKH, cnea koeto ca um npeanucany 75 mg/aex ot aens cnea [NKH
Ao | ronvHa. [lauMeHTHTe, NoNyyapauty Hatosapsaalua ao3a 600 mg knonuaorpen, UMaT 3HaYUTENHO HaManeH
pasMep Ha WH(apKTa B CPABHEHHE C Te3W, nonyyasaiid Hatosapsawa no3a 300 mg . Hanuue e no-uucka
yectota Ha TIMI crenen < 3 cnen [1IKH npu HatoBapsawa nosza 600 mg (5,8% cnpamo 16,3%, p=0,031),
nopoOpeHa nesokamepHa ¢pakuds Ha u3tTnackeade (JIKOH) npu usnuceane (52,1 +£9,5% cnpamo 48,8
+11,3%, p=0,026) 1 no-mManko roieMu HexeNaHu cbpAe4HO-CbAOBH cbOMTHA Ha aex 30 (5,8% cnpsmo 15%,
p=0,049). He ce nabnionaea yBenNHUECHHWE HA KbPBEHETO MK YCJAOXKHEHHS HA CbAOBHUA JOCTHA (BTOPHUHH
KpaiHy TOYKH Ha aeH 30).

HORIZONS-AMI (XapmoHu3npaHe Ha pe3yaTaTUTE OT PpeBacKyjapu3auMs H CTEHTOBE MpH OCTHP
muokapaeH uHoapkT - Harmonizing Outcomes with Revascularization and Stents in Acute Myocardial
Infarction)

Tosa npoyusaHe — post-hoc ananu3 e npoBedaeHo, 3a Aa Ce OLEHW JanW HaTtosapsawa nosza 600 mg
KNOMKAOrpeN OCHrypaea no-6sup30 U no-cunHo MHXHOHWpaHE Ha AKTHBHPAHETO HA TPOMOOUMTHTE. AHAIH3BLT
nicaeaBa Bb3ASHCTBHETO Ha HaToBapBaLa no3a 600 mg B cpaBHeHue ¢ 300 mg Bbpxy 30-AHEBHUTE KNIMHHUYHH
pesyntatv npu 3 311 nauveHTH oT OCHOBHOTO W3nuTBaHe (n=1 153; rpynara ¢ Harosapsaiita nosa 300 mg;
n=2 158; rpynaTta ¢ HatoBapeawa no3a 600 mg) npeau cbhpaeuHa kaTeTepUlauus, NOCAEABAHA OT A03a 75
mg/aeH 3a > 6 Meceua cnel wi3nuceadHeTo. PesyntaTvTe nOKa3BaT 3HAYWTENHO NO-HWUCKH 30-AHEBHM
HEKOPWUrHpaHWd HWBa Ha cMbpTHOCT (1,9% cnpamo 3,1%, p=0,03), nosTopen unpapkt (1,3% cnpamo 2,3%,
p=0,02) v neduHnTHBHA UK BepoAaTHa Tpom6bo3a Ha ctenTa (1,7% cnpamo 2,8%, p=0,04) ¢ HaTosapsaula 1032
600 mg 6e3 no-sucoka yecToTa Ha KbpseHe. [lpy MynTHBapHaHTEH aHalW3 HaTOBapBa U gt B
HE3aBMCHM NPEARKTOP Ha NO-HWCKK HKBA Ha ONIEMH HEXENaHH ChpAeHHH CbOHUTHR Ha AeW/A
Cl: 0,53-0,98], p=0,04). YectoraTta Ha ronsmo kwpeeHe (HecBbp3aHo ¢ CABG) ¢/ &
HaTosapaaiua ao3a 600 mg n 9,4% B rpynara ¢ Harosapsawua no3a 300 mg (p=0,0005 lg
kbpBeHe ¢ 11,3% B rpynara ¢ Harosapsawa ao3a 600 mg w 13, % B rpynata ¢ HaTORYPRALES
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(p=0,03).

[Isarocpouno (12 meceua) nevenne ¢ knonuaorpen_npy naunenty ¢ MU ¢ enesaumns Ha ST-cermenra cnen
[MKH

CREDO (Knonuzorpen 3a HamanasaHe Ha HexenaHute cbouTHA no Bpeme Ha Habntonenue - Clopidogrel for
the Reduction of Adverse Events During Observation)

ToBa paHAOMM3MPAHO, ABOHHO-CNANO, MIauLebO-KOHTPOJMPAHO MpOyuBaHe € nposefeHo B ChbeaHHEHHTE
maTtv 1 KaHana, 3a 1a ce oueHH nonsata oT Abarocpoyto (12 Meceua) neverune ¢ knonuaorpen caen [1KH. 2
| 16 nauuMeHTH ca paHAOMH3MpaHK [a nony4asaT Harosapsawa fo3za 300 mg knonuporpen (n=1 053) unu
nnauebo (n=1 063) 3 no 24 uaca npeau NMKH. Benuku nauneHTH ca nony4asanu n 325 mg acanpud. Cnen
WHTEPBEHUMATA BCHUKH NAUMEHTH ca NonyyaBany kaonuporpen 75 mg/aex ao aeq 28 u B asere rpynu. Ot
Jlen 29 no 12 Meceua nauMeHTUTE B rpynaTta ¢ KJIONHAOFPEN ca nojyuaBand 75 mg/ieH knonuaorpen, a B
KOHTpONHATa rpyna ca nonyvasanu naaue6o. U asere rpynu ca nonyqasani ACK no speme Ha npoy4BaHeTo
(81 no 325 mg/aen). Cnea | roavHa e HabNKOAABAHO 3HAUUTENHO HaMANABAHE HA KOMOWHUPAHHA PUCK OT
CMBPT, HHGBAPKT Ha MHOKApAA MK WHCYIT ¢ kinonuaorpen (26,9% otHocutento Hamanenue, 95% Cl: 3,9%-
44.4%; p=0,02; abcontoTHo Hamanexne 3%) B cpasHenne ¢ nnaue6o. He e HabmonaBaHoO 3HAYHTENHO
YBE/IMMEHHUE HA YeCTOTaTa Ha ronamo kbpeexe (8,8% c konvaorpen cnpamo 6,7% ¢ nnauebo, p=0,07) uau
Manko kbpaeke (5,3% ¢ knonuaorpen cnpamo 5,6% c nnaue6o, p=0,84) Ha 1 roauxa. OCHOBHOTO 3aK/ioUEHHE
Ha TOBa MPOy4BaHe €, 4e npoabkasaHeTo Ha kionuaorpen H ACK 3a nove | roauHa BOAH 10 CTATHCTHUECKH
M KIHHMYHO 3HAYMMO HAMAJIABAHE HA rojieMUTe TPOMOOTHYHH ChOUTHA.

EXCELLENT (Eduxacroct Ha Xience/Promus cnpamo Cypher 3a namansBaHe Ha KbcHata 3aryba cnen
ctenTupane - Efficacy of Xience/Promus Versus Cypher to Reduce Late Loss After Stenting)

ToBa NPOCNEKTHBHO, OTBOPEHO, PAHAOMH3UPAHO Npoyy4BaHe ¢ nposeacHo B Kopes, 3a 1a € OUCHH JaH 6-
MeceyHaTa ABOiHA aHTharperantTHa Tepanusa (JAAT) e HenHbepuopHa (He no-manko edekThsHa) oT |2-
meceyHaTta JJAAT cnea MnnaHTHpaHe Ha CTEHTOBE, OTACALLMN JEKApCTBO.

Mpoyusaneto BrAtousa | 443 mauveHTH, MOMIOXKEHW HAa HMMMJAHTAUMS, KOWTO Ca PaHAOMM3MPAHH la
nonyuasat 6-mecever JJAAT (ACK 100-200 mg/aen nmoc knonuaorpen 75 mg/aex 3a 6 meceua v chea Tosa
camo ACK no 12 meceua) min 12-meceuen JIAAT (ACK 100 —200 mg/nen nutoc knonuaorpen 75 mg/aeH 3a
12 meceua). He e HabGnionasana 3HauUWTe/HA pa3nuMka B 4ECTOTATa HA HEAOCTATLYHOCT HAa TapreTeH Chil
(CHLBKYMHOCT OT ¢bpaeyHa cMbpT, MU Kau peBacKkynapu3alMs Ha TAPTreTeH ChA), KOATO € MbPBHYHA KpahHa
rouKa MeXay rpynute Ha 6-meceuna v 12-meceuna JJAAT (HR: 1,14; 95% CI: 0,70 1,86 p=0,60). Cbuto Taka
NPOy4BAHETO HE MOKa3Ba 3HAUMTENHA pa3fivka B Kpa#HaTa Touka 3a 6€30nacHOCT (CBBKYMHOCT OT CMBLPT,
MHGAPKT HAa MHOKApa, HHCYNT, TpoMB0o3a Ha CTEHT WK ronamo Kupeede no TIMI) mexay rpynute Ha 6-
meceuHa u 12-meceuna JJAAT (HR: 1,15; 95% CI: 0,64- 2,06; p=0,64). OcHOBHOTO 3aK/ilouYeHHE Ha TOBA
npoyusaHe ¢, 4e 6-meceunara JIAAT e He no-manko epexTusHa oT 12-meceqHara JIAAT no oTHoweHre Ha
PUCKA OT HEAOCTATBYHOCT Ha TAPreTEH ChA.

HNeeckanauna Ha P2Y 12 peuenTopHH HHXHOMTOPH NPH OCTHP KOPOHAPEH CHHAPOM

[TpemunaBaneTo oT no-mower P2Y 12 peuenTopen HHXHOHUTOP KbM KNONMKUAOrpe/ B KOMOHHALMA ¢ aCNHPHH
cnen ocTpa (aza npu ocTbp kopoHapeH cuHapom (OKC) e oueHeHO B ABE paHAOMH3KPAHH, CNOHCOPHPAHH OT
W3cneaosaTens npoyusauus (investigator-sponsored studies, 1SS) - TOPIC u TROPICAL- ACS ¢ nannu 3a
KAUHHUYMEH PE3YITAT.

K IMHKUYHATE 10134, KOATO Noka3eaT no-MoluHuTe P2Y 12 peuienTopHH HHXHOKTOPH, THKArpeiop v npasyrpen
B TEXHWUTE OCHOBHMW MpPOYuBaHHA, € CBbP3aHa ChC 3HAYMMO HaMalisBaHe Ha PEUMAMBHPALLMTE HCXCMHUHM
cLOUTHA (BKIIOYUTENHO ocTpa U noaoctpa TpomGo3a Ha ctenTa — TC, muokdpaeH uHpapkt - MH v cnewHa
pesackyJaphu3aung). Bunpexn ue ucxemnunaTa nonsa € nocjeAoBaTeNHa Npe3 MbpBaTa DoAria s
HamaneHue Ha ucxemuunure peunansl cinea OKC e nabnroaaBaHo npe3 NbpsBUTe OH //\:ni

neuenuero. ObparHo, nocneasawuTe (posthoc) aHanu3v NOKa3BaT CTATHCTHHECKH 3 ’4?' rr_,u 2% Be
PUCKA OT KbpBEHE NpH no-MouHuTe P2Y 12 peuenTopHH HHXHOHTOPH, KOETO CE NnosBARER] r-'-ﬁ‘?&:;:- STy
Ha noaabpkawara oasa, cnen nopeus meceu cnes OKC. TOPIC n TROPICAL-ACH o2 GpeiRiasinieiy
H3CIEABAT KAK Aa ce HAMaAT ChOUTHATA Ha KbpBEHE, KaTo CE 3aNa3sH €PHUKACHOCTTA. 2\ NE g
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TOPIC (Bpeme Ha TpomOoOUMTHA HHXMOHUKA Cliel OCTbP KOpPOHapeH CUHApPOM - Timing Of Platelet Inhibition
after acute Coronary syndrome)

ToBa paHaOMH3NpPaHO, OTKPUTO M3NMTBaHE BrHOHBA nNauveHTH ¢ OKC, KOHTO ce HyXAaaT OT nepKyTaHHa
kopoHapHa vHTepseHuUus ([1KH). Naunentnute Ha acnupuH n no-moueH P2Y 12 6Gaokep u 6e3 HexenaHo
CbOHTHE B pAMKWUTE Ha elnH mecell, ca Onnu pasnpeacnesy aa NPeMHHAT Ha GUKCHPAHH JO3K aCTTUPUH MAKOC
Knonuaorpen (aeeckanupaHa ABoMHA aHTHarperaHTHa Tepanus, neeckandpaHa JAAT) vnu ma npoanmxkar
CBOATA NeKapcTBeHa cxema (HenpomeHeHa JJAAT).

Ananin3upaHu ca obwo, 645 ot 646 naureHTy ¢ MU ¢ enesauns Ha ST-cermenta vnn MU Ges enesauus Ha
ST-cermenTa, unu Hectabunua creHokapaus (neeckanupana JAAT (n=322); nenpomenena JAAT (n=323)).
[lpocnenssane Ha nbpeaTa roadMHa € H3BbpweHo npu 316 nauvenTu (98,1%) B rpynara Ha neeckanupaua
HAAT v 318 naunentn (98,5%) B rpynara Ha HenpomeHeHa JIAAT. Meauanata Ha npocnensBaHe 3a fBeTe
rpynH € 359 aHH. XapakTepUCTHKHUTE HA H3CNEABAHATa KOXOPTa ca CXOIHH B JIBETE I'PYIH.

[TbpBHUYHKAT pe3ynTaT, ChCTABHA TOYKA OT CHPAEHHOCHAOBA CMBPT, HHCYNT, CMEWHA PEBACKYAapHU3aLHA H
kbpBeHe no BARC (akaaeMuuen uicnenoBaTencku KOHCOpPUXMYM o kbpeeHe - Bleeding Academic Research
Consortium) >2 Ha l|-ata roavna cnen OKC, e nactenua npu 43 nmauuentn (13,4%) B rpynata na
neeckanvpaHa [AAT v 85 naumentn (26,3%) B rpynara Ha HenpoMmeHeHa HAAT (p<0,01). Taznu
CTATUCTHHECKH 3HAYMMA Pa3/inKa C€ ABJKH OCHOBHO Ha NO-MATKO CLOUTHS Ha KbpBeHe, 6e3 aa ce Habntoaaea
pa3nyvka npu KpanHKWTe TOUYKH 3a ucxemua (p=0,36), nokato kvpeene no BARC >2 ce Habnmonasa no-paako B
rpynata Ha aeeckanupana JAAT (4,0%), cnpamo 14,9% B rpynara Ha HenpomenenHa JAAT (p<0,01).
CwubuTHa Ha KbpBEHE, onpeaeneHn KaTo BCUHKK cteneHd no BARC ce nabnionasar npu 30 naunenTH (9,3%)
B rpynata Ha aceckanupaHa JAAT u 76 nauveHT (23,5%) 8 rpynara Ha HenpoMeneHa JTAAT (p<0,01).

TROPICAL-ACS (H3cneasane Ha oTrosopa KbM TPOMOOLMTHA HHXHOULIMA NPH XPOHHYHA aHTHArperaTHa
Tepanus 3a OCTbP KOPOHApeH CHHAPOM - Testing Responsiveness to Platelet Inhibition on Chronic Antiplatelet
Treatment for Acute Coronary Syndromes)

ToBa paHOIOMH3UpAaHO, OTKPUTO M3NMWTBaHEe BKIouBa 2 610 nonoxuTennu 3a 6uomapkep nauueHtH ¢ OKC
cnen yenewna [1KW. TlaynenTrTe ca paHgoMu3upank aa nonyyvaeat npasyrpen 5 unu 10 mg/nen (Anu 0-14)
(n=1 306), unun npasyrpen 5 wau 10 mg/aen (Inu 0-7), cnea koero ca aeeckanudpaHu Ha knondaorpen 75
mg/neH (Aumn 8-14) (n=1 304), B kombuHrauusa ¢ ACK (<100 mg/nen). Ha 14-us aeH e npoBeneHo uscneasaHe
Ha TpoMbounTHaTa pyHkuna (UTD). [launeHTHTE, NeKyBaHH ¢aMO ¢ Mpazyrpei ca NPOAbMIKHAY Ha npasyrpen
B MpoAkKEeHne Ha | 1,5 meceua.

JeeckanupanuTte nauneHTH ca OUIM NOANOKEHH Ha BACOKOUYBCTBHTENIEH TECT HA TPOMOOLUTHA peakTHBHOCT
(BUTTP). Axo BUTTP e 246 eaunuum, nauveHTUTe ca OMNH eckanupanu obpaTtHo Ha nmpasyrpen 5 uau 10
mg/nen 3a 11,5 meceua; ako BUTTP e <46 eamHnuu, nauMeHTUTE ca NPOAB/IKHIINA Ha KnonKaorpen 75 mg/aeH
3a 11,5 mecena. CnenoBatenHo BOACWIATA MPYNa HAa ACECKaNauds BKIKOYBA rnaudeHTH Ha npasyrpen (40%)
unu knonraorpen (60%). Bcuyuky nauMeHTH ca NpoAbKUAK HA ACTIMPHH U €& NPOCAEAEHH B NPOABIIKEHHE
Ha eAHa roaxHa.

[1bpBHuHaTa KpaitHa Touka (koMOHHHMpaHa 4eCTOTa HA ChPAEYHOCHAOBA CMBPT, MHOKapaeH ungapkt (MH),
HHCYAT W kbpBeHe No BARC >2 crene Ha 12 Meceua) € U3MTbAIHEHA, KOETO NOKa3Ba HE NO-Manka ePrUKacHOCT.
JleseTaeceT v neT nauxeHTH (7%) BbB BOACLIATA MPyNa HA Aceckanauwms v 118 naunenT (9%) B KOHTpONIHATA
rpyna (p Ha HeuHdepuopHocT = 0,0004) ca umanu crburue.

Boaewara rpyna Ha aeeckanauus He € 40Besa A0 NOBULLEH KOMOWHUPAH PUCK OT HCXEMUYHH ChOUTHA (2,5%
B rpynarta Ha aeeckanauus cnpsamo 3,2% B KOHTposiHaTa rpyna; p Ha HenHdpepuopHocet = 0,0115), HUTO Ha
OCHOBHATa BTOpPHYHA KpaHHa Touka kbpeeHe no BARC>2 crenen (5%) B rpynaTta Ha aececkanauus CripaMo
6% 8 kKoHTponiHaTa rpyna (p=0,23).

KymynaTHBHaTta 4ecTOTa Ha ¢bOMTHA Ha KbpBEHE OT BCUUKM cTenenu (knac no BAR / UK 984114
cbOuTHs) BLB BOAELIATA rpyna Ha aceckanauus, cnpamo 11% (137 cubntus) B KOHTPOJHET: '
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AsoiHa anTuarperatrHa Tepanus (JIAAT) npu octep siek MU nnu [THMK ¢ yMepeH 10 BHCOK pUCK

HAAT ¢ kombunauua knonuaorpen u ACK karto nedeHue 3a NpeaoTBPaTABAHE HA WHCYAT ClIEd OCTbP ek
UH van [THMK ¢ ymepeH 10 BUCOK PHCK € OLIEHEHA B JIBE€ PAHAOMH3HPAHH NPOYUYBaHUA, CMOHCOPHPAHH OT
nicnenorarens (investigator-sponsored studies, ISS) - CHANCE m POINT — ¢ a@HHH 32 KNHHHYHU PE3yATaTH
3a 6e30nacHOCT ¥ ePUKaACHOCT.

CHANCE (Knonuaorpen npH BHCOKOPHUCKOBH NMAUMEHTH C OCTPH HEHHBATHAM3HPAIUIH MO3IBLYHOCHAOBH
cwvbutua - Clopidogrel in High-risk patients with Acute Non-disabling Cerebrovascular Events)

Toea paHAOMH3IHUPAHO, ABOHHOCAANO, MHOIOUEHTPOBO, NIauebo-KOHTPONHPAHO KIWHHYHO H3TNNTBAHE
Biuiousa 5 170 naunenTtr ot Kurah ¢ ocrpo [IHMK (ABCD2 ckop 24) wnu octbp nek uueynt (NIHSS <3).
[Naunentute B ABeTE rpynu ca noaydunu otkpuro ACK Ha aed | (B no3a, Bapupawa ot 75 no 300 mg, no
npeueHka Ha JiekyBaluns nekap). [laumeHTute, paHaomMu3aupaHd B rpynata Ha kjonuaorpen-ACK, ca
nony4unu Hatroeapeawa aosa 300 mg knonuaorpen Ha geH |, nocnensakla oT ao3a 75 mg xaonuaorpen Ha
AeH B AHUTEe OT 2-pu ao 90-tn, n ACK 8 103a 75 mg Ha AeH B AHUTe OT 2-pH o 21-Bu. [lauuneHture,
panaoMu3vpanu 8 rpynata Ha ACK, ca nonyuasanu mnauebo Bepcys Ha Knonuaorpen B AHKTe ot 1-8u ao 90-
™™ 1 ACK B no3a 75 mg Ha AeH B AHMTE OT 2-pu 00 90-TH.

[TLpBUUHHMAT pe3ynTaT 3a ePUKACHOCT € BCAKO HOBO CbOMTHUE HA MHCYNT (MCXEMHUUYEH W XeMoparvyeH) npea
nepsuTe 90 auu cnen octop nek UK unu ITHMK c Bucok puck. Tosa € HacTsnnio npu 212 naunenTH (8,2%)
B rpynata na knonuaorpen — ACK 8 cpasHenne ¢ 303 naunentu (11,7%) B rpynata Ha ACK (koedpuumenT na
puck [HR], 0,68; 95% nosepurenen untepsan [CI], 0,57 1o 0,81; P<0,001). IS e HacTenuA npu 204 nauneHTH
(7,9%) B rpynaTta Ha xnonuaorpen — ACK B cpashenne ¢ 295 (11,4%) B rpynara Ha ACK (HR, 0,67; 95% ClI,
0,56 no 0,81; P <0,001). XemoparuueH uHcynT ¢ HabnoaasaH npu 8§ NAaUMEHTH BbLB BCAKA OT IBETE IPYIH B
uinuteaneTo (0,3% oT Bcaka rpyna). YMepeH WK TeXbK KPbBOH3NUB € HabntonasaH npu ceaeM NaUHEHTH
(0.3%) B rpynata Ha xionuaorpen — ACK » npu ocem (0,3%) 8 rpynara ha ACK (P = 0,73). HectoTaTa Ha
BCAKO ChOUTHE Ha KbpBeHe € 2,3% B rpynarta Ha knonuporpes — ACK, 8 cpaenenue ¢ 1,6% B rpynara na ACK
(HR, 1,41;95% Cl, 0,95 no 2,10; P = 0,09).

POINT (Uuxubupane, HacoueHo kbM TpoMmbouuTrTe npu Hosonmoasuno ce ITHMK 1 nex ucxemuueH vHeynt
— Platelet-Oriented Inhibition in New TIA and Minor Ischemic Stroke)

ToBa paHAOMH3IMPAHO, ABOHHOCNANO, MHOIMOUEHTPOBO, NIaUEOO-KOHTPOIMPAHO KIMHUYHO H3INHUTBaHE
sknousa 4 881 naumentu ot uan ¢Bat ¢ octpo [THMK (ABCD2 ckop 24) unu nek uHcynt (NIHSS <3).
Beuuku maunenTH B ABeTe rpyny ca nony4vasanu otkputo ACK B anure ot 1-Bu ao 90-tu (50-325 mg no
NpeueHkKa Ha neKyBallua nekap). IlaumeHTuTe, paHaoMU3UpaHn B rpynaTta Ha KJOMHAOrpeEN, ca NoayqHIH
HaToBapBaula A03a 600 mg knonuaorpen Ha 1-Bu AeH, nocineaBaHa oOT 75 mg KIONKAOrpeN HA REH B AHUTE OT
2-pu no 90-tu, lMaumenTute, paHaoMulupaHu B rpynarta Ha nnauebo, ca nosyudasanu mrauebo sepeus Ha
KJonuaorpen B AHUTE o1 1-Bu a0 90-TH.

[TbpBHUYHMAT pe3ynTaT 38 €QHKACHOCT € ChCTABHA OT roneMu ucxemuuHu cvburna (MU, MH) unu cmupt oT
HCXEMHYHO CbA0BO chOMTHE) Ha aeH 90. Toea e nacronuno npv 121 nauueHtw (5,0%), nonyuasaim
knonuaorpen niioc ACK, B cpasHenue ¢ 160 naunerTy (6,5%), nonyuasanu ACK camocrosarenno (HR, 0,75;
95% CI, 0,59 1o 0,95; P =0,02). BropuunuaT peayntar IS e HacTbnun npu 112 naumentu (4,6%), nonyqasanm
knonuaorpen naroc ACK, 8 cpaehenue ¢ 155 nauneHTH (6,3%), nonyuasanu ACK camocroarenno (HR, 0,72;
95% Cl, 0,56 a0 0,92; P =0,01). [TbpBHUHUAT pe3ynTaT 3a 6€30MacHOCT roNaM KPbBOHIIHB € HACTBITH NPH
23 ot 2 432 nauuenTh (0,9%), nonyuasanu knonuaorpen natoc ACK n npu 10 ot 2 449 nauunenty (0,4%),
nonyuasanu ACK camocrostenno (HR, 2,32; 95% CI, 1,10 no 4,87; P = 0,02). Herondm KpbBOH3NUB €
HacTbnun npu 40 nauvenTH (1,6%), noayuasanu wionuaorpen nmoc ACK w npu 13 (0,5%), nonyuasanu
ACK camocroatento (HR, 3,12; 95% CI, 1,67 no 5,83; P <0,001).

AHanu3 BB BpemeTo Ha npoy4BaHuata CHANCE u POINT

He e wabnionasata nonsa no OTHOWEHKME HA €(PHKACHOCTTA OT NMPOABIKABAHETO HA
HanpaseHo e pa3npeaeneHne BbB BpEMETO HA MOJIEMHTE HCXEMHUYHH ChOUTHA U roNemMu
HA3HAYEHOTO JNEeYEHHE, 33 [a Ce aHAIM3Upa BNHAHMETO HA KPATKOCPOUHHHMA Kypc Ha JIA
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Tabanua 1 - Paznpenejenne BbB BPEMETO HA roJIeMH HCXEMHYHH CHOHTHS H ToJIeMH
KPbBOH3JIMBH CHIOPE/ HAZHAYUEHOTO JieYeHHe B NPOYyUBAHHATA CHANCE u POINT

ap ioavmsee - e T T r e e e ——— e e . e L R e mm e i mr————— o

No. coOnTUR
PR HasHaveHo nedenne  OBwo ¥ e o
CHANCE u POINT ceammnua ceamuua ceammua
Fonemu ucxemmurr  ACK (n=5 0395) 458 330 36 21
cCoOnTHR
CLP+ACK (n=5016) 328 217 30 14
Pasnuka 130 113 6 7
fonsm kpveousnua  ACK (n=5035) 18 4 2 1
CLP+ACK (n=5016) 30 10 4 2
Paznuka -12 -6 -2 -1

[Ipedcvypono mwuoicoene

[Tpoyusanusta ACTIVE-W ACTIVE-A. otaeauu w3nutBanus B nporpamata ACTIVE, Bkmousat
MalMEHTH ¢ npeacbpano muiaeHe (11M), KOUTO HMaT NOHE C/IMH PUCKOB pakTop 3a CHAOBH HHUMACHTH. Bb3
OCHOBA HA BKJIIOYBALIUTE KPHTEPHH, JICKAPUTE Ca BKIIOYBAJIH B ACTIVE-W nauuveHTH, ako ¢a KaH/u1aTH 3a
repanus ¢ antaronuet na sutamun K (ABK) (karo Bapdapun). [1poyusaneTo ACTIVE-A BKJIOYBA NALMEHTH,
KOMTO He Morat aa nosyuasar JieueHne ¢ ABK nopaau HeBb3MOKHOCT HIIH HEXKETAHHC.

[poyusanero ACTIVE-W nokassa, 4e N1e4EHHETO C aHTArOHHCT Ha BUTAMHH K e no-egexTuBHO OT TOBA C
knonuaorpen v ACK.

[Tpoyusaneto ACTIVE-A (N=7 554) e MHOroueHTPOBO, PaHAOMH3HPAHO, ABOMHO-CNIANO, nJanedo-
KOHTPOJIMPAHO MPOYyUBaHe, KOETO CPaBHABA KJIOMH/I0Tpe/] 75 mg/nnesro + ACK (N=3 772) ¢ nnauebo + ACK
(N=3 782). Ilpenopbuureanara ao3a 3a ACK e 75 no 100 mg/aHeBHo. [launenTuTe ca JIeKyBaHH B
NPOAB/IKEHHE HA 5 FOJAMHH.

Maunenture, panaomusupann B nporpamata ACTIVE, ca OHin nauueHTH ¢ 10Ka3ato NpeAChpAHO MBAICHE
(TTM), T.e. uau nepcuctupauto M nau Hai-manko 2 enu3oaa Ha untepmutentHo [IM npes nocneannte 6
Mecelld. M ca MMAIH MTOHE €MH OT C/IeAHHTE PUCKOBH (DAKTOPH: BB3PACT > 75 FOAMHM MIIH BB3PACT 535 /10 74
roJAMHK; 3axapeH aumaber, W3MCKBalL JieYeHHe, MW JIOKa3aH npekapaH MU, wnu 10Ka3aHO KOPOHApPHO
apTepuanHo 3aboJisBaHe; NEeKyBaHH 3a CHCTEMHA XHNEPTOHHS, Npekapal WHCYJT, MPEXOAHO HapylIeHHe Ha
MO3buHOTO KpbBooOpawanue (ITHMK), wan cucremen embon, koiro He 3acsra LIHC, nesokamepHa
amchyHKUHA ¢ (pakuMs Ha M3TIIACKBAHE Ha JisBa Kamepa <45%., win aokazana nepudepna cpaosa dosecT.
Cpennuar CHADS2 pesyntar e 2,0 (rpanunim 0-6).

[aBHHTE W3KJIOUBALLM KPMTEPHH 3a MalMeHTHTe ca OMK JlIoKasaHa nenTuyHa a3seHa OonecT B paMKHUTE Ha
npeaxonuTe 6 Meceua, npeatecTsall uHTpalepedpaseH KpbBOM3IHB, 3HaUMMa TPOMOOLMTONEHHS (Opoit
rpomGounti < 50 X 109/1), HeOGXOAUMOCT OT KJIOMHAOrPE/l HIH NEPOPATHH AHTHKOATYJIaHTH (TTOAK) niam
HEMOHOCUMOCT KbM HSIKOE OT /IBETE ChEJAMHCHHA.

Ceaemjecer ¥ Tpu npouenta (73%) oT nauMeHTHTe, BKJIIOYCHH B NPOYHBAHCTO ACT

cherostue aa npuemat ABK nopaau npeuenka Ha Jekaps, HEBBL3MOKHOCT 3a MYHE
(MEI/LYHAPOAHO HOPMAJIM3UPAHO CHOTHOLICHHE), MPEAHCNIO3ULIMA KbM NaaHe HilH é
cnetduueH pUCK OT KbpeeHe; 3a 26% OT NAUMEHTHTE, PELICHWETO Ha JeKaps @
He)keaanneTo Ha nauuenta aa npuema ABK. .
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[Monynauuara nauveHtH e Bkntousana 41,8 % skenu. Cpennara eu3pact € 6una 71 roaunmu, 41,6% ot
nayneHTrTe ca ounu = 75 roannun. O6uo 23,0% oT naliMEHTUTE cCa NOJY4aBaNH AHTHAPHTMHULH,
52,1% Gera-6nokepwn, 54,6% ACE-nuxubutopu, u 25,4% ctatvnm,

BpoAT Ha nauMeHTHUTE, KOUTO Ca JOCTHTHANH MMbPBUYHATA KpaitHa TOUKa (BpemMe 10 MbpBa NOSBA HA HHCYAT,
MU, cucteMeH emBonabM, KoiiTo He 3acara [THC unu cbaoBa cmbpr) € 6un 832 (22,1%) B rpynara, nexyaaxa
¢ knronuaorpen + ACK u 924 (24,4%) 8 rpynara Ha nnauebo + ACK (11,1% namanasaHe Ha OTHOCHTENHUA
puck; 95% ClI ot 2,4% na 19,1%; p=0,013), rnasHo nopaay ronsaiMo HaManfABaHe Ha YECTOTATA HA HHCYNTHTE.
UHcynTH ca Bu3HukHAIKM npu 296 (7,8%) ot naumenTnTe, nonyuasawu krondaorpen + ACK u 408 (10,8%)
OT NauHeHTHTe, nonyuasawm nnauedo + ACK (28,4% namansaBaHe Ha oTHocHTeNnHWA puck; 95% ClI, ot 16,8%

Ha 38,3%; p=0,00001).

[leawaTpuyuHa nonyJsauus
B npoyusaHe ¢ nosuluasaHe Ha ao3aTa npd 86 HOBopoaeHM WM fena Ao 24 Meceila C pucK 3a TpomOo3a

(PICOLOQ), knonuaorpen e oueHsasaH B nocneaopateny ao3u ot 0,01, 0,1 n 0,2 mg/kg npu HoBOpOAEHH H
neua u 0,15 mg/kg camo npu Hoeopoaend. Jlo3ara ot 0,2 mg/kg aocrura cpeaeH NMpoUeHT Ha UHXHOMpaHe
49,3% (5 uM AdP-unayuupaHa TpoMOOUMTHA arperauus), KOHUTO € CpaBHMM C TO3H MPH BB3PACTHH,
npHeMallli Knonuaorpen 75 mg/IHeBHO.

B pavaomusupano asoiiHo-cnano, napanenHo rpynoso npoyusane (CLARINET) 906 nepnarpuyvnu
NAauUeHTH (HOBOPOAEHH W Aeua), ¢ UMaHOTHYHO BPOACHO ChpAeHHO 3a00JiABaHE, ¢ NAIHATUBHO MOCTABEH
cucTeMHO-0enoapofeH apTepraneH LILHT, ca paHaAoOMU3NpaHy na npuemar kronugorpen 0,2 mg/kg (n=467)
uiv nnaunedbo (n=439) enHOBPEMEHHO ¢bC CHNBLTCTBALLO OCHOBHO JICHEHHE 10 MOMEHTA HA BTOpPHS €Tan Ha
onepauusaTa, CpeaHHAT NEPUCA MEKAY NOCTAaBAHETO HA NANHATHBEH WBHHT W NLPBOTO NPHIOKEHHE Ha
W3NUTBaHKA JekapcrBeH nNpoayKT € 20 anu. [lpubnusuvrenno 88% OT nauueHTUTEe ca nomay4asanu
enHoBpemMeHHo ACK (auanazon ot | no 23 mg/kg/nuesHo). He e HabniogasaHa 3HauMMa pasinka Mexay
rpyNuTE NO OTHOLIEHHE HA MbPBHYHATA CHCTABHA KpakHa TOYKA Ha CMBPT, TPOMO03a Ha LIBHTA WY CBpAEUHA
MHTEPBEHLKA 110-paHo OT 120-aHeBHa BB3pacT cnes cvbuTHE ¢ onpeaencHo TpomboTuuen xapakrep (89
[19,1%] 3a rpynara Ha kaonuaorpen v 90 [20,5%] 3a rpynara Ha niauebo) (BK. Touka 4.2). KbpreHeTo e Hait-
4ecTO ¢bOOLIABAHATA HEXKEAAHA PEAKLMA M B ABETE rpyNd — Ha Kjaondgorpen yu mnauedo; xato He €
HabnrOaaRaHA 3HAYMMA pa3/iMKa B YECTOTaTa Ha KbpBeHe MexAay rpynure. [1pn ABArocpodHo npocneaspaHe
Ha 6e30MacHOCTTA NpH TOBA fpOoYyYBaHe, 26 NaUMEHTH ¢ BCE OLUE HATHYEH LBLHT Ha €AHOMOAULIHA BB3PACT Ca
nonyuasanu kionuaorpen ao 18-meceuHa pw3pact. He ca nabmopaBank HOBHM ChOOpaxkeHus OTHOCHO
fe3onacHocTTa Mo BpeMe Ha TOBa AbJTOCPOUHO NpOCeAaBaHE.

UznutBanvara CLARINET u PICOLO ca npoBeaeHH ¢ U3MON3BAHE HA MPUTOTBEH pa3TBOP Ha KNONWAOTpen.
B npoyusaHe Ha OTHOCUTENHATA GMOHANUYHOCT NPH BBb3PACTHH, MPHUIOTBEHUST Pa3TBOP HA KJIOMWAOrpen
NOKa3Ba CXOOHA CTENEH M MaNKO MO-BUCOKA CKOpocT Ha abcopOuua Ha rfaBHHUA UMPKYAKpall (HEaKTHBEH)
MeTaboauT, B CpaBHEHKE C pa3pelueHarta 3a ynorpeba Tabnetka.

5.2 @apMakoKHHETHUYHH CBOHCTBA

Abcopbuns

Cnea eAHOKPaTHO H MHOrOKPaTHO MEPOPANTHO MPUIOKEHHE HA A03W OT 75 Mg AHEBHO, KIOMMAOrpes ce

abcopGupa 6bp30. CpeaHnTe MaKCUMAJTHH TIa3MEHH HHBA HA HEMPOMEHEHHS K.nonu,uorp L

2.2-2,5 ng/ml cnen eaHokpaTHa nepopanHa 03a oT 75 mg) HacTBNBAT NpuOIU3HTE /

npuem. Abcopbumnarta e Hai-manko 50 %, Bb3 OCHOBA HA €KCKpeLusaTa ¢ ypuHaTa () AP

KNOMHAOrpel. g 5 RN ATy
% S S,
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Paznpeaenenue
Knonuaorpea v riaBHUAT UMPKYIMpall (HEAKTHBEH) MeTabonuT ce CBBbP3BaT 0OpaTUMO in Vifro ¢ YOBELKUTE

nAa3MeHH NPOTEUHH (CLOTBETHO 98 % u 94 %). In vitro, CBbP3BAHETO HE 3@BUCH OT CTEMNEHTA HA HACHULLIAHE,
NpY LIMPOKH MPaAHHLIM HA KOHLUEHTPAUMATA.

buoTpaHchopmMauns
Knonuaorpen ekcteH3uBHO ce meTabonuzupa B depHus apob. In vitro w in vivo xnonugorpen ce

metabonuskpa nNo ABa OCHOBHU MeTabONMTHH MBTA: €IMH, OCBLLIECTBSIBAH OT €CTepasu W Boaeiy Ao
XHWAPOAM3a W TNOJYy4HaBaHE Ha HEaKTHBHM AepusaTH Ha Kapbokcunosata kucenanna (85% ot
UMPKYAUpaLLMTE MEeTabONNTH), U APYr, OCBIIECTBABAH OT MHOXECTBO LUTOXpOMH P450. knonngorpen
nbLp8o ce MeTabonusupa no 2-okco-knonuaorpen MexanHeH Merabonnt. [locneasawuat metabonuanm
Ha MEXAWHHHUA MeTabONUT 2-0KCO-KJIONHAOrpea BOAH A0 oOpa3yBaHe Ha aKTHBHHA METaOO/IHT, THONOB
AEPUBAT Ha KnNonuaorpen. AKTUBHUAT MeTabonuT ce obpasyea npeaumnuo ot CYP2C19 ¢ yuacrnero Ha
uakonko aApyrn CYP enszumu, srtouutenHo CYPIA2, CYP2B6 u CYP3A4. AKTUBHHAT THONOSR
metabonuT, KOHTO € wu30oAupaH in vitro, ce cebp3sa Obp30 ¥ HeoOpAaTUMO KbBM TPOMOOUHTHHTE
peuenTopH, KoeTo HHXHOHpa TpoMOOUUTHATA arperauus.

Cimax Ha aKTUBHHUA MeTaboNWUT e Ba MbTH NO-BUCOKA Clel €AHOKpaTHa HaToBapsalla ao3a oT 300 mg
KJIONUWAOTPEN, OTKONKOTO CAeA NpuiaraHe Ha NoAabpkalla no3a oT 75 mg 3a YeTHpu AHW. Cmax ce
aoctvra npubansntento 30 go 60 MHHYTH CleA NpUAaTraHe.

Eaumunupane
Cnen nepopanen npuem Ha mapkupan ¢ C14 knonugorpen npu xopa, npubnusuTtenno 50 % ce

eKCKpeTHpa B ypuHaTa v okoso 46 % npes dekanuute 3a 120-yacoB uHTepBan cnea npuema. Cnen
e/IHOKpaTHa mNepopaiHa no3a oT 75 mg, KIONUAOrpen MMa MONYKHMBOT OT npubnusnrenHno 6 daca.
EAMMHUHALHOHHHUAT NMOJNYKMBOT HAa OCHOBHUA UKWPKynupall (HeakTuseH) Metabonut € 8 uaca cnen
€AHOKPATHO WK MHOTOKPATHO MPHAOKEHHE.

dapmakoreHeTHKa
CYP2C19 e BkaOueH Bb8 (POPMHUPAHETO Ha AKTUBHHA METABOIKT W HA MEXAUHHHA METABONNT 2-0KCO-

knonugorpen. QapMaKOKHHETHKATA W aHTUArperaHTHUTE €(PEKTH Ha KIOMWAOIpeNn, H3MEepeHH upes
aHaNW3 Ha ex vivo TpomMOOUKTHa arperauus, ce pasnuuasaT B 3aBUcHMOCT oT CYP2CI9 revoruna.

CYP2C19*| anenbT cHOTBETCTBA Ha UAnocTeH PyHKuMOHaneH metabonausnsm, aokato CYP2C19*2
CYP2C19*3 aneaute ca HedyHkunoHanHu. CYP2C19*2 y CYP2C19*3 anenute ca OTrOBOPHKU 33 NO-
roasaMara 4acT OT HamaneHaTta GyHkuua npu cnabure meraboausaropu ot Oanara (85%) W aznartckara
(99%) paca. [Jlpyrs anenu, CBbp3aHd ¢ NMNCBAlLl WIK HamaneH MeTabonn3bMm, €a MO-MAKO YECTH H
scniouBaT CYP2C19*4, *5, *6, *7 n *8. [TauuenT cbe cTaTyc Ha caab merabonusartop, we npurexasa
[1Ba anena, OTroBOPHHM 3a 3aryba Ha pyHKUMA, KakTo € onpeaencHo no-rope. [TybnnkysanuTe yectoTH 3a
cnabure CYP2C19 merabonuaupauy reHoTUNoBe ca npudnusutenHo 2 % 3a Oanata paca, 4 % 3a
yepHaTa paca U 14 % 3a kuraiunTe. ChuiecTByBaT TecTobe 3a onpeaensHe Ha CYP2C19 reHoTuna Ha

nauucHTaA.

KpbcTocano npoyuaue npu 40 3apasu aoGposonuu, no 10 8bs Beaka ot udetupute CYP2CI9
meTabonuiupaluu rpyny (kpainHo 6bp3un, eKCTEH3UBHH, MEXIAHHHY W cnabu MeTabonusatopy) oueHspa
(bapMaKOKHHETHKATA W AaHTHArPEraHTHUTE OTroBOPH Npy Ao3a oT 300 mg, nocnenpaHa oT 75 mg/aAHeBHO
u 600 mg, nocnearana ot 150 mg/anesHo, secaka 3a oOWIO 5 AHH (CTAUHOHAPHO

cbeToarme). He ca naGaronaBaHy CbLUECTBEHHU PA3AMKH B €KCNO3HUHATA HA AKTHB
cpeaHoTo HHXHOUpaHe Ha TpomBounTHaTa arperauus (UTA) mexay kpaldHO Obp3uT
meaAuHHHUTE meTabonnsatopH. Ipu cnabure metabonusaTopy €KCMO3IUUMATE Ha a
¢ HamaneHa ¢ 63-7]1 % B cpaBHeHHe C excTeH3WBHUTE MeTabonusaTopu. Cren cxe
mg/75 mg, aHTHarperaHTHWTE OTIOBOPH ca NOHHKEHH NpH cnabute meTabonunsaTop
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(5 uM ADP) ot 24 % (24 uac) n 37 % (aen 5) B cpaBHenue ¢ UTA ot 39 % (24 yac) 1 58 % (aeH S) npwu
excTeH3HBHUTEe MeTabonnzaTopu v 37 % (24 vac) n 60 % (aeH 5) npu MexauHHUTE MeTabonu3aTopm.
Korato cnabure metaboauzaropu npuemar no cxema 600 mg/150 mg, ekcno3snuuaTa Ha aKTHBHHS
MeTabonuT € no-ronsma oTkoakoTo npu cxemata 300 mg/75 mg. B nonbanenune, UTA e 32 % (24 vac)
H61 % (AeH 5), CTORHOCTH, NO-TONEMH OTKOJKOTO NpH cinabute MeTabonu3aTopH, Noy4vasalln no cxema
300 mg/75 mg un cxoanu Ha Te3n npu apyrute CYP2C19 Merabonusupaiun rpynu, noayyasaiud no
cxema 300 mg/75 mg. lloaxoasawa cxeMa Ha JO3HpPAHE NPH TaA3W NONyJauMUf NAUKECHTH BCE OLUE HE e
onpeneneHa B U3NHTBAHHWA 38 KIHHWYHKW PE3YJITATH.

B choTBETCTBUE C FOPHHUTE PE3YATATH, NPH METa-aHalK13, BKIOUYBAL], 6 NpoyuBaHus HA 335 nauHeHTy,
JNEKYBAHH C KJIONUAOTPES B CTALMOHAPHO CBLCTOAHHE, € MOKa3aHO, Y€ EKCMO3ULMATA Ha aKTUBHUSN
MeTaboNHUT € noHHKeHa ¢ 28 % 3a mexxannHuTe MeTabonuzaropun U 72 % 3a cnabute metabonnzatopn,
nokato HHXHUbupaHeTo Ha TpoMbouunTHaTa arperauus (5 UM ADP) e noHukeHo ¢ pa3nuku 8 UTA ot 5,9
% 1 21,4 % CLbOTBETHO, B CpaBHEHHWE C EKCTEH3UBHUTE MeTaboU3aTOPH.

Bauanuvero Ha CYP2C19 reHoTHNa BbpXy KIHHHYHHA U3XOA NPH NAUHEHTH, NEKYBaHH C KNONHaOrpen,
HE € OUCHABAHO B NPOCNEKTHBHH, PAHAOMHU3UPAHH, KOHTPONIMpAHHU n3nuTBaHusa. ColuecTsyBaT obaue
peauLia PETPOCNEKTHBHU aHANU3H 332 OLCHKA HA TO3K edeKT NPH NauueHTH, NeKyBaHH ¢ Knonuaorpen, 3a
kouto uma pesyntatu 3a redotuna: CURE (n=2721), CHARISMA (n=2428), CLARITY-TIM] 28
(n=227), TRITON-TIMI 38 (n=1477), u ACTIVE-A (n=601), kakTOo 1 u3zBecten Opoit nybnukyBaHu
KOXOPTHH NPOY4BaHHA.

B TRITON-TIMI 38 u 3 ot xoxoptuute npoyusadusa (Collet, Sibbing, Giusti) komObuHupaHaTa rpyna
NauMeHTH ¢ MeXAHHEeH unu cnab metabonuaupall cTaTyc ca KMajlH NO-BMCOKA YECTOTa Ha CbpAEYHO-
CbAOBH MHUKIEHTH (CMBPT, MUOKapaeH WH(aAPKT W HHCYNT) AW TpoMbO3a Ha CTEHTa, B CPABHEHHE C
EXCTEH3HBHUTE MeTabonu3aTopu.

B CHARISMA 4 eaHo koxopTHO npoyuBaHe (Simon) noBM1IEHA HECTOTA HA HHUMACHTH € HabnroaaBaHa
caMo npu cnabu metaboau3zaTopu B cpaBHeHHE C €KCTEH3HBHUTE MeTaboIU3aTOPH.

B CURE, CLARITY, ACTIVE-A u enHo or xoxopthute npoyusaHua (Trenk) He e Habnionasana
NOBMLUEHA YECTOTa HAa HHUHAEHTHTE Bb3 OCHOBA Ha cTaryca Ha metabonuaaTopa.

HuTo eanH OT Te3u aHanuau He e OUn c anekBaTeH Opoit MaLMEHTH, 32 Aa OTKPHUE Pa3fiMKH B U3X0Aa Npw
cnabure merabonuzatopu.

Cneunanyy nonynaunu

@ﬂpMHKDKHHETHKaTa HAa aKTUBHHA MeTaboNHUT Ha Kaonpaorpen HE € H3BCCTHA NpH TC3H CCUHUATHH
nonynauuu.

bvbpeuno yepescoare
Cnea MHOrOKpaTHO NPUIOKEHWE Ha A03W OT 75 mg KIONUAOorpes] AHEBHO NPH MAaUUEHTH ¢ TEXKA
6uOpeyHa HeaAOCTATBYHOCT (KPEATHHHMHOB KIHUPBHC Mexay S U 15 ml/min), vnxubupanero va AAD-
HHAYUHpaHaTa TpoMOOUMTHa arperauvs e no-Hucko (25%), oTkonkoTo HabAOAABAHOTO MPH 34paBH
HHAMBHUAH, BLNPEKH TOBA YABIKABAHETO HA BPEMETO Ha KbpBEHE € CXOAHO ¢ ToBa, Hab/ii0AaBaHO NpH
3ApAaBH KHAWBHAKW, NpueMalld 75 mg knonuaporen aHeeHO. OCBEH TOBA, NpU BCHYKH NALMEHTH
KNMHUYHATA NOHOCUMOCT ¢ Buna aobpa.
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Yeproopobio yepeacdaie

Cnen MHOrOKpaTHO MpuaraHe Ha J03a oT 75 mg kionuaorpen AHEBHO B NpoabixkeHue Ha 10 anv npu
NaUuMEeHTH C TEXKKO HepHOApoOHO yBpexxaaHe, vHXxuOupaHeto Ha AJID—uHayLMpaHaTa TpoMBouHTHa
arperauma € CXoAHa ¢ Toba HabntoaaBaHO NpH 34paBK HHAHBUAHK. Y AbXKABAHETO HA CPEAHOTO BpEME Ha
KbpBEHE CbLLO € OUN0 CXOAHO B ABETE MPYIH.

Paca

Flpeobnanaeaneto na anenute Ha CYP2CI19, onpeaenswm mexanHeH u cnab CYP2C19 merabonuabm
CE pa3nu4aBaT 8 3aBUCHMOCT OT pacata/ eTHoca (Bx. PapmakoreHetuka). HannuHu ca orpaHuyenu
NaHHW OT AWTEpaTypaTa 38 a3HaTCKHUTE NONYyNaLUnH 3a OUEHABAHE HA KJIMHHUYHAaTa 3HAYMMOCT Ha TOBa
CYP renornnuianpane no OTHOWEHHE HA K3X0AA OT KIHHUYHHTE UHLIMAEHTH.

5.3 Ilpeakaunnuns nansu 3a 6ezonacHoct

[peAKAMHHYHHUTE MPOYUYBAHHA NPH NABXOBE H MaiiMYHH HAaH-4€CTO YCTAHOBABAT YEPHOAPOOHH NMPOMEHH NMPH
A03H, HAABHILABAUIK HAW-MaNKo 25 MbTH €KCMO3UIMATA NPH XOpa, NpyYeMalild TepanesTHYHATa A03a OT 75
Mg/RHERHO, KOHTO ca B PE3YNTAaT Ha ePeKT BbpXY YepHoapobHHTE MeTabonuanpaiy ensuMu. TaksB edekT
HE € YCTAHOBEH NPH XOpa, NpUemMalli TepaneBTHYHA A03a KIONHAOrpelt.

[pH MHOTO BUCOKH 03H MPH CHLLKUTE XKUBOTHU € YCTAHOBEHA H HAPYLUEHA CTOMALLHA NOHOCUMOCT (FacTpPHT,
CTOMALUHK €PO3HHU W/HJIK MOBPDBLUAHE).

Hama nokazarencTsa 3a kapuyMHOreHeH epexT NpH npyunarale Ha kKnonuaorpen 78 ceaMHUW Ha MHILKK K 104
CEAMHUH Ha NbXoBe B 03K A0 77 mg/kg AHEBHO (CBLOTBETCTBALLO HA HAK-MaNKO 25- MbTH €KCnO3ULMATA
NPy xopa, MpUYeMally TepaneBTHYHaTa 1038 OT 75 mg/AReBHO).

MHOXECTBOTO in Vitro u in vivo Npoy4BaHUA 38 FEHOTOKCHYHOCT MOKA3BAT, Y€ KJONMWAOrpen HAMA TaKbR
eheKT.

Knonuaporen He BIUSE BbpXY (QEPTUIIMTETA HA MBIKKH M XKEHCKHK MNBXOBE U HAMA TEPATOreHeH eheKT BbpXy
nABbXORe W 3ailM. KoraTo ce npunara npu nakTypalily nbXxoBe, npeanssukea ¢iabo 3abaraHe Ha pa3BUTHETO
Ha nokonenuero. CrneundryHn GapMaKOKMHETHYHHU NPOYYBAHUA ¢ MapKUpaH KJIONMMIAOrpen rnokassar, ue
NbpBUYHATA CYOCTAHUHA WAH HEHHW MeTaboNuTH ce eKCKpeTHpaT B MAAKOTO, CleaoBaTenHo npsk (cnaba
TOKCHYHOCT) UK KOCBEH edekT (1eKo BKYCOBO

YCELIAHE) HE MOXKE 1a C€ M3KJ/IIOHH.

6. OPAPMALEBTHYHHU JAHHH
6.1 CnHcenk HAa NOMOIIHHUTE BellleCTBA

Hopo:

ManuTton

Llenynosa, mukpoxkpuctanta (PH 112)

Makporon

CHAULMEB AHOKCHA, KONOHAEH XHAPATHPaH
XHAPOKCHITPONMHALENYN03a, YaCTHYHO 3aMECTEHA
PyunHoBo Macno, XHAPOreHHpaHo

O6suska:

JlakTo3a MOHOXHApAT
Xunpomenosa 2910
Turanoes aMokcua
Tprauetun

HepeeH xeneseH okeua
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UepeH axeneseH okcua

6.2 HecsBmecTumocTu

Henpunoxumo

6.3 Cpok narognocrt

3 roAMHH

6.4 Cpeunainn yc/IOBHA HA CbXpaHenue

To3u nekapcTBeH MNPOAYKT HE H3UCKBA CNELMANTHH YCIOBHR HA ChXPAHEHHE.
6.5 Buau chabpkaHKHe HA ONAKOBKATA

OPA/AlW/PVC-AnyMuHHiA GnucTepH B KapTOHEHa KyTHA (¢ Uiy 6e3 kaneHaape bnucrep), ceabpkawa 7, 14,
28, 30, 56, 60, 84,90, 100, 112 v 120 dunamupanu TabnerkH.

OPA/Alu/PYC-AnymuHuii 6nnucTepu ¢ €eAMHHYHK N03H B KAPTOHEHA KyTHa, chabpxawa S0x1 ¢punmupanu
TabNeTKH.

He BcHukHM BMAOBE ONMAKOBKKU Morat fa ObaaT nycHaTy Ha nasapa.
6.6 CneunanHu npeanas’H# MEePKH NPH HIXBLPJASAHE H paboTa

Hen3non3paHUAT JEKAPCTBEH MNPOAYKT HWIH OTIIaAABYHHATC MATCPHANH OT HEro TpHﬁBa Ad CC HUIXBLPJAT B
CBhOTBETCTBHE C MECTHUTEC U3IUCKBARHHA.

7. TIPUTEXXATEJI HA PAZPEIIEHHETO 3A YIIOTPEBA

CODAPMA Al
yn. Unuencko woce 16,

1220 Codusa, bvnrapus
8. HOMEP(A) HA PAPELIEHHETO 3A YIIOTPEBA
Per. Ne 20240055

9, JATA HA NBPBO PA3PEUHIABAHE/MTIOAHOBSABAHE HA PA3PELIEHHETO 3A
YTIOTPEBA

Jlata Ha nbpBo paspewasaHne:(5.03.2024
JlaTa Ha nocneAHO NOAHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

04/2025
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